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NEW! Focus Features help focus students on 
analyzing key aspects of complex topics and 
reactions. Interactive versions can be accessed using 
embedded links in the Pearson eText or in Mastering 
Chemistry. 


NEW! Margin boxes feature details about the lives 
and works of eminent scientists. 


Expanded coverage of Acid/Base Chemistry 

in Chapter 2 and separation of the chapter on 
Substitution and Elimination into two distinct 
chapters allow students to build upon their existing 
knowledge and move through their first mechanisms 
with greater clarity and with more opportunities to 
test and apply their understanding without getting 
overwhelmed by organic chemistry. Problem-solving 
strategy spreads have been added to both 
corresponding chapters for additional support. 


Reaction Starbursts/Reaction Maps appear before 
the end of every ‘reaction-based’ chapter to help 
students better understand and mentally organize 
reactive similarities and distinctions. 


Visual Guides to Organic Reactions place the 
reactions covered in each chapter within the overall 
context of the reactions covered in the course. 


10 


Problem Solving Strategies have been added 
and explicitly highlighted in several chapters, 
including strategies for resonance, acid-base 
equilibria, and multistep synthesis. 


Green Chemistry is emphasized with 
presentation of less toxic, environmentally friendly 
reagents in many situations, such as oxidation of 
alcohols with bleach rather than with chromium 
reagents. 


Chapter Openers focus on organic applications, 
with introductions and images for a more enticing, 
contemporary presentation. 


20 Key Mechanism Boxes highlight the 
fundamental mechanistic principles that recur 
throughout the course and are the basis for some 
of the longer, more complex mechanisms. Each 
describes the steps of the reaction in detail with a 
specific example to reinforce the mechanism and a 
concluding problem to help students absorb these 
essential reactions. 


Explanations and Annotations to Mechanisms 
help students better understand how each 
mechanism works. 
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To the Student 


As you begin your study of organic chemistry, you might feel overwhelmed by the 
number of compounds, names, reactions, and mechanisms that confront you. You might 
even wonder whether you can learn all this material in a single year. The most important 
function of a textbook is to organize the material to show that most of organic chem- 
istry consists of a few basic principles and many extensions and applications of these 
principles. Relatively littke memorization is required if you grasp the major concepts 
and develop flexibility in applying those concepts. Frankly, I have a poor memory, and 
I hate memorizing lists of information. I don’t remember the specifics of most of the 
reactions and mechanisms in this book, but I can work them out by remembering a few 
basic principles, such as “alcohol dehydrations usually go by E1 mechanisms.” 

Still, you’ Il have to learn some facts and fundamental principles to serve as the 
working “vocabulary” of each chapter. As a student, I learned this the hard way when I 
made a D on my second organic chemistry exam. I thought organic would be like general 
chemistry, where I could memorize a couple of equations and fake my way through the 
exams. For example, in the ideal gas chapter, I would memorize PV = nRT, and I was 
good to go. When I tried the same approach in organic, I got a D. We learn by making 
mistakes, and I learned a lot in organic chemistry. 

In writing this book, I’ve tried to point out a small number of important facts and 
principles that should be learned to prepare for solving problems. For example, of the 
hundreds of reaction mechanisms shown in this book, about 20 are the fundamental 
mechanistic steps that combine into the longer, more complicated mechanisms. I’ve 
highlighted these fundamental mechanisms in Key Mechanism boxes to alert you to 
their importance. Similarly, the Guide to Organic Reactions appears in six chapters 
that contain large numbers of new reactions. This guide outlines the kinds of reactions 
we cover and shows how the reactions just covered fit into the overall organization. 
Spectroscopy is another area in which a student might feel pressured to memorize 
hundreds of facts, such as NMR chemical shifts and infrared vibration frequencies. 
I couldn’t do that, so I’ve always gotten by with knowing about a dozen NMR chemical 
shifts and about a dozen IR vibration frequencies, and knowing how they are affected 
by other influences. I’ve listed those important infrared frequencies in Table 12-2 and 
the important NMR chemical shifts in Table 13-3. 

Don’t try to memorize your way through this course. It doesn’t work; you have to 
know what’s going on so you can apply the material. Also, don’t think (like I did) that 
you can get by without memorizing anything. Read the chapter, listen carefully to the 
lectures, and work the problems. The problems will tell you whether or not you know 
the material. If you can do the problems, you should do well on the exams. If you can’t 
do the problems, you probably won’t be able to do the exams, either. If you keep having 
to look up an item to do the problems, that item is a good one to learn. 

Here are some hints I give my students at the beginning of the course: 


1. Read the material in the book before the lecture (expect 13-15 pages per lecture). 
Knowing what to expect and what is in the book, you can take fewer notes and 
spend more time listening and understanding the lecture. 


2. After the lecture, review your notes and the book, and do the in-chapter 
problems. Also, read the material for the next lecture. 


3. If you are confused about something, visit your instructor during office hours 
immediately, before you fall behind. Bring your attempted solutions to problems 
with you to show the instructor where you are having trouble. 
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Preface 


4. To study for an exam, begin by reviewing each chapter and your notes, and 
reviewing any reaction summaries to make sure you can recognize and use those 
reactions. The “starburst” summaries are most useful for developing syntheses, 
since you can quickly glance at them and see the most useful conversions for that 
functional group. Then concentrate on the end-of-chapter problems. In each chapter, 
the Essential Problem-Solving Skills (EPSS) outline reviews the important concepts 
in the chapter and shows which problems can be used to review each concept. Also 
use old exams, if available, for practice. Many students find that working in a study 
group and posing problems for each other is particularly helpful. 


Remember the two “golden rules” of organic chemistry. 
1. Don’t Get Behind! The course moves too fast, and it’s hard to catch up. 


2. Work Lots of Problems. Everyone needs the practice, and the problems show 
where you need more work. 


Iam always interested to hear from students using this book. If you have any suggestions 
about how the book might be improved, or if you’ve found an error, please let me know 
(L. G. Wade, Whitman College, Walla Walla, WA 99362: E-mail wadelg @ whitman.edu). 
I take students’ suggestions seriously, and hundreds of them now appear in this book. 
For example, Whitman student Brian Lian suggested Figure 21-9, and University of 
Minnesota student (and race-car driver) Jim Coleman gave me the facts on the fuels 
used at Indianapolis. 

Good luck with your study of organic chemistry. I’m certain you will enjoy this 
course, especially if you let yourself relax and develop an interest in how organic 
compounds influence our lives. My goal in writing this book has been to make the 
process a little easier: to build the concepts logically on top of each other, so they 
flow naturally from one to the next. The hints and suggestions for problem solving 
have helped my students in the past, and I hope some of them will help you to learn 
and use the material. Even if your memory is worse than mine (highly unlikely), you 
should be able to do well in organic chemistry. I hope this will be a good learning 
experience for all of us. 


To the Instructor 


In writing the first edition of this text, my goal was to produce a modern, readable text 
that uses the most effective techniques of presentation and review. I wanted a book that 
presents organic chemistry at the level needed for chemistry and biochemistry majors, 
but one that presents and explains the material in ways that facilitate success for all 
the many different kinds of students who take the course. Subsequent editions have 
extended and refined these goals, with substantial rewriting and reorganizing and with 
many new features. This tenth edition has several features to help students organize 
types of reactions and mechanisms for easier learning and better understanding, as 
well as for reference. 

To help students organize functional group reactions, Starburst Summaries have 
been added that provide visual links between synthetically related functional groups. 
This feature is particularly useful when students are developing multistep syntheses, 
when the visual links help them to see the possible reactions moving forward from a 
reactant or synthetic intermediate. The Guides to Organic Reactions will help students 
to organize mentally the many new reactions they are learning, and where those reac- 
tions fit within the overall scheme of the types of reactions we use in organic chemistry. 
Chapter-opening photographs, with captions that explain how the photograph relates 
to the chemistry presented in that chapter, have been added to all of the chapters. We 
have tried to select photos that are remarkable in some way or another and that grab 
the viewer’s attention. 


All of the features of the earlier editions have been retained in this tenth edition. 
In many cases, those that were introduced in earlier editions have been expanded and 
refined. Many updated applications have been added, including those relating to medi- 
cine, green chemistry, biochemistry, and other contemporary areas of interest. Green 
chemistry is emphasized in many areas, most notably in the use of methods that avoid 
chromium reagents, which are known to be toxic and carcinogenic. The older, more 
toxic reagents are mentioned, but they are no longer given as the first choice for a 
reagent. Mechanisms have been provided for the newest reactions, such as the Suzuki 
coupling, when they are relevant to the material and studied well enough to be confident 
they are correct. 


Key Features 


Expanded Coverage of Acids and Bases: After reviewing the basics of bonding, 
hybridization, and molecular structure in Chapter 1, Chapter 2 is centered around 
acids and bases and how these concepts apply to organic compounds. The Arrhenius, 
Brgnsted-Lowry, and Lewis definitions are introduced and explained. The uses of pK, 
and pK, are described, followed by a discussion and a Problem-Solving Strategy feature 
on predicting the position of an acid-base equilibrium reaction. Factors that affect acid- 
ity and basicity are explained, including solvent effects, size, electronegativity, induc- 
tive effects, hybridization effects, and resonance effects. Lewis acid-base reactions are 
discussed, with a careful discussion of the correct use of the curved-arrow formalism. 


Separation of Substitution and Elimination Reactions: The crucial chapters on sub- 
stitution and elimination have been revised, with substitutions covered in Chapter 6 
and eliminations in Chapter 7. This organization allows students to become more com- 
fortable with the differences between Syl and Sj2 substitutions before the possible 
reaction pathways are expanded to include eliminations. Chapter 7 presents complete 
coverage of the competition between substitutions and eliminations, and how one can 
predict what mechanisms and products are most likely. 


Organic Synthesis: Many new synthetic problems have been added, some of them com- 
ing from the recent literature. The material on organic synthesis and retrosynthetic analy- 
sis has been supplemented, with particular attention to multistep aromatic syntheses. 


Nomenclature: We have tried to stay as current as possible with the constantly changing 
IUPAC nomenclature, and this edition reflects some of the changes. Beginning with 
the eighth edition, we have used the 1993 IUPAC positioning of the locants in names 
(e.g., but-l-ene), while also showing the names using the older positions of the 
locants (e.g., 1-butene). We have also carefully defined stereochemical terms (such as 
stereocenter and chiral center) correctly and precisely, and we have endeavored to use 
the most precise term in each case. 
In this edition, we have adopted the following changes in the IUPAC rules: 


1. In showing stereochemistry, IUPAC now recommends the “reverse perspective” 
(closer end is smaller) version of wedged dashed bonds. Wedged solid bonds are 
still drawn with normal perspective, with their closer end larger. 


2. IUPAC now defines hydroxyl as referring only to the radical, not the functional 
group. The functional group is the hydroxy group. We have changed these terms 
where needed to conform to this rule. 


3. At one time, the IUPAC banished the term ketal. It has now been reinstated as a 
subclass of acetals, and we have resumed using it. 


This tenth edition also includes a Nomenclature Appendix, which serves as a compact 
reference to the rules of naming organic compounds. This feature should make it easier 
for students to name compounds without always having to find the discussion pertaining 
to that particular functional group. 
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The Keys to Organic Chemistry 


Wade & Simek’s tenth edition of Organic Chemistry presents key principles of organic chemistry in the context of 
fundamental reasoning and problem solving. Written to reflect how today’s students use textbooks, this text serves as a 
primary guide to organic chemistry, as well as a comprehensive study resource when working problems and preparing 
for exams. 


The resources in this book 
include Focus Features, 


Chemists represent organic compounds not just by their molecular formula, but by a graphical depiction of how the atoms Pr oblem-Solving Str ategies, 
are connected. Early in your study of organic chemistry, you will be expected to master this graphic language. plus Partially S olved Prob- 
We use different types of structural representations, with varying degrees of simplification. . i 
A full structural formula, also called a A condensed structural formula A line-angle formula, or simply lems, Reaction Su cs, 
Lewis structure, shows all of the atoms, shows all of the atoms and some of the a line formula, has the most Starburst Summaries and 

’ 


all of the bonds, and all of the unshared bonds; bonds to H are usually omitted. Ina _ simplification. H atoms and C 


(lone) pairs of electrons. carbon chain, the bonds between carbons are atoms are usually not shown Reaction Guides 2 Through a 
usually not shown. Unshared (lone) pairs unless bonded to an atom other 


of electrons may or may not be shown. than C. Car eful, refined pr esentation 
and step-by-step guidance, this 
tenth edition gives students 

a contemporary overview of 
organic chemistry with tools 
ee ee eae es a for organizing and understand- 


(commonly called “ether”) 


shows the three types of i or CH;CHjOCH,CH; ing reaction mechanisms and 


representations. H 


Lewis structure or condensed structural formula _line-angle formula synthetic organic chemistry. 


full structural formula or line formula 


FOCUS Drawing Structures 


Note that these structural respresentations are not intended to show accurate bond angles or positions of the atoms in three 
dimensions. In later chapters, we will introduce different types of notation to display accurate three-dimensional positions 
of atoms. 


PROBLEM-SOLVING STRATEGY Predicting Substitutions and Eliminations 


alkyl halides Given a set of reagents and solvents, how can you predict what products will result and 
which mechanisms will be involved? Should you memorize all this theory about substitu- 

strong weak tions and eliminations? Students sometimes feel overwhelmed at this point. 
Nuc:/base Nuc:/base Memorizing is not the best way to approach this material because the answers are not 


absolute and too many factors are involved. Besides, the real world with its real reagents 
and solvents is not as clean as our equations on paper. Most nucleophiles are also basic, 
Sy2+E2 Syl+El and many solvents can solvate ions or react as nucleophiles or bases. 
The first principle you must understand is that you cannot always predict one unique 
product or one unique mechanism. Often, the best you can do is to eliminate some of 
the possibilities and make some accurate predictions. Remembering this limitation, here 


fi are some general guidelines: 
1° alkyl halide Ra C= x 1. The strength of the base or nucleophile determines the order of the reaction. 

| If a strong nucleophile (or base) is present, it will force second-order kinetics, either 

H Sy2 or E2. 
f ae If no strong base or nucleophile is present, you should consider first-order reactions, 
ne ee Nee ‘hase both Syl and El. Addition of silver salts to the reaction can force some difficult ion- 

izations. 
: 2. Primary halides usually undergo the S,2 reaction, occasionally the E2 reaction. 

Sy2 no reaction 


Primary halides rarely undergo first-order reactions, unless the carbocation is 
resonance-stabilized. With good nucleophiles, Sy2 substitution is usually observed. 
With a strong base, E2 elimination may occasionally be observed. 
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SUMMARY Electrophilic Additions to Alkenes 


Methylcyclopentene is an alkene that displays orientation and stereochemistry of addition reactions. New atoms are shown 
in color. When reactions create chiral products from achiral reactants, racemic mixtures are produced. N/A means “Not 
Applicable to this reaction.” 


hydrohalogenation— 
Markovnikoy orientation; 
stereochemistry N/A; 
rearrangement can occur 
Sections 8-2, 8-3 


H Section 8-4 
a CH om H iB H oxymercuration— 
3 0 H demercuration— 
H c 3 Markovnikoy orientation; 
H H—x Br H—O MCAT alyst stereochemistry N/A; 
H wr H no rearrangement 
X=Cl, nose NaBH, Section 8-5 
Br, I RO—OR 
Hg(OAc)> OR alkoxymercuration- 
CH3 CH demercuration— 
H—H H—=OK NaBH, 3 Markovnikov 
é > _ ae 
metal CT Hg(OAc); Te. joes 
PACER HOON: H A stereochemistry ie 
no rearrangement 
ar Cans TS Section 8-6 
catalytic at 
hydrogenation— X—X OH H 
orientation N/A; HE OED X—X 
hci X=Cl, NaOH J. CH3 hydroboration-oxidation— 
SESE EATS ES anti-Markovnikoy orientation; 
ng rearrangement i sy syn stereochemistry; 
Section 8-10 WH 
OH x OH no rearrangement 
hi CH3 jo CH3 and enantiomer Section 827 
HX SX 
H H 
and enantiomer and enantiomer 
halohydrin formation— halogenation— 


Markovnikov orientation; 


anti stereochemistry; 
no rearrangement 
Section 8-9 


hydrobromination with peroxides— 


anti-Markovnikov orientation; 


stereochemistry N/A; no rearrangement 


Section 8-3B 


hydration— 


OH Markovnikoy orientation; 


CH stereochemistry N/A; 
3 rearrangement can occur 


orientation N/A; 


anti stereochemistry; 
no rearrangement 
Section 8-8 


GUIDE TO ORGANIC REACTIONS IN 
CHAPTER 11 


Reactions covered in Chapter 11 are shown in red. Reactions covered in earlier chapters are shown in blue. 


Substitution Elimination BOxidation/Reduction 


>| Basic conditions (E2) 


>| Oxidation 


>|Nucleophilic >|Nucleophilic 
> at sp'C (S.1, 8,2) > at C=O (Nuc. Addn.) 
Ch 6, 10, 14, 22 Ch 9, 10, 18, 22 
> at sp? C (Nuc. Arom. Subst.) > at C=C (conjugate addn.) 
Ch 17, 19 Ch 22 
> at C=O (Nuc. Acyl Subst.) 
Ch 10, 11, 20, 21, 22 >| Electro} 
»|Electrophilic > at C=C (Elect. Addn.) 
Ch 8, 9, 10 
> at sp* C (Elect. Arom. Subst.) > at C=C (Carbene Addn.) 
Ch 17, 19 Chs8 
>|Radical >|Radical 
> at sp’ C (alkane halogenation) > at C=C (HBr + ROOR) 
Ch 4, 6, 16, 17 chs 
> at sp’ C (Sandmeyer rxn) 
Ch 19 >|Pericyclic 
>| Organometallic > cycloaddition (Diels-Alder) 
Ch 15 
> Gilman 
Ch 10, 17 >|Oxidation 
> Suzuki : 
Chi7 > epoxidation 
Heck Ch 8, 10, 14 
Ch 17 - 
»|Reduction 


> hydrogenation 
Ch 8, 9, 17, 18, 19 


> E2 dehydrohalogenation 


> epoxidation 


Ch7,9 Ch 8, 10, 14 
> tosylate elimination > oxidative cleavage 
Chil Ch 8, 9, 11, 17, 22 
> Hofmann elimination > oxygen functional groups 
ch 19 Ch 11, 18, 19, 20 
»|Acidic conditions (E1) >| Reduction 


> El dehydrohalogenation 
Ch7 

> dehydration of alcohols 
Chil 


»|Pericyclic (Cope elimination) 


> Ch19 


> hydride reduction 

Ch 8, 10, 11, 17, 18, 19, 20, 21 
> hydrogenation 

Ch8; 9;.17, 18; 19: 
> metals 

Gh 9; 17; 18, 19: 


Starburst Reaction Summa- 
ries appear before the end- 
of-chapter material of “reac- 
tion-based” chapters to help 
students mentally organize 
the reactions and recognize 
their similarities and 
differences. 


Visual Guides to Organic 
Reactions place the reac- 
tions covered in each chapter 
within the overall context of 
the reactions covered in the 
course. 
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Over 80 Mechanism Boxes help students understand how specific reactions occur by zooming in on each 


individual step in detail. 


KEY MECHANISM 7-5 Acid-Catalyzed Dehydration of an Alcohol 


Alcohol dehydrations usually involve E1 elimination of the protonated alcohol. 


Step 1: Protonation of the hydroxy group (fast equilibrium). 


ceca eae 
O 


H :O— 
Step 2: Ionization to a carbocation (slow; rate limiting). 


| 
ic 
ry —C— 
| 


Step 3: Deprotonation to give the alkene (fast). 


EXAMPLE: Acid-catalyzed dehydration of butan-2-ol 


Step 1: Protonation of the hydroxy group (fast equilibrium). 


oH (\, 
| HySO, 


CH;—CH—CH,CH, —2=*> CH,;—CH—CH,CH; 


H—O+H 


Step 2: Ionization to a carbocation (slow; rate limiting). 
Es Oe 
iS + ae 
CH, — CH— CH CH. << ei eta + H—O—H 
H 


Step 3: Deprotonation to give the alkene (fast). 


+ H,07 


major product (cis and trans) 


Il Se BLO 
H 
minor product 
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. | 
’ ae H :O*H HSO; 
L | Bn L | 


PROBLEM-SOLVING HINT 


In acid-catalyzed mechanisms, 
the first step is often addition of 
H*, and the last step is often loss 
of Ht. 


18 Key Mechanism 
Boxes highlight the 
fundamental mechanis- 
tic principles that recur 
throughout the course 
and are the components 
of many of the longer, 
more complex mecha- 
nisms. Each describes 
the steps of the reaction 
in detail with a specific 
example to reinforce the 
mechanism and a con- 
cluding problem to help 
students absorb these 
essential reactions. 


Explanations and An- 
notations to Mecha- 
nisms help students 
better understand how 
each mechanism works. 
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Mastering Chemistry* 


Mastering Chemistry motivates students to practice organic chemistry outside of class 
and arrive prepared for lecture. The textbook works with Mastering Chemistry to guide 
students toward what they need to know before testing them on the content. This edition 
continually engages students through pre-lecture, during-, and post-lecture activities 
that all include real-life applications. 


Dynamic Study Modules 


Help students understand the concepts more quickly! Now assignable, Dynamic 
Study Modules enable your students to study on their own and be better prepared 
with the fundamental concepts needed from general chemistry, as well as the problem 
solving skills and practice with nomenclature, functional groups, and key mechanisms 
skills needed to succeed in the organic chemistry course. The mobile app is available 
for iOS and Android devices for study on the go, and results can be tracked in the 
Mastering Chemistry gradebook. 


PEARSON 


Acids (Binary and Oxyacids) 


QUESTION 4 ANSWER 


Set 2 | Questiond of 6 ft very ove our 


pure. click 0 tl 
you are unsure. dich two araweors 


What is the formnia tor acetic acid? . 
Hovon 


) CH,OH 


aD) CH;COOH 
®D COOH 


) I DONT KNow vEr 


Hf (coon } 


Ihe feemida for acetic acid, 0 corboxytio acid, in 
(CH,COOM, The acid is formod from the acetate 
ton poly 


sone wf the axygen atone 


j 


tow 


In the care of acetic aon, there ore two carbon 
Ime in the structure. Carboxytic acida, the 
reany organic compound, Narre both a 


Weext Question 
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Mastering Chemistry* 


Spectroscopy Simulations 


NEW! Six NMR/IR Spectroscopy simulations (a partnership with ACD labs) allow 
professors and students access to limitless spectral analysis with guided activities that 
can be used in lab, in the classroom, or after class to study how spectral information 
correlates with molecular structures. Activities authored by Mike Huggins, University of 
West Florida, prompt students to use the spectral simulator to solve analytical problems 
by drawing the right conclusions from the spectra and combining the NMR and IR data to 
propose a molecular structure. 


ACD/I-Lab Module wew History view Help ¥ Options 
~C NR Predictor ary, i LL) = " } Frequency: 
~ HNMR Predictor CGS Se) eS) = [sper tetts | s 
10 
8 
6 
Heer 4 
2 
is) 


10 


‘>? 1 «(0 9 8 7 6 6 4 3 2: 1 0 
Ae) 
B 


Coupling constants 1 


NEW! Key Mechanism and Mechanism Overview Videos are created as paired vid- 
eos. Each key mechanism is covered first in an overview video that outlines the type 
of mechanism and the necessary background for understanding what is taking place. 
Then, a second video walks the students through a representative reaction of that key 
mechanism. 


NEW! Mechanism Practice Problems feature one-step hints and predict the product 
functionality on any step of selected problems if they struggle. The problems give stu- 
dents a place to learn through practice and to earn credit based upon completion rather 
than correct answers. 
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Resources Available Online 


Supplement Instructor or Student Description 
Supplement 
Mastering Chemistry® Instructor and Student Organic Chemistry Dynamic Study modules help students efficiently prepare 
Supplements for lecture and exams by reinforcing understanding of general chemistry 
prerequisites, acid-base chemistry, functional groups, nomenclature, and key 
mechanisms. At the end of each personalized question set, Dynamic Study 
Modules provide feedback on whether the answer submitted was correct and 
give students an explanation of the correct and incorrect answers. The process 
repeats until the students answer all of the questions correctly and confidently. 
Instructor Resources Instructor Supplement The website www.pearsonglobaleditions.com provides an integrated collection of 


Testbank 


Instructor Supplement 


online resources to help instructors make efficient and effective use of their time. 
It includes all artwork from the text, including figures and tables in PDF format 
for highresolution printing, as well as four pre-built PowerPoint™ presentations. 
The first presentation contains the images embedded within PowerPoint slides. 
The second includes a complete lecture outline that is modifiable by the user. Also 
available are powerpoints of the parent text “in chapter” sample exercises. It also 
includes the Test Bank. 


This testbank contains over 3000 questions. It is available in the TestGen 
program, in Word format, and is included in the item library of Mastering 
Chemistry. 
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1-1 The Origins of Organic Chemistry 


The modern definition of organic chemistry is the chemistry of carbon compounds. 
What is so special about carbon that a whole branch of chemistry is devoted to its 
compounds? Unlike most other elements, carbon forms strong bonds to other carbon 
atoms and to a wide variety of other elements. Chains and rings of carbon atoms can be 
built up to form an endless variety of molecules. This diversity of carbon compounds 
provides the basis for life on Earth. Living creatures are composed largely of complex 
organic compounds that serve structural, chemical, or genetic functions. 

The term organic literally means “derived from living organisms.” Originally, the 
science of organic chemistry was the study of compounds extracted from living organ- 
isms and their natural products. Compounds such as sugar, urea, starch, waxes, and plant 
oils were considered “organic,” and people accepted vitalism, the belief that natural 
products needed a “vital force” to create them. Organic chemistry, then, was the study 
of compounds having the vital force. Inorganic chemistry was the study of gases, rocks, 
and minerals, and the compounds that could be made from them. 


Goals for Chapter 1 


1 Review concepts from general 
chemistry that are essential for 
success in organic chemistry, such as 
the electronic structure of the atom, 
Lewis structures and the octet rule, 
types of bonding, electronegativity, 
and formal charges. 


2 Predict patterns of covalent and 
ionic bonding involving C, H, O, N, 
and the halogens. 


3 Identify resonance-stabilized 
structures and compare the relative 
importance of their resonance 
forms. 


4 Draw and interpret the types 

of structural formulas commonly 
used in organic chemistry, including 
condensed structural formulas and 
line-angle formulas. 


5 Predict the hybridization and 
geometry of organic molecules 
based on their bonding. 


6 Identify isomers and explain the 
differences between them. 


< Luciferin is the light-emitting 
compound found in many firefly 
(Lampyridae) species. Luciferin reacts with 
atmospheric oxygen, under the control of 
an enzyme, to emit the yellow light that 
fireflies use to attract mates or prey. 
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Application: Drug Research In the 19th century, experiments showed that organic compounds could be syn- 


v7 sc has thesized from inorganic compounds. In 1828, the German chemist Friedrich Wo6hler 
One OF ig Heaney CNG IV ines =) eens converted ammonium cyanate, made from ammonia and cyanic acid, to urea simply by 
derivatives of complex organic 


heating it in the absence of oxygen. 
compounds such as morphine (shown 


below) is to discover new drugs that O 

retain the good properties (potent pain- NH* -OCN heat H.N—C—NH 
relieving) but not the bad properties ee cyanate a . 
(highly addictive). (inorganic) (organic) 


Urea had always come from living organisms and was presumed to contain the vital force, 
yet ammonium cyanate is inorganic and thus lacks the vital force. Some chemists claimed 
that a trace of vital force from Wohler’s hands must have contaminated the reaction, but 
most recognized the possibility of synthesizing organic compounds from inorganics. Many 
other syntheses were carried out, and the vital force theory was eventually discarded. 

Because vitalism was disproved in the early 19th century, you’d think it would be 
extinct by now. And you’d be wrong! Vitalism lives on today in the minds of those who 
believe that “natural” (plant-derived) vitamins, flavor compounds, etc., are somehow 
different and more healthful than the identical “artificial” (synthesized) compounds. 

As chemists, we know that plant-derived compounds and the synthesized com- 
pounds are identical. Assuming they are pure, the only way to tell them apart is through 
'4C dating: Compounds synthesized from petrochemicals have a lower content of radio- 
active '4C and appear old because their '4C has decayed over time. Plant-derived com- 
pounds are recently synthesized from CO, in the air. They have a higher content of 
radioactive '4C. Some large chemical suppliers provide isotope-ratio analyses to show 
that their “naturals” have high '4C content and are plant-derived. Such a sophisticated 
analysis lends a high-tech flavor to this 21st-century form of vitalism. 

Even though organic compounds do not need a vital force, they are still distin- 
guished from inorganic compounds. The distinctive feature of organic compounds is that 
they all contain one or more carbon atoms. Still, not all carbon compounds are organic; 


fe) vitamin C i morphine 
ae 3 
NF ; 
H wl O 
nO HO MH glucose ja 
" OZ, ae _ ; 
HO 
oH OH f OH 


OH O 


carmine 


FIGURE 1-1 (a) Venom of the blue-ringed octopus contains tetrodotoxin, which causes paralysis resulting in death. (b) Rose hips 
contain vitamin C, a radical inhibitor (Chapter 4) that prevents scurvy. (c) The prickly pear cactus is host to cochineal insects, used to 
prepare the red dye carmine (Chapter 15). (d) Opium poppies contain morphine, an addictive, pain-relieving alkaloid (Chapter 19). 
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substances such as diamond, graphite, carbon dioxide, ammonium cyanate, and sodium 
carbonate are derived from minerals and have typical inorganic properties. Most of the 
millions of carbon compounds are classified as organic, however. 

We humans are composed largely of organic molecules, and we are nourished 
by the organic compounds in our food. The proteins in our skin, the lipids in our cell 
membranes, the glycogen in our livers, and the DNA in the nuclei of our cells are all 
organic compounds. Our bodies are also regulated and defended by complex organic 
compounds. 

Chemists have learned to synthesize or simulate many of these complex molecules. 
The synthetic products serve as drugs, medicines, plastics, pesticides, paints, and fibers. 
Many of the most important advances in medicine are actually advances in organic 
chemistry. New synthetic drugs are developed to combat disease, and new polymers 
are molded to replace failing organs. Organic chemistry has gone full circle. It began 
as the study of compounds derived from “organs,” and now it gives us the drugs and 
materials we need to save or replace those organs. 


1-2 Principles of Atomic Structure 


Before we begin our study of organic chemistry, we must review some basic principles. 
These concepts of atomic and molecular structure are crucial to your understanding of 
the structure and bonding of organic compounds. 


1-2A Structure of the Atom 


Atoms are made up of protons, neutrons, and electrons. Protons are positively 
charged and are found together with (uncharged) neutrons in the nucleus. Electrons, 
which have a negative charge that is equal in magnitude to the positive charge on 
the proton, occupy the space surrounding the nucleus (Figure 1-2). Protons and 
neutrons have similar masses, about 1800 times the mass of an electron. Almost all 
the atom’s mass is in the nucleus, but it is the electrons that take part in chemical 
bonding and reactions. 

Each element is distinguished by the number of protons in the nucleus (the atomic 
number). The number of neutrons is usually similar to the number of protons, although 
the number of neutrons may vary. Atoms with the same number of protons but differ- 
ent numbers of neutrons are called isotopes. For example, the most common kind of 
carbon atom has six protons and six neutrons in its nucleus. Its mass number (the sum 
of the protons and neutrons) is 12, and we write its symbol as 'C. About 1% of carbon 
atoms have seven neutrons; the mass number is 13, written °C. A very small fraction of 
carbon atoms have eight neutrons and a mass number of 14. The C isotope is radioac- 
tive, with a half-life (the time it takes for half of the nuclei to decay) of 5730 years. The 
predictable decay of '4C is used to determine the age of organic materials up to about 
50,000 years old. 


1-2B Electron Shells and Orbitals 


An element’s chemical properties are determined by the number of protons in the 
nucleus and the corresponding number of electrons around the nucleus. The electrons 
form bonds and determine the structure of the resulting molecules. Because they are 
small and light, electrons show properties of both particles and waves; in many ways, 
the electrons in atoms and molecules behave more like waves than like particles. 

Electrons that are bound to nuclei are found in orbitals. Orbitals are mathemati- 
cal descriptions that chemists use to explain and predict the properties of atoms and 
molecules. The Heisenberg uncertainty principle states that we can never determine 
exactly where the electron is; nevertheless, we can determine the electron density, the 
probability of finding the electron in a particular part of the orbital. An orbital, then, 
is an allowed energy state for an electron, with an associated probability function that 
defines the distribution of electron density in space. 


rE 


The AbioCor® self-contained artificial 
heart, which is used to sustain patients 
who are waiting for a heart transplant. 
The outer shell is polycarbonate, 

and the valves and inner bladder are 
polyurethane. Both of these durable 
substances are synthetic organic 
compounds. 


cloud of electrons 


nucleus 
(protons and neutrons) 


FIGURE 1-2 Basic atomic structure. 
An atom has a dense, positively charged 
nucleus surrounded by a cloud of 
electrons. 
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FIGURE 1-3 Graph and diagram 
of the 1s atomic orbital. The electron 
density is highest at the nucleus and 
drops off exponentially with increasing 
distance from the nucleus in any 
direction. 


Jetetron density 


— distance from the 
nucleus Zz 


distance <—— 


nucleus nucleus 


(a) In two dimensions (b) In three dimensions 


Atomic orbitals are grouped into different “shells” at different distances from the 
nucleus. Each shell is identified by a principal quantum number n, with n = 1 for the 
lowest-energy shell closest to the nucleus. As n increases, the shells are farther from 
the nucleus, are higher in energy, and can hold more electrons. Most of the common 
elements in organic compounds are found in the first two rows of the periodic table, 
indicating that their electrons are found in the first two electron shells. The first shell 
(n = 1) can hold two electrons, and the second shell (n = 2) can hold eight. 

The first electron shell contains just the 1s orbital. All s orbitals are spherically 
symmetrical, meaning that they are nondirectional. The electron density is only a func- 
tion of the distance from the nucleus. The electron density of the 1s orbital is graphed 
in Figure 1-3. Notice how the electron density is highest at the nucleus and falls off 
exponentially with increasing distance from the nucleus. The 1s orbital might be imag- 
ined as a cotton boll, with the cottonseed at the middle representing the nucleus. The 
density of the cotton is highest nearest the seed, and it becomes less dense at greater 
distances from this “nucleus.” 

The second electron shell consists of the 2s and 2p orbitals. The 2s orbital is spheri- 
cally symmetrical like the 1s orbital, but its electron density is not a simple exponential 
function. The 2s orbital has a smaller amount of electron density close to the nucleus. 
Most of the electron density is farther away, beyond a region of zero electron density 
called a node. Because most of the 2s electron density is farther from the nucleus than 
that of the 1s, the 2s orbital is higher in energy. Figure 1-4 shows a graph of the 2s orbital. 

In addition to the 2s orbital, the second shell also contains three 2p atomic orbitals, 
one oriented in each of the three spatial directions. These orbitals are called the 2p,, the 
2p,, and the 2p,, according to their direction along the x, y, or z axis. The 2p orbitals 
are slightly higher in energy than the 2s, because the average location of the electron 
in a 2p orbital is farther from the nucleus. Each p orbital consists of two lobes, one on 
either side of the nucleus, with a nodal plane at the nucleus. The nodal plane is a flat 
(planar) region of space, including the nucleus, with zero electron density. The three 2p 
orbitals differ only in their spatial orientation, so they have identical energies. Orbitals 
with identical energies are called degenerate orbitals. Figure 1-5 shows the shapes of 
the three degenerate 2p atomic orbitals. 

The Pauli exclusion principle tells us that each orbital can hold a maximum of 
two electrons, provided that their spins are paired. The first shell (one 1s orbital) can 
accommodate two electrons. The second shell (one 2s orbital and three 2p orbitals) can 
accommodate eight electrons, and the third shell (one 3s orbital, three 3p orbitals, and 
five 3d orbitals) can accommodate 18 electrons. 
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2s fetectron density 


node node 


distance <—— j —»> distance 
from the from the 
nucleus nucleus 


node 


nucleus nucleus 


(a) In two dimensions (b) In three dimensions (cutaway) 


FIGURE 1-4 Graph and diagram of the 2s atomic orbital. The 2s orbital has a small region 
of high electron density close to the nucleus, but most of the electron density is farther from the 
nucleus, beyond a node, or region of zero electron density. 


2p node FIGURE 1-5 The 2p orbitals. Three 
2p orbitals are oriented at right angles 
| to each other. Each is labeled according 
—<—<= y to its orientation along the x, y, or 
electron distance from Z axis. 
density the nucleus 
xX 


directions of axes 
(z comes out toward us) 


-_- | 


nucleus 


the 2p, orbital the 2p,, 2p,, and 2p, 
orbitals superimposed 
at 90° angles 
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Application: Drugs 


Lithium carbonate, a salt of lithium, is 

a mood-stabilizing agent used to treat 
the psychiatric disorder known as mania. 
Mania is characterized by behaviors such 
as elated mood, feelings of greatness, 
racing thoughts, and an inability to sleep. 
We don’t know how lithium carbonate 
helps to stabilize these patients’ moods. 


Application: Ibuprofen 


Ibuprofen (chemical formula: C13H;g02) 
is acommon nonmetallic drug sold at 
the pharmacy. It belongs to the class of 
nonsteroidal anti-inflammatory drugs 
(NSAIDs) that are used for treating pain, 
fever, and inflammation. It is adminis- 
tered to relieve headache, dental pain, 
menstrual cramps, muscle aches, 

and arthritis. 


1-2C Electronic Configurations of Atoms 


Aufbau means “building up” in German, and the aufbau principle tells us how to build 
up the electronic configuration of an atom’s ground (most stable) state. Starting with 
the lowest-energy orbital, we fill the orbitals in order until we have added the proper 
number of electrons. Table 1-1 shows the ground-state electronic configurations of the 
elements in the first two rows of the periodic table. 

Two additional concepts are illustrated in Table 1-1. The valence electrons are 
those electrons in the outermost shell. Carbon has four valence electrons, nitrogen has 
five, and oxygen has six. Helium has a filled first shell with two valence electrons, 
and neon has a filled second shell with eight valence electrons (ten electrons total). In 
general (for the representative elements), the column or group number of the periodic 
table corresponds to the number of valence electrons (Figure 1-6). Hydrogen and 
lithium have one valence electron, and they are both in the first column (group 1A) 
of the periodic table. Carbon has four valence electrons, and it is in group 4A of the 
periodic table. 

Notice in Table 1-1 that carbon’s third and fourth valence electrons are not 
paired; they occupy separate orbitals. Although the Pauli exclusion principle says 
that two electrons can occupy the same orbital, the electrons repel each other, and 
pairing requires additional energy. Hund’s rule states that when there are two or 
more orbitals of the same energy, electrons go into different orbitals rather than pair 
up in the same orbital. The first 2p electron (boron) goes into one 2p orbital, the 
second 2p electron (carbon) goes into a different orbital, and the third 2p electron 
(nitrogen) occupies the last 2p orbital. The fourth, fifth, and sixth 2p electrons must 
pair up with the first three electrons. 


TABLE 1-1 Electronic Configurations of the 
Elements of the First and Second Rows 


Element Configuration Valence Electrons 
H 1s! 1 
He Ls? 2 
Li 1725! 1 
Be 1s72s? 2 
B 1s?2s*2p! 3 
C 1572s?2p!2p} 4 
N 1572s?2p!2p!2p! 5 
O 1572s°2p?2p!2p! 6 
F 15?2s°2p? 2p? 2p! 7 
Ne 19°2s°2p? 2p? 2p? 8 


FIGURE 1-6 First three rows of the 
periodic table. The organization of the 
periodic table results from the filling of 
atomic orbitals in order of increasing 
energy. For these representative 
elements, the number of the column 
corresponds to the number of valence 
electrons. 


Partial periodic table 


noble 

gases 
1A 8A 
H 2A 3A 4A 5A 6A TA He 
Li Be B Cc N O F Ne 
Na Mg Al Si P S Cl Ar 
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E 
PROBLEM 1-1 


(a) Nitrogen has relatively stable isotopes (half-life greater than 1 second) of mass 
numbers 13, 14, 15, 16, and 17. (All except '4N and }>N are radioactive.) Calculate 
how many protons and neutrons are in each of these isotopes of nitrogen. 

(b) Write the electronic configurations of the third-row elements shown in the partial 
periodic table in Figure 1-6. 


1-3 Bond Formation: The Octet Rule Sabi ERREGININE HIRT 


When we speak of a molecule 
having “all octets satisfied,” we 
mean that all the second-row 


In 1915, G. N. Lewis proposed several new theories describing how atoms bond 
together to form molecules. One of these theories states that a filled shell of electrons 
is especially stable, and atoms transfer or share electrons in such a way as to attain a 
filled shell of electrons. A filled shell of electrons is simply the electron configuration 
of a noble gas, such as He, Ne, or Ar. This principle has come to be called the octet 
rule because a filled shell implies eight valence electrons for the elements in the second 
row of the periodic table. Elements in the third and higher rows (such as Al, Si, P, S, 
Cl, and above) can have an “expanded octet” of more than eight electrons because they 
have low-lying d orbitals available. 


elements have octets. Hydrogen 
atoms have just two electrons 

(the He configuration) in their filled 
valence shell. 


1-3A lonic Bonding 


There are two ways that atoms can interact to attain noble-gas configurations. 
Sometimes atoms attain noble-gas configurations by transferring electrons from one 
atom to another. For example, lithium has one electron more than the helium configu- 
ration, and fluorine has one electron less than the neon configuration. Lithium easily 
loses its valence electron, and fluorine easily gains one: 


Lier: 5 Lit + aE ——* Lit:F2 


electron transfer He configuration Ne configuration ionic bond 


A transfer of one electron gives each of these two elements a noble-gas configu- 
ration. The resulting ions have opposite charges, and they attract each other to form 
an ionic bond. Ionic bonding usually results in the formation of a large crystal lattice 
rather than individual molecules. Ionic bonding is common in inorganic compounds 
but relatively uncommon in organic compounds. 


1-3B Covalent Bonding 


Covalent bonding, in which electrons are shared rather than transferred, is the most 
common type of bonding in organic compounds. Hydrogen, for example, needs a sec- 
ond electron to achieve the noble-gas configuration of helium. If two hydrogen atoms 
come together and form a bond, they “share” their two electrons, and each atom has 
two electrons in its valence shell. 


H: + 4H: —> H:H each H shares two electrons 
covalent bond (He configuration) 


We will study covalent bonding in more detail later in this chapter. 
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PROBLEM-SOLVING HINT 


Lewis structures are the way we 
write organic chemistry. Learning 


how to draw them quickly and 
correctly will help you throughout 
this course. 


1-4 Lewis Structures 


One way to symbolize the bonding in a covalent molecule is to use Lewis structures. 
In a Lewis structure, each valence electron is symbolized by a dot. A bonding pair of 
electrons is symbolized by a pair of dots or by a dash (—). We try to arrange all the 
atoms so that they have their appropriate noble-gas configurations: two electrons for 
hydrogen, and octets for the second-row elements. 

Consider the Lewis structure of methane (CHy). 


H 

H | 
H:C:H or aa i 

i H 


methane 


Carbon contributes four valence electrons, and each hydrogen contributes one, to give 
a total of eight electrons. All eight electrons surround carbon to give it an octet, and 
each hydrogen atom shares two of the electrons with the carbon atom. 

The Lewis structure for ethane (C,H¢) is more complex. 


H H 

HH | | 
HCC: or a a fac 

HH HOH 


ethane 


Once again, we have computed the total number of valence electrons (14) and distributed 
them so that each carbon atom is surrounded by 8 and each hydrogen by 2. The only possible 
structure for ethane is the one shown, with the two carbon atoms sharing a pair of electrons 
and each hydrogen atom sharing a pair with one of the carbons. The ethane structure shows 
the most important characteristic of carbon—its ability to form strong carbon—carbon bonds. 

Nonbonding electrons are valence-shell electrons that are not shared between two 
atoms. A pair of nonbonding electrons is often called a lone pair. Oxygen atoms, nitrogen 
atoms, and the halogens (F, Cl, Br, I) usually have nonbonding electrons in their stable 
compounds. These lone pairs of nonbonding electrons often serve as reactive sites in 
their parent compounds. The following Lewis structures show one lone pair of electrons 
on the nitrogen atom of methylamine and two lone pairs on the oxygen atom of ethanol. 
Halogen atoms usually have three lone pairs, as shown in the structure of chloromethane. 


H lone pair H H lone pairs H 
/ | _ 
i ie aa a a ai a ca lone pairs 
H H H H H H 
methylamine ethanol chloromethane 


A correct Lewis structure should show any lone pairs. Organic chemists often draw 
structures that omit most or all of the lone pairs. These are not true Lewis structures 
because you must imagine the correct number of nonbonding electrons. 


PROBLEM 1-2 

Draw Lewis structures for the following compounds. 

(a) ammonia, NH; (b) water, H,O 

(c) hydronium ion, H;0° (d) propane, C3Hg 

(e) dimethylamine, CH;NHCH; (f) diethyl ether, CH;CH,OCH,CH; 
(g) 1-chloropropane, CH;CH,CH>Cl (h) propan-2-ol, CH;CH(OH)CH; 
(i) borane, BH; (j) boron trifluoride, BF; 


Explain what is unusual about the bonding in the compounds in parts (i) and (j). 
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1-5 Multiple Bonding 


In drawing Lewis structures in Section 1-4, we placed just one pair of electrons 
between any two atoms. The sharing of one pair between two atoms is called a single 
bond. Many molecules have adjacent atoms sharing two or even three electron pairs. 
The sharing of two pairs is called a double bond, and the sharing of three pairs is 
called a triple bond. 

Ethylene (C,H) is an organic compound with a double bond. When we draw a 
Lewis structure for ethylene, the only way to show both carbon atoms with octets is to 
draw them sharing two pairs of electrons. The following examples show organic com- 
pounds with double bonds. In each case, two atoms share four electrons (two pairs) to 
give them octets. A double dash (=) symbolizes a double bond. 


coc CO: “CEN: 
H H H H H 
or or or 
H 
C=6 c=. C=N 
ZZ ~~ H a H a ~~ H 
ethylene formaldehyde formaldimine 


Acetylene (CH) has a triple bond. Its Lewis structure shows three pairs of elec- 
trons between the carbon atoms to give them octets. The following examples show 
organic compounds with triple bonds. A triple dash (=) symbolizes a triple bond. 


H:C:::C:H H:C:C::C:C:H H:C:CzN: 
H H H 
or or or 
i i 1 
ee Soy neon 
H H H Acetylene is a high-energy gaseous 
acetylene dimethylacetylene acetonitrile hydrocarbon that is explosive at high 


; : pressures. Combined with oxygen, acet- 
All these Lewis structures show that carbon normally forms four bonds in neutral __yiene burns with such a hot flame that 


organic compounds. Nitrogen generally forms three bonds, and oxygen usually forms it melts steel. Acetylene is commonly 
two. Hydrogen and the halogens usually form only one bond. The number of bonds — Uceg jn welding and cutting torches 
an atom usually forms is called its valence. Carbon is tetravalent, nitrogen is trivalent, — that work anywhere, even underwater. 
oxygen is divalent, and hydrogen and the halogens are monovalent. By remembering |p gas cylinders, acetylene is dissolved 
the usual number of bonds for these common elements, we can write organic structures _ in acetone to keep it from getting too 
more easily. If we draw a structure with each atom having its usual number of bonds, — concentrated and exploding. 

a correct Lewis structure usually results. 


SUMMARY Common Bonding Patterns (Uncharged) 


carbon nitrogen oxygen hydrogen halogens 
valence: 4 3 2 1 1 
lone pairs: 0 1 2 0 3 
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PROBLEM-SOLVING HINT 


These “usual numbers of bonds” 
might be single bonds, or they 
might be combined into double and 
triple bonds. For example, three 


bonds to nitrogen might be three 
single bonds, one single bond and 
one double bond, or one triple bond 
(.N=Nz). In working problems, 
consider all possibilities. 


wM=6xXd 
dipole moment 


Linus Carl Pauling (1901-1994) 
was an American chemist. Pauling 
was a pioneer in the field of quan- 
tum chemistry. He introduced the 
concept of orbital hybridization 
and established the electronegativ- 


ity scale of the elements. Pauling 
is the only person to win two 
unshared Nobel Prizes, having 
been awarded the Nobel Prize in 
Chemistry (1954) and the Nobel 
Peace Prize (1962). 


Structure and Bonding 


PROBLEM 1-3 

Write Lewis structures for the following molecular formulas. 

(a) N (b) HCN (c) HONO 

(d) CO, (e) CH;CHNH (f) HCO,H 

(g) C,H3Cl (h) HNNH (i) C3Hg (one double bond) 


(j) C3Hy (two double bonds) (k) C3Hy, (one triple bond) 


PROBLEM 1-4 


Circle any lone pairs (pairs of nonbonding electrons) in the structures you drew for 
Problem 1-3. 


1-6 Electronegativity and Bond Polarity 


A bond with the electrons shared equally between the two atoms is called a nonpolar 
covalent bond. The bond in H, and the C—C bond in ethane are nonpolar cova- 
lent bonds. In most bonds between two different elements, the bonding electrons are 
attracted more strongly to one of the two nuclei. An unequally shared pair of bonding 
electrons is called a polar covalent bond. 


=a 
Be: 
polar 
covalent bond 


Nat :Clr 


Hu 


nonpolar 
covalent bond 


ionic bond 


When carbon is bonded to chlorine, for example, the bonding electrons are attracted 
more strongly to the chlorine atom. The carbon atom bears a small partial positive 
charge, and the chlorine atom bears a partial negative charge. Figure 1-7 shows the 
polar carbon-chlorine bond in chloromethane. We symbolize the bond polarity using 
an arrow with its head at the negative end of the polar bond and a plus sign at the posi- 
tive end. The bond polarity is measured by its dipole moment (jz), defined to be the 
amount of partial charge (6* and 5) multiplied by the bond length (d). The symbol 
5* means “a small amount of positive charge”; 5” means “‘a small amount of negative 
charge.” To symbolize a dipole moment, we use a crossed arrow pointing from the 
+ charge toward the —- charge. 

Figure 1-7 also shows an electrostatic potential map (EPM) for chloromethane, 
using color to represent the calculated charge distribution in the molecule. Red shows 
electron-rich regions. Blue and purple show electron-poor regions. Orange, yellow, 
and green show intermediate levels of electrostatic potential. In chloromethane, the red 
region shows the partial negative charge on chlorine, and the blue region shows the 
partial positive charges on carbon and the hydrogen atoms. 

We often use electronegativities as a guide in predicting whether a given bond 
will be polar and the direction of its dipole moment. The Pauling electronegativity 
scale, most commonly used by organic chemists, is based on bonding properties, and 
it is useful for predicting the polarity of covalent bonds. Elements with higher elec- 
tronegativities generally have more attraction for the bonding electrons. Therefore, in 
a bond between two different atoms, the atom with the higher electronegativity is the 
negative end of the dipole. Figure 1-8 shows Pauling electronegativities for some of 
the important elements in organic compounds. 

Notice that the electronegativities increase from left to right across the periodic 
table. Nitrogen, oxygen, and the halogens are all more electronegative than carbon; 
sodium, lithium, and magnesium are less electronegative. Hydrogen’s electronegativity 
is similar to that of carbon, so we usually consider C— H bonds to be nonpolar. We will 
consider the polarity of bonds and molecules in more detail in Section 2-1. 
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aoe 
An kg 
\S5 ) 
Cl 
H7/ 
H 
chloromethane chloromethane 
FIGURE 1-7 Bond polarity. Chloromethane contains a polar carbon-chlorine bond with a 


partial negative charge on chlorine and a partial positive charge on carbon. The electrostatic 


potential map shows a red region (electron-rich) around the partial negative charge and a blue FIGURE 1-8 The Pauling electronegativities 
region (electron-poor) around the partial positive charge. Other colors show intermediate values of of some of the elements found in organic 
electrostatic potential. compounds. 

PROBLEM 1-5 

Use electronegativities to predict the direction of the dipole moments of the following bonds. 

(a) C—Br (b) C—I (c) C—Si (d) B—Cl (e) B—F 

(f) N—F (g) N—Br (h) Si—Br (Gi) Si—Cl (j) Si—F 


1-7 Formal Charges 


In polar bonds, the partial charges (5* and 6~) on the bonded atoms are real. Formal 
charges provide a method for keeping track of electrons, but they may or may not cor- 
respond to real charges. In most cases, if the Lewis structure shows that an atom has a 
formal charge, it actually bears at least part of that charge. The concept of formal charge 
helps us determine which atoms bear most of the charge in a charged molecule; it also 
helps us to see charged atoms in molecules that are neutral overall. 

To calculate formal charges, count how many electrons contribute to the charge of 
each atom and compare that number with the number of valence electrons in the free, 
neutral atom (given by the group number in the periodic table on the inside back cover). 
The electrons that contribute to an atom’s charge are 


1. all its unshared (nonbonding) electrons; plus 


2. half the (bonding) electrons it shares with other atoms, or one electron of each 
bonding pair. 


The formal charge of a given atom can be calculated by the formula 


formal charge (FC) = [group number] — [nonbonding electrons] — 3 [shared electrons] 


¢ >) 
SOLVED PROBLEM 1-1 

Compute the formal charge (FC) on each atom in the following structures. 

(a) Methane (CHy,) 


SOLUTION 

Each of the hydrogen atoms in methane has one bonding pair of electrons (two shared electrons). 
Half of two shared electrons is one electron, and one valence electron is what hydrogen needs 
to be neutral. Hydrogen atoms with one bond are formally neutral: FC = 1-0-1 = 0. 


(continued) 
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The carbon atom has four bonding pairs of electrons (eight electrons). Half of eight 
shared electrons is four electrons, and four electrons are what carbon (group 4A) needs to be 
neutral. Carbon is formally neutral whenever it has four bonds: FC = 4 — 0 — 5(8) = 0. 


(b) The hydronium ion, H; o* 


_two nonbonding electrons } 


H(\O/)H 


H 


three bonds, six bonding electrons | 


SOLUTION 

In drawing the Lewis structure for this ion, we use eight electrons: six from oxygen plus 
three from the hydrogens, minus one because the ion has a positive charge. Each hydrogen 
has one bond and is formally neutral. Oxygen is surrounded by an octet, with six bond- 
ing electrons and two nonbonding electrons. Half the bonding electrons plus all the non- 
bonding electrons contribute to its charge: § + 2 = 5; but oxygen (group 6A) needs six 
valence electrons to be neutral. Consequently, the oxygen atom has a formal charge of +1: 
FC =6-2-—3(6) = 41. 


(c) H3N — BH; 


Boron has four bonds, eight bonding electrons } 
a. 
H: N 3 B =H 
HH 
(N itrogen has four bonds, eight bonding electrons | 


SOLUTION 

This is a neutral compound where the individual atoms are formally charged. The Lewis 
structure shows that both nitrogen and boron have four shared bonding pairs of electrons. 
Both boron and nitrogen have , = 4 electrons contributing to their charges. Nitrogen 
(group 5A) needs five valence electrons to be neutral, so it bears a formal charge of +1. Boron 
(group 3A) needs only three valence electrons to be neutral, so it bears a formal charge of — 1. 


Nitrogen: FC =5-0- 5 (8) =t+1 
Boron: FC = 3-0-34(8)=-1 
(d) [H»CNH,]* 


Ai 


a 


H 

’ 

C=NO 
H 


SOLUTION 
In this structure, both carbon and nitrogen have four shared pairs of bonding electrons. 
With four bonds, carbon is formally neutral; however, nitrogen is in group 5A, and it bears 
a formal positive charge: FC = 5-0-4= +1. 

This compound might also be drawn with the following Lewis structure: 


In this structure, the carbon atom has three bonds with six bonding electrons. We calculate 
that g = 3 electrons, so carbon is one short of the four needed to be formally neutral: 
FC = 4-0- 36) = +1. 

Nitrogen has six bonding electrons and two nonbonding electrons. We calculate that 
§ + 2 = 5, so the nitrogen is uncharged in this second structure: 


FC = 5-2 - (6) =0 


The significance of these two Lewis structures is discussed in Section 1-9. 


1-8 lonic Structures 


SUMMARY TABLE 1-1 Common Bonding Patterns in Organic Compounds and Ions 


Valence Positively Neutral Negatively 
Electrons Charged Charged 


—B-— 
(no octet) ee 


—C— 


(no octet) 


O 


halogens 


Most organic compounds contain only a few common elements, usually with com- 
plete octets of electrons. Summary Table 1-1 shows the most commonly occurring 
bonding structures, using dashes to represent bonding pairs of electrons. Use the rules 
for calculating formal charges to verify the charges shown on these structures. A good 
understanding of the structures shown here will help you to draw organic compounds 
and their ions quickly and correctly. 


1-8 lonic Structures 


Some organic compounds contain ionic bonds. For example, the structure of meth- 
ylammonium chloride (CH;NH;3Cl) cannot be drawn using just covalent bonds. That 
would require nitrogen to have five bonds, implying ten electrons in its valence 
shell. The correct structure shows the chloride ion ionically bonded to the rest of the 
structure. 


H H 
| | : 7 too many electrons 
a | —H :Cl H around nitrogen 
H H 
methylammonium chloride cannot be drawn covalently 


Some molecules can be drawn either covalently or ionically. For example, sodium 
acetate (NaOCOCH3) may be drawn with either a covalent bond or an ionic bond 
between sodium and oxygen. Because sodium generally forms ionic bonds with oxygen 
(as in NaOH), the ionically bonded structure is usually preferred. In general, bonds 
between atoms with very large electronegativity differences (about 2 or more) are 
usually drawn as ionic. 


7 
Nat a 


drawn as ionic drawn as covalent 
(more common) (less common) 


PROBLEM-SOLVING HINT 


This is a very important table. 

Work enough problems to become 
familiar with these bonding patterns 
so that you can recognize other 
patterns as being either unusual or 
wrong. 
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acetic acid 


E 
PROBLEM 1-6 


Draw Lewis structures for the following compounds and ions, showing appropriate formal 


charges. 

(a) [CH,OH, ]* (b) NH,Cl (c) (CH;),NCI 
(d) NaOCH;, (e) *CH; (f) CH; 

(j) [HONH;]* (k) KOC(CH3)3 (I) [H)>C=OH]* 


1-9 Resonance 


Some compounds’ structures are not adequately represented by a single Lewis structure. 
When two or more valence-bond structures are possible, differing only in the placement 
of electrons, the molecule will usually show characteristics of both structures. The dif- 
ferent structures are called resonance structures or resonance forms because they 
are not different compounds, just different ways of drawing the same compound. The 
actual molecule is said to be a resonance hybrid of its resonance forms. 


1-9A Resonance Hybrids 


In Solved Problem 1-1(d), we saw that the ion [H,CNH,]* might be represented by 
either of the following resonance forms: 


H H H H H H 
Nt £27 \ +/ NA 
C—N <—_ C=N = C==N 
7 \ 4 “ ee * 
H H H H H H 

resonance forms of a resonance hybrid combined 


representation 


The actual structure of this ion is a resonance hybrid of the two structures. In the actual 
molecule, the positive charge is delocalized (spread out) over both the carbon atom 
and the nitrogen atom. In the left resonance form, the positive charge is on carbon, 
but carbon does not have an octet. We can imagine moving nitrogen’s nonbonding 
electrons into the bond (as indicated by the green arrow) to give the second structure, 
with a positive charge on nitrogen and an octet on carbon. The combined representa- 
tion attempts to combine the two resonance forms into a single picture, with the charge 
shared by carbon and nitrogen. 

Spreading the positive charge over two atoms makes the ion more stable than it 
would be if the entire charge were localized only on the carbon or only on the nitrogen. 
We call this a resonance-stabilized cation. Resonance is most important when it allows 
a charge to be delocalized over two or more atoms, as in this example. 

Resonance stabilization plays a crucial role in organic chemistry, especially in the 
chemistry of compounds having double bonds. For example, the acidity of acetic acid 
(shown below) is enhanced by resonance effects. When acetic acid loses a proton, the 
resulting acetate ion has a negative charge delocalized over both of the oxygen atoms. 
Each oxygen atom bears half of the negative charge, and this delocalization stabilizes 
the ion. Each of the carbon—oxygen bonds is halfway between a single bond and a 
double bond, and they are said to have a bond order of 15. 


a f- 
+ HO == |H-C—cLY <> H—-C—C + H,0+ 


acetate ion 


We use a single double-headed arrow between resonance forms (and often enclose 
them in brackets) to indicate that the actual structure is a hybrid of the Lewis structures 
we have drawn. By contrast, an equilibrium is represented by two arrows in opposite 
directions. Occasionally we use curved arrows (shown in green above) to help us see 
how we mentally move the electrons between one resonance form and another. The elec- 
trons do not actually move like these curved arrows show, and they do not “resonate” 
back and forth. They are delocalized over all the resonance forms at the same time. 

Some uncharged molecules actually have resonance-stabilized structures with 
equal positive and negative formal charges. For example, we can draw two Lewis 
structures for nitromethane (CH3;NO3), but both of them have a formal positive charge 
on nitrogen and a negative charge on one of the oxygens. Thus, nitromethane has a 
positive charge on the nitrogen atom and a negative charge spread equally over the 
two oxygen atoms. The N—O bonds are midway between single and double bonds, 
as indicated in the combined representation: 


es een H “a 
O 
| + yP | + y | +f 
H—C—N. 2 H—C—N. = H=C—N. 
| Nou [ No |. Syed 
ee) nO : 
resonance forms combined representation 


Remember that individual resonance forms do not exist. The molecule does not 
“resonate” between these structures. It is a hybrid with some characteristics of both. 
An analogy is a mule, which is a hybrid of a horse and a donkey. The mule does not 
“resonate” between looking like a horse and looking like a donkey; it looks like a mule 
all the time, with the broad back of the horse and the long ears of the donkey. 


1-9B Major and Minor Resonance Contributors 


Two or more correct Lewis structures for the same compound may or may not represent 
electron distributions of equal energy. Although separate resonance forms do not exist, 
we can estimate their relative energies as if they did exist. More stable resonance forms 
are closer representations of the real molecule than less stable ones. The two resonance 
forms shown earlier for the acetate ion have similar bonding, and they are of identical 
energy. The same is true for the two resonance forms of nitromethane. The following 
resonance forms are bonded differently, however. 


H H H H 
ee ae 4 Qe oe 
C=N <> C—N 
7 \ 7 \ 
H H H H 
all octets no octet on C 
(major contributor) (minor contributor) 


These structures are not equal in estimated energy. The first structure has the posi- 
tive charge on nitrogen. The second has the positive charge on carbon, and the carbon 
atom does not have an octet. The first structure is more stable because it has an addi- 
tional bond and all the atoms have octets. Many stable ions have a positive charge on 
a nitrogen atom with four bonds (see Summary Table 1-1, page 42). We call the more 
stable resonance form the major contributor, and the less stable form is the minor 
contributor. Lower-energy (more stable) resonance forms are closer representations 
of the actual molecule or ion than are the higher-energy (less stable) ones. 

Many organic molecules have major and minor resonance contributors. 
Formaldehyde (H,C =O) can be written with a negative charge on oxygen, balanced 
by a positive charge on carbon. This polar resonance form is higher in estimated energy 
than the double-bonded structure because it has charge separation, fewer bonds, and 
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PROBLEM-SOLVING HINT 


Second-row elements (B, C, N, 

O, F) cannot have more than eight 
electrons in their valence shells. 
The following is NOT a valid Lewis 
structure: 


ten electrons on N 


PROBLEM-SOLVING HINT 


At this point, we are using four types 
of arrows in drawing structures and 
reactions: 


e¢ ——> Reaction arrows show the 
reactants converting to products. 
<—= Equilibrium arrows show 
equal rates of the forward and 
reverse reactions. 
<——> Resonance arrows connect 
forms that are actually the same 
structure but are drawn with the 
delocalized electrons arranged 
differently. 
¥ >. Green curved arrows are 
a mental tool used to imagine 
moving electrons from one 
resonance form to another. 
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a positively charged carbon atom without an octet. The charge-separated structure is 
only a minor contributor, but it helps to explain why the formaldehyde C—O bond 
is very polar, with a partial positive charge on carbon and a partial negative charge on 
oxygen. The electrostatic potential map (EPM) of formaldehyde also shows an electron- 
rich region (red) around oxygen and an electron-poor region (blue) around carbon. 


p ‘a 1. be 


c — Cc Cc 
w™ aa SN 
EPM of formaldehyde H H H H H H 
all octets no octet on C dipole moment 
more bonds fewer bonds 
no charge separation charge separation 
(major contributor) (minor contributor) 


In drawing resonance forms, we try to draw structures that are as low in energy as 
possible. The best candidates are those that have the maximum number of octets and 
the maximum number of bonds. Also, we look for structures with the minimum amount 
of charge separation. 

Only electrons can be delocalized. Unlike electrons, nuclei cannot be delocalized. 
They must remain in the same places, with the same bond distances and angles, in all 
the resonance contributors. The following general rules will help us to draw realistic 
resonance structures: 


1. All the resonance forms must be valid Lewis structures for the compound. 
Second-row elements (B, C, N, O, F) can never have more than eight electrons 
in their valence shells. 

2. Only the placement of the electrons may be shifted from one structure to another. 
Electrons in double bonds and nonbonding electrons (lone pairs) are most com- 


monly shifted. 
3. Nuclei cannot be moved, and all bond angles must remain the same. 
1 i i 
N Ane” panne a a ea x a a 
\ / ‘ / ST Ny ‘ 
H H H H H H H 
resonance forms NOT resonance 


PROBLEM-SOLVING HINT 


Resonance forms can be compared 

using the following criteria, 4. Sigma bonds are very stable, and they are rarely involved in resonance. 

beginning with the most important: 5. The major resonance contributor is the one with the lowest energy. The best 
. As many octets as possible contributors generally have the most octets satisfied, as many bonds as possible, 
. As many bonds as possible and as little charge separation as possible. 


- As little charge separation as 6. Electronegative atoms such as N, O, and halogens often help to delocalize posi- 


possible tive charges, but they can bear a positive charge only if they have octets. 
. Any negative charges on 


electronegative atoms 


a H nucleus has moved 


7. Resonance stabilization is most important when it serves to delocalize a charge 
or a radical over two or more atoms. 


7 
SOLVED PROBLEM 1-2 


For each of the following compounds, draw the important resonance forms. Indicate which structures are major and minor contributors 
or whether they would have the same energy. 


(a) [CH,OCH,]* (b) Fs p> (c) H,SO, 
3C—C 
ae \ 

H H 
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SOLUTION (a) 


H 
H H 
| LY / | + 7 
H—C—-0O—C* <> H—C—O=$=C 
| oe \ | oN 
H : H si 
minor contributor major contributor 


The first (minor) structure has a carbon atom with only six electrons around it. The second (major) structure has octets on all atoms 
and an additional bond. 


SOLUTION (b) 


H O H ‘or 
\e YA \ /- 
tM c=c 

/ \ / \ 
H H H H 
minor contributor major contributor 


Both of these structures have octets on oxygen and both carbon atoms, and they have the same number of bonds. The first structure 
has the negative charge on carbon; the second has it on oxygen. Oxygen is the more electronegative element, so the second structure 
is the major contributor. 


SOLUTION (c) 


The first structure, with more bonds and less charge separation, is possible because sulfur is a third-row element with accessible d orbit- 
als, giving it an expandable valence. For example, SF, is a stable compound with 12 electrons around sulfur. Theoretical calculations 
suggest that the last structure, with octets on all atoms, may be the major resonance contributor, however. Organic chemists mostly 
draw the first uncharged structure, whereas inorganic chemists mostly prefer the fourth structure with octets on all atoms. 


7 
PROBLEM 1-7 PROBLEM-SOLVING HINT 
Draw the important resonance forms for the following molecules and ions. In drawing resonance forms for 

+ os 7 i 
(a) COz (b) HHC—=CH—CH, (c) HC=CH—CH, (d) NO; ions, see how you can delocalize 


the charge over several atoms. 
_ Try to spread a negative charge over 
L (e) NO; (f) H—C—CH=CH—CH, (g) [CH;,C(OCH;),]* (h) B(OH), electronegative elements such as 


oxygen and nitrogen. Try to spread a 
positive charge over as many carbons 


>) | as possible, but especially over any 
atoms that can bear the positive 


Z 
PROBLEM 1-8 (PARTIALLY SOLVED) 


For each of the following compounds, draw the important resonance forms. Indicate which charge and still have an octet, such 
structures are major and minor contributors or whether they have the same energy. as oxygen (with three bonds) or 
(a) H>CNN 


nitrogen (with four bonds). 


H H 
SANS, Ne 
C=N=N7 <> %C—N= 
7 
H H 
major minor not significant 


(continued) 
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SOLUTION 

The first two resonance forms have all their octets satisfied, and they have the same number of 

bonds. They show that the central nitrogen atom bears a positive charge, and the outer carbon and 

nitrogen share a negative charge. A nitrogen atom is more electronegative than a carbon atom, 

so we expect the structure showing the minus charge on nitrogen to be the major contributor. 
The third structure is not one we would normally draw, because it is much less signifi- 

cant than the other two. It has a nitrogen atom without an octet, and it has fewer bonds than 

the other two structures. Nitrogen often bears a positive charge when it has four bonds and 

an octet, but it rarely bears a positive charge without an octet. 

(b) [H,CCN]” (c) [Hx,COCHS]* (d) [H,CNO,]" — (e) [CH3C(OH)2]* 


(f) [CH,CHNH] (g) H—C—CH—C—H (h) CHO—CH—CN 


PROBLEM-SOLVING STRATEGY Drawing and Evaluating 


Resonance Forms 


We commonly draw resonance forms (resonance structures) for one of two reasons: 


1. To show how delocalization stabilizes a reactive species, such as a cation or anion, by 
spreading the charge over two or more atoms in a structure. 


2. To explain the characteristics of a compound and why it reacts the way it does. 


In drawing resonance forms to show how a cation or an anion is delocalized, you should look 
for double bonds and nonbonding electron pairs (lone pairs) next to the charged atom. A 
double bond next to a charged atom can delocalize the charge. In drawing resonance forms, 
you can use curved arrows to keep track of the electrons as you mentally move them from 
one place to another. Remember that this movement is imaginary. The actual molecule is a 
mixture of all the resonance forms all the time. The electrons and charges do not move back 
and forth, but are delocalized throughout the structure. 


| 
pee 


| 


If the double bond allows an electronegative element to share a negative charge, that reso- 
nance form will be particularly stable. The most common examples are double bonds to 
oxygen and nitrogen. 


The major resonance 
0 Cc form has the negative 
= charge on oxygen, an 

| electronegative element. 


The major resonance 
form has the negative 
charge on nitrogen, an 
electronegative element. 


These resonance forms show how the negative charge is spread over a carbon atom and the 
oxygen or nitrogen atom. All the atoms have octets in both structures, so the more important 
resonance form is the one with the negative charge on the more electronegative element, 
either oxygen or nitrogen. Still, these resonance forms show why this anion can react at either 
the carbon or the oxygen or nitrogen atom. 

The resonance form shown below is also a valid Lewis structure, as well as a valid 
resonance form, but it is not an important resonance form (except in quantum-mechanical 
calculations) because it does not help to delocalize the negative charge, and it includes 
unnecessary charge separation and a carbon atom without an octet. You would not draw this 
resonance form in most cases. 


l | 
; Cu, ue Not an important resonance form. 
=6) Cz Too much charge separation, too 
mes | few bonds, and a carbon atom 
without an octet. 


A carbon atom with a positive charge lacks an octet. If it is bonded to an atom with 
nonbonding electrons (often oxygen or nitrogen), the carbon atom can share those non- 
bonding electrons. This sharing allows it to gain an octet and delocalize the positive 
charge onto its neighbor. The following examples show how this delocalization affords 
more stability to the cation. 


BQ a ‘0% The major resonance form 
C+ has all octets satisfied, and 
it has more bonds than the 

other form. 


The major resonance form 
has all octets satisfied, and 
it has more bonds than the 
other form. 

major 


At first, it seems surprising that the major resonance form has the positive charge on oxy- 
gen or nitrogen, which are both more electronegative than carbon. But here, the comparison 
is between carbon with a positive charge and lacking an octet, versus oxygen or nitrogen with 
a positive charge and a complete octet. This situation is similar to the stable ions H30* and 
NH,*, which also bear a positive charge on oxygen or nitrogen, but with a complete octet. 

Finally, let’s see how you would approach problems that involve delocalizing positive 
and negative charges. 
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SOLVED PROBLEM 1-3 


Draw the important resonance forms of the following anion: 


7 TF 
Ho SON AN 
| | 
H H 


Looking ahead, you should try to put the negative charge on the electronegative oxygen atom 
of the C=O group. But first, the carbon with the negative charge has a C=C double bond 
next to it. The lone pair can delocalize into the double bond, sharing the negative charge 
with another carbon. 


“oT TT 
HON Ng — = HEN AN 
| | | | 
H H H H 


This second structure now has a C=O double bond next to the carbon bearing the negative 
charge. Moving the pair of electrons in that direction delocalizes the negative charge onto 
the oxygen atom, a favorable result. 


H 2% H H a.c 
| | | | 
H H H 


major, negative charge on O 


Note that you cannot delocalize the negative charge into the final double bond on the right. 
There are no valid Lewis structures that place the negative charge on either of these two 
carbon atoms. 


7 
SOLVED PROBLEM 1-4 


Draw the important resonance forms of the following cation: 


SOLUTION 

Looking ahead, you should try to put the positive charge on oxygen (with three bonds) or nitrogen (with four bonds) to give resonance 
forms with octets. But first, notice the double bond next to the carbon with the positive charge. Moving the electrons in that double 
bond shares the charge with another carbon. This second carbon has a neighbor (oxygen) with lone pairs that can provide carbon with 
an octet, giving a relatively stable structure. 
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H H H 
l 
H NcF \N7 H Nc Ni Nc \W7 
bin i! i = i ben 7 ~~ : . i 
H~ “7 “6: H~ New *o: H~ New S6: 
H H H H H H 
all octets, more bonds 
major 


This second carbon also has another double bond next to it. Moving the electrons in this double bond moves the charge to a third car- 
bon. The third carbon with the positive charge has a neighbor (nitrogen) with lone pairs that can provide carbon with an octet, giving 
another relatively stable structure. 


i i 
+ 
HY ZC... -H H CH. i H Cy +H 
~e % SW no Se ON “Ser SN 
Lo J 
H~ s o H~ a “e He — o 
H H H H H H 
all octets, more bonds 
major 


These are all of the important resonance forms that you would normally draw. You could draw other valid Lewis structures, like the one 
below, but they do not help to delocalize the charge, and they have unnecessary charge separation. These are not important resonance 
forms. This one also shows a negative charge on a carbon atom, which is unrealistic in a cation where we seek to delocalize a positive 
charge. You would not normally draw this resonance form. 


Excessive charge separation. 
| “ | | Negative carbon is unlikely 

C GC H within a cation. 

“6 


H 


Finally, resonance forms can help you to predict where you should expect high 
or low electron density in a molecule. To do that, look for a highly polar area and see 
how resonance delocalizes those partial charges over the molecule. Atoms that bear a 
positive charge in one or more resonance forms are likely to be electron-poor, while 
those that bear a negative charge are likely to be electron-rich. 


7 
SOLVED PROBLEM 1-5 


Use resonance structures to identify the areas of high and low electron density in the following compound: 


o 
H—0oO: C 
Se 
‘c=c CH; 
H’ H 


The C=O bond is highly polar, so you could begin by showing charges to represent its polarity. This resonance form is not nearly as 
stable as the original uncharged structure, but it helps to visualize the partial charges. 


(continued) 
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C=C CH; *~* C=C CH3 
H NH HY 0H 
major minor 


Moving the bonds and nonbonding electrons next to these charges gives other important resonance forms. Note how the oxygen of the 
OH group is an electron donor, while the oxygen of the C—O group is an electron acceptor. 


i 1 | 

H—O ct H—O> C H-G C 
Noe” “Gh. => Yee eH. \cc¥ cH, 

HZ \y HZ \H HZ \y 

minor minor best minor 


The final resonance form (“best minor”) is the most stable of the structures with charge separation. The original uncharged struc- 
ture labeled “major” is the best of all, with no charge separation, all octets satisfied, and the maximum number of bonds. It is more 
representative of the actual structure than any of the charge-separated resonance forms. Still, the charge-separated forms suggest 
where the molecule is likely to have electron-rich (negative) and electron-poor (positive) regions. We predict that the OH oxygen 
at left and the first and third carbons are electron-poor, while the oxygen at right (from the C—O double bond) is electron-rich. 


PROBLEM 1-9 
Draw the important resonance forms of the following cations and anions: 
(a) ; on (b) ot! 
CH3;0— CH— CH= CH—NH || 
H,N— CH= CH— C—OCH, 
(c) NH, (d) O 
ee ee Se ee enon 
(e) O (f) NH 
oe a eee eae —CH, 


7 
PROBLEM 1-10 
Use resonance structures to identify the areas of high and low electron density in the following 
compounds: 
(a) HHC—=CH—NO, (b) HHC—=CH—C=N (c) , 
H—C—NH), 
a © 7 () CH;O—CH=CH—CN 
H—C— OCH, H—C— CH=CH—NH) 
N 


1-10 Structural Formulas 


Organic chemists use several kinds of formulas to represent organic compounds. Some of 
these formulas involve a shorthand notation that requires some explanation. Structural 
formulas actually show which atoms are bonded to which. Structural formulas are of 


TABLE 1-2. Examples of Condensed Structural Formulas 
Compound Lewis Structure Condensed Structural Formula 
H H 
ethane H 4 ae CH,CH, 
HoH 
H H H 
isobutane a — des (CH,),CH 
H H—C—H H 
H 
H H H H H H 
n-hexane se te CH,(CH,),CH, 
i i iy CH,CH,OCH,CH, 
diethyl ether H—C—C—O—C—C—H or CH,CH,—O—CH,CH, 
} | 7 J | or (CH,CH,),O 
H 
H H 
ethanol oe CH,CH,OH 
Ho 
H :O—HH 
isopropyl alcohol H—C— a (CH,),CHOH 
Hn 
H H 
dimethylamine foe ee (CH,),NH 
Hon 


two major types: complete Lewis structures and condensed structural formulas. In addi- 
tion, there are several ways of drawing condensed structural formulas. As we have seen, 
a Lewis structure symbolizes a bonding pair of electrons as a pair of dots or as a dash 
(—). Lone pairs of electrons are shown as pairs of dots. 


1-10A Condensed Structural Formulas 


Condensed structural formulas (Table 1-2) are written without showing all the indi- 
vidual bonds. In a condensed structural formula, each central atom is shown together 
with the atoms that are bonded to it. The atoms bonded to a central atom are often listed 
after the central atom (as in CH3CH; rather than H3C — CH3) even if that is not their 
actual bonding order. In many cases, if there are two or more identical groups, paren- 
theses and a subscript may be used to represent all the identical groups. Nonbonding 
electrons are rarely shown in condensed structural formulas. 

When we write a condensed structural formula for a compound containing double 
or triple bonds, the multiple bonds are often drawn as they would be in a Lewis struc- 
ture. Table 1-3 shows examples of condensed structural formulas containing multiple 
bonds. Notice that the —-CHO group of an aldehyde and the —-COOH group of a 
carboxylic acid are actually bonded differently from what the condensed notation sug- 
gests. Condensed structures are assumed to follow the octet rule even if the condensed 
notation does not show the bonding. 
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PROBLEM-SOLVING HINT 


In a line-angle formula, a carbon 


atom is implied at the end of every 
line and at every vertex, unless 
another atom is specified. 


TABLE 1-3. Condensed Structural Formulas for Double and Triple Bonds 


Compound Lewis Structure Condensed Structural Formula 
H H 
but-2-ene feo eee CH,CHCHCH, or CH,CH==CHCH, 
a 
H 
acetonitrile a CH,CN or CH,C=N 
i 
O° 
acetaldehyde ae CH,CHO or CH,CH 
H 
HO OH O 
acetone ee CH,COCH, or aren 
a: 
H “O" 
acetic acid godt 6a CH,COOH_ or ee 
= or CH,CO,H 


As you can see from Tables 1-2 and 1-3, the distinction between a complete Lewis 
structural formula and a condensed structural formula can be blurry. Chemists often 
draw formulas with some parts condensed and other parts completely drawn out. You 
should work with these different types of formulas so that you understand what all of 
them mean. 


PROBLEM 1-11 


Draw complete Lewis structures for the following condensed structural formulas. 


(a) CH3(CH2)3CH(CH3)o (b) (CH3)sCHCH,Cl 

(c) CH3;CH,COCN (d) CH,CHCHO 

(e) (CH3);CCOCHCH, (f) CH;COCOOH 
(8) (CH3CH)),CO (h) (CH;);COH 


1-10B Line—Angle Formulas 


Another kind of shorthand used for organic structures is the line—angle formula, some- 
times called a skeletal structure or a stick figure. Line—angle formulas are often used 
for cyclic compounds and occasionally for noncyclic ones. In a stick figure, bonds are 
represented by lines, and carbon atoms are assumed to be present wherever two lines 
meet or a line begins or ends. Nitrogen, oxygen, and halogen atoms are shown, but 
hydrogen atoms are not usually drawn unless they are bonded to an atom that is drawn. 
Each carbon atom is assumed to have enough hydrogen atoms to give it a total of four 
bonds. Nonbonding electrons are rarely shown. Table 1-4 shows some examples of 
line—angle drawings. 


TABLE 1-4 Examples of Line-Angle Drawings 
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Compound Condensed Structure Line-Angle Formula 
hexane CH,(CH,),CH, ASN 
hex-2-ene CH,CH=CHCH,CH,CH, ee ee 
hexan-3-ol CH,CH,CH(OH)CH,,CH,CH, 
OH 
CH Oo 
ZN A 
HC io 0 
cyclohex-2-en-1-one | | 
HC CH 
CH 
CH, 

HC CHOH on me 
2-methylcyclohexan-1-ol | or 
(2-methylcyclohexanol) ALC _CHCH, CH 

CH, 7 
i O 
COOH 
nicotinic acid Big | SS ; a OH 
(a vitamin, also I | Zz : Zz 
called niacin) Cc N N 


FOCUS 


Drawing Structures 


Chemists represent organic compounds not just by their molecular formula, but by a graphical depiction of how the atoms 
are connected. Early in your study of organic chemistry, you will be expected to master this graphic language. 


We use different types of structural representations, with varying degrees of simplification. 


A full structural formula, also called a 
Lewis structure, shows all of the atoms, 
all of the bonds, and all of the unshared 


(lone) pairs of electrons. 


This example of diethyl ether 
(commonly called “ether’’) 
shows the three types of 
representations. 


A condensed structural formula 
shows all of the atoms and some of the 
bonds; bonds to H are usually omitted. In a 
carbon chain, the bonds between carbons are 
usually not shown. Unshared (lone) pairs 
of electrons may or may not be shown. 
H 
Rt 
ees C 
oS 
C (C 
Hy Hy 


2 oe © 
e/a 
POE 


NH> 


CTs _-CH)CH3 


A line—angle formula, or simply 
a line formula, has the most 
simplification. H atoms and C 
atoms are usually not shown 
unless bonded to an atom other 
than C. 


Be ee 


or CH3CH2OCH2CH3 


Lewis structure or 
full structural formula 


condensed structural formula 


line—angle formula 
or line formula 


Note that these structural representations are not intended to show accurate bond angles or positions of the atoms in three 
dimensions. In later chapters, we will introduce different types of notation to display accurate three-dimensional positions 


of atoms. 
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E 
PROBLEM 1-12 


Give Lewis structures corresponding to the following line—angle structures. Give the molecu- 
lar formula for each structure. 


(a) on (b) (c) {\ (d) ts 
OH 
N Hi 
H O 


Ne 


y 
PROBLEM 1-13 


Repeat Problem 1-11, this time drawing line—angle structures for compounds (a) through (h). 
N 


1-11 Molecular Formulas and Empirical Formulas 


Before we can write possible structural formulas for a compound, we need to know 
its molecular formula. The molecular formula simply gives the number of atoms of 
each element in one molecule of the compound. For example, the molecular formula 
for butan-1-ol is C4H,9O. 


CH3CH,CH»,CH,OH 
butan-1-ol, molecular formula C4H),O 


Calculation of the Empirical Formula Molecular formulas can be determined by a 
two-step process. The first step is the determination of an empirical formula, simply 
the relative ratios of the elements present. Suppose, for example, that an unknown 
compound was found by quantitative elemental analysis to contain 40.0% carbon and 
6.67% hydrogen. The remainder of the weight (53.3%) is assumed to be oxygen. To 
convert these numbers to an empirical formula, we can follow a simple procedure. 


1. Assume that the sample contains 100 g, so the percent value gives the number 
of grams of each element. Divide the number of grams of each element by the 
atomic weight to get the number of moles of that atom in the 100-g sample. 

2. Divide each of these numbers of moles by the smallest one. This step should 
give recognizable ratios. 

For the unknown compound, we do the following computations: 


40.0 ¢C 33 mol 
2 eee 2 Oe 
12.0 g/mol 3.33 mol 
6.67 gH 6.60 mol 
—— 8" = 660molH; —-—- = 198 = 2 
1.01 g/mol ia 3.33 mol 
53.3¢0 3.33 mol 
hom oO Same” 


The first computation divides the number of grams of carbon by 12.0, the number 
of grams of hydrogen by 1.0, and the number of grams of oxygen by 16.0. We com- 
pare the number of moles of C, H, and O by dividing them by the smallest number, 
3.33. The final result is a ratio of one carbon to two hydrogens to one oxygen. This 
result gives the empirical formula C;H,O, or CHO, which simply shows the ratios of 
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the elements. The molecular formula can be any multiple of this empirical formula, 
because any multiple also has the same ratio of elements. Possible molecular formulas 
are CH,O, C5H,O,, C3H,603, C4HgQOx, etc. 


Calculation of the Molecular Formula How do we know the correct molecular 
formula? We can choose the right multiple of the empirical formula if we know the 
molecular weight. Molecular weights can be determined by methods that relate the 
freezing-point depression or boiling-point elevation of a solvent to the molal concen- 
tration of the unknown. If the compound is volatile, we can convert it to a gas and use 
its volume to determine the number of moles according to the gas law. Newer methods 
for determining molecular weights include mass spectrometry, which we will cover in 
Chapter 12. 

For our example (empirical formula CH,O), let’s assume that the molecular weight is 
determined to be about 60. The weight of one CH,O unit is 30, so our unknown compound 
must contain twice this many atoms. The molecular formula must be C,H,O,. The com- 
pound might be acetic acid or any of several other compounds with this molecular formula. 

In Chapters 12, 13, and 15 we will use spectroscopic techniques to determine the 
complete structure for a compound once we know its molecular formula. 


7 
PROBLEM 1-14 


Compute the empirical and molecular formulas for each of the following elemental analyses. 
In each case, propose at least one structure that fits the molecular formula. 


C H N Cl MW 
(a) 40.0% 6.67% 0 0 90 
(b) 32.0% 6.67% 18.7% 0 75 
(c) 25.6% 4.32% 15.0% 37.9% 93 
(d) 38.4% 4.80% 0 56.8% 125 


es 


1-12 Wave Properties of Electrons in Orbitals 


The chemistry we have covered so far does not explain the actual shapes and properties 
of organic molecules. To understand these aspects of molecular structure, we need to 
consider how the atomic orbitals on an atom mix to form hybrid atomic orbitals and 
how orbitals on different atoms combine to form molecular orbitals. Now we consider 
how combinations of orbitals account for the shapes and properties we observe in 
organic molecules. 


1-12A Waveforms and Nodes 


We like to picture the atom as a miniature solar system, with the electrons orbiting 
around the nucleus. This solar system picture satisfies our intuition, but it does not 
accurately reflect today’s understanding of the atom. About 1923, Louis de Broglie 
suggested that the properties of electrons in atoms are better explained by treating the 
electrons as waves rather than as particles. 

There are two general kinds of waves, traveling waves and standing waves. 
Examples of traveling waves are the sound waves that carry a thunderclap and the 
water waves that form the wake of a boat. Standing waves vibrate in a fixed location. 
Standing waves are found inside an organ pipe, where the rush of air creates a vibrating 
air column, and in the wave pattern of a guitar string when it is plucked. An electron in 
an atomic orbital is like a stationary, bound vibration: a standing wave. 

If we consider an electron in an orbital as a three-dimensional standing wave, what 
are the resulting properties? Let’s first consider a one-dimensional analog of this stand- 
ing wave; namely, the vibration of a guitar string (Figure 1-9). If you pluck a guitar 
string at its middle, a standing wave results. In this mode of vibration, all of the string 
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| 
CH,—C—OH 
acetic acid, C,H,O, 


PROBLEM-SOLVING HINT 


If an elemental analysis does not add 


up to 100%, the missing percentage 
is assumed to be oxygen. 


upward displacement 


ma ER? 


rest position 


rest position 


—— = 
downward displacement 
FIGURE 1-9  Astanding wave. The 
fundamental frequency of a guitar 
string is a standing wave with the 
string alternately displaced upward and 
downward. 
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FIGURE 1-10 The 1s orbital. The 

1s orbital is similar to the fundamental 
vibration of a guitar string. The wave 
function is instantaneously all positive 
or all negative. The square of the wave 
function gives the electron density. A 
circle with a nucleus is used to represent 
the spherically symmetrical s orbital. 
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is highest at 
the nucleus. 
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wave function (y ) 
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probability function y? 
(electron density) 


or node 
KN, 
FIGURE 1-11 First harmonic of a 


guitar string. The two halves of the 
string are separated by a node, a point 
with zero displacement. The two halves 
vibrate out of phase with each other. 


is displaced upward for a fraction of a second, then downward for an equal time. An 
instantaneous picture of the waveform shows the string displaced in a smooth curve 
either upward or downward, depending on the exact instant of the picture. 

The waveform of a 1s orbital is like this guitar string, except that it is three-dimensional. 
The orbital can be described by its wave function, i, which is the mathematical description 
of the shape of the wave as it vibrates. All of the wave is positive in sign for a brief instant; 
then it is negative in sign. The electron density at any point is given by y”, the square of the 
wave function at that point. The plus sign and the minus sign of these wave functions are 
not charges. The plus or minus sign is the instantaneous phase of the constantly changing 
wave function. The 1s orbital is spherically symmetrical, and it is often represented by a 
circle (representing a sphere) with a nucleus in the center and with a plus or minus sign to 
indicate the instantaneous sign of the wave function (Figure 1-10). 

If you gently place a finger at the center of a guitar string while plucking the 
string, your finger keeps the midpoint of the string from moving. The displacement 
(movement + or —) at the midpoint is always zero; this point is a node. The string now 
vibrates in two parts, with the two halves vibrating in opposite directions. We say that 
the two halves of the string are out of phase: When one is displaced upward, the other 
is displaced downward. Figure 1-11 shows this first harmonic of the guitar string. 

The first harmonic of the guitar string resembles the 2p orbital (Figure 1-12). We 
have drawn the 2p orbital as two “lobes,” separated by a node (a nodal plane). The two 
lobes of the p orbital are out of phase with each other. Whenever the wave function has 


FIGURE 1-12 The 2p orbital. The 
2p orbital has two lobes separated by a 
nodal plane. The two lobes are out of 
phase with each other. When one has a 
plus sign, the other has a minus sign. 
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a plus sign in one lobe, it has a minus sign in the other lobe. When phase relationships 
are important, organic chemists often represent the phases with colors. Figures 1-10 
and 1-12 use blue for regions with a positive phase and green for a negative phase. 


1-12B Linear Combination of Atomic Orbitals 


Atomic orbitals can combine and overlap to give more complex standing waves. We 
can add and subtract their wave functions to give the wave functions of new orbitals. 
This process is called linear combination of atomic orbitals (LCAO). The number of 
new orbitals generated always equals the number of starting orbitals. 


1. When orbitals on different atoms interact, they produce molecular orbitals 
(MOs) that lead to bonding (or antibonding) interactions. 


2. When orbitals on the same atom interact, they give hybrid atomic orbitals that 
define the geometry of the bonds. 


We begin by looking at how atomic orbitals on different atoms interact to give 
molecular orbitals. Then we consider how atomic orbitals on the same atom can interact 


to give hybrid atomic orbitals. 


1-13 Molecular Orbitals 


The stability of a covalent bond results from a large amount of electron density in the 
bonding region, the space between the two nuclei (Figure 1-13). In the bonding region, 
the electrons are close to both nuclei, lowering the overall energy. The bonding elec- 
trons also mask the positive charges of the nuclei, so the nuclei do not repel each other 
as much as they would otherwise. 

There is always an optimum distance for the two bonded nuclei. If they are too 
far apart, their attraction for the bonding electrons is diminished. If they are too close 
together, their electrostatic repulsion pushes them apart. The internuclear distance 
where attraction and repulsion are balanced, which also gives the minimum energy 
(the strongest bond), is the bond length. 


1-13A The Hydrogen Molecule; Sigma Bonding 


The hydrogen molecule is the simplest example of covalent bonding. As two hydro- 
gen atoms approach each other, their 1s wave functions can add constructively so that 
they reinforce each other or destructively so that they cancel out where they overlap. 
Figure 1-14 shows how the wave functions interact constructively when they are in 
phase and have the same sign in the region between the nuclei. The wave functions 
reinforce each other and increase the electron density in this bonding region. The 
result is a bonding molecular orbital (bonding MO). 

The bonding MO depicted in Figure 1-14 has most of its electron density cen- 
tered along the line connecting the nuclei. This type of bond is called a cylindrically 
symmetrical bond or a sigma bond (o bond). Sigma bonds are the most common bonds 
in organic compounds. All single bonds in organic compounds are sigma bonds, and 
every double or triple bond contains one sigma bond. The electrostatic potential map 
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PROBLEM-SOLVING HINT 


When orbitals combine to form 
hybrid atomic orbitals or molecular 


orbitals, the number of orbitals 
formed always equals the number of 
orbitals that combine to form them. 


EPM of H, 


bonding region 


‘ + 
@ 


nucleus 2 


‘e 

fens i electrons in this region 
ies attract both nuclei 
and mask the positive 


charges from repelling each other 


FIGURE 1-13 The bonding region. 
Electrons in the space between the 
two nuclei attract both nuclei and 
mask their positive charges. A bonding 
molecular orbital places a large amount 
of electron density in the bonding 
region. 
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FIGURE 1-14 Formation of ao 
bonding MO. When the 1s orbitals of 
two hydrogen atoms overlap in phase, 
they interact constructively to form 

a bonding MO. The electron density 

in the bonding region (between the 
nuclei) is increased. The result is a 
cylindrically symmetrical bond, or sigma 
(c) bond. 
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(Consett interaction: The two ls | 
orbitals are in phase and have the same sign. 


ae 


represented by: 
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aS 


ls ls 


bonding molecular orbital 


0 bonding MO 


(EPM) of H, shows its cylindrically symmetrical sigma bond, with the highest electron 
density (red) in the bonding region between the two protons. 

When two hydrogen 1s orbitals overlap out of phase with each other, an antibonding 
molecular orbital results (Figure 1-15). The two 1s wave functions have opposite 
signs, so they tend to cancel out where they overlap. The result is a node (actually a 
nodal plane) separating the two atoms. The presence of a node separating the two nuclei 


FIGURE 1-15 Formation of ao* 
antibonding MO. When two 1s orbitals 
overlap out of phase, they interact 
destructively to form an antibonding 
MO. The positive and negative values of 
the wave functions tend to cancel out 
in the region between the nuclei, and 
a node separates the nuclei. We use an 
asterisk (*) to designate antibonding 
orbitals such as this sigma antibonding 
orbital, o*. 
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FIGURE 1-16 Relative energies of 
atomic and molecular orbitals. When 
the two hydrogen 1s orbitals overlap, 
a sigma bonding MO and a sigma 
antibonding MO result. The bonding 
MO is lower in energy than the atomic 
1s orbital, and the antibonding orbital 
is higher in energy. Two electrons 
(represented by arrows) go into the 
bonding MO with opposite spins, 
forming a stable Hy molecule. The 
antibonding orbital is vacant. 


usually indicates that the orbital is antibonding. The antibonding MO is designated o* 
to indicate an antibonding (*), cylindrically symmetrical (o) molecular orbital. 

Figure 1-16 shows the relative energies of the atomic orbitals and the molecular 
orbitals of the Hz system. When the 1s orbitals are in phase, the resulting molecular 
orbital is a o bonding MO, with lower energy than that of a 1s atomic orbital. When 
two 1s orbitals overlap out of phase, they form an antibonding (o*) orbital with higher 
energy than that of a 1s atomic orbital. The two electrons in the Hz system are found 
with paired spins in the sigma bonding MO, giving a stable Hz molecule. Both bond- 
ing and antibonding orbitals exist in all molecules, but the antibonding orbitals (such 
as o*) are usually vacant in stable molecules. Antibonding molecular orbitals often 
participate in reactions, however. 


1-13B Sigma Overlap Involving p Orbitals 


When two p orbitals overlap along the line between the nuclei, a bonding orbital and an 
antibonding orbital result. Once again, most of the electron density is centered along the 
line between the nuclei. This linear overlap is another type of sigma bonding MO. The 
constructive overlap of two p orbitals along the line joining the nuclei forms a a0 bond 
represented as follows: 


@-@@@ — © Qe =» 
Py Px 


0 bonding MO 


PROBLEM-SOLVING HINT 
In stable compounds, all or most of 


the bonding orbitals will be filled, 
and all or most of the antibonding 
orbitals will be empty. 


[ SOLVED PROBLEM 1-6 


SOLUTION 


node 


| 
e + ° _—— -@ | 
| 
| 
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Px Px 


Draw the o* antibonding orbital that results from the destructive overlap of the two p, orbitals just shown. 


This orbital results from the destructive overlap of lobes of the two p orbitals with opposite phases. If the signs are reversed on one of 
the orbitals, adding the two orbitals gives an antibonding orbital with a node separating the two nuclei: 


S&S e Qe (higher energy) 


o* antibonding MO 


(continued) 
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Overlap of an s orbital with a p orbital also gives a bonding MO and an antibonding MO, as shown in the following illustration. 
Constructive overlap of the s orbital with the p, orbital gives a sigma bonding MO with its electron density centered along the line 
between the nuclei. Destructive overlap gives a o* antibonding orbital with a node separating the nuclei. 


=o. . 8 — =e @ (lower energy) 


Px 


o bonding MO 


| 
Se-= + & _—_ e+ ae (higher energy) 


(—)s o* antibonding MO 


1-14 Pi Bonding 


A pi bond (7 bond) results from overlap between two p orbitals oriented perpendicular 
to the line connecting the nuclei (Figure 1-17). These parallel orbitals overlap sideways, 
with most of the electron density centered above and below the line connecting the 
nuclei. This overlap is parallel, not linear (a sigma bond is linear), so a pi molecular 
orbital is not cylindrically symmetrical. Figure 1-17 shows a 7 bonding MO and the 
corresponding 7* antibonding MO. 


1-14A Single and Double Bonds 


A double bond requires the presence of four electrons in the bonding region between 
the nuclei. The first pair of electrons goes into the sigma bonding MO, forming a strong 
sigma bond. The second pair of electrons cannot go into the same orbital or the same 
space. It goes into a pi bonding MO, with its electron density centered above and below 
the sigma bond. 

This combination of one sigma bond and one pi bond is the normal structure of a 
double bond. Figure 1-18 shows the structure of ethylene, an organic molecule contain- 
ing a carbon-carbon double bond. 


FIGURE 1-17 Pi bonding and 
antibonding molecular orbitals. The 
sideways overlap of two p orbitals 
leads to a 7 bonding MO and a 7* 
antibonding MO. A pi bond is not as 
strong as most sigma bonds. 
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The heavy wedged bonds point 
toward the viewer, and the dashed 
bonds point away from the viewer. 


Hl, =o bond vwitt H H. -H 
wc Oba! Ce *Cnie" 
H H°’ "H 


Lewis structure of ethylene 


FIGURE 1-18 Structure of the 
double bond in ethylene. The first 

pair of electrons forms a a bond. The 
second pair forms a 7 bond. The a 
bond has its electron density centered 
in two lobes above and below the v 
bond. Together, the two lobes of the 
a bonding molecular orbital constitute 
one bond. 


1-15 Hybridization and Molecular Shapes 


Thus far, we have discussed bonds involving overlap of simple s and p atomic orbit- 
als. Although these simple bonds are occasionally seen in organic compounds, they 
are not as common as bonds formed using hybrid atomic orbitals. Hybrid atomic 
orbitals result from the mixing of orbitals on the same atom. The geometry of these 
hybrid orbitals helps us to account for the actual structures and bond angles observed 
in organic compounds. 

If we predict the bond angles of organic molecules using just the simple s and 
p orbitals, we expect bond angles of about 90°. The s orbitals are nondirectional, 
and the p orbitals are oriented at 90° to one another (see Figure 1-5). Experimental 
evidence shows, however, that bond angles in organic compounds are usually close 
to 109°, 120°, or 180° (Figure 1-19). A common way of accounting for these 
bond angles is the valence-shell electron-pair repulsion theory (VSEPR theory): 
Electron pairs repel each other, and the bonds and lone pairs around a central 
atom generally are separated by the largest possible angles. An angle of 109.5° 
is the largest possible separation for four pairs of electrons; 120° is the largest 
separation for three pairs; and 180° is the largest separation for two pairs. All the 
structures in Figure 1-19 have bond angles that separate their bonds about as far 
apart as possible. 

The shapes of these molecules cannot result from bonding between simple s and 
p atomic orbitals. Although s and p orbitals have the lowest energies for isolated atoms 
in space, they are not the best for forming bonds. To explain the shapes of common 
organic molecules, we conclude that the s and p orbitals combine to form hybrid atomic 
orbitals that separate the electron pairs more widely in space and place more electron 
density in the bonding region between the nuclei. 


1-15A sp Hybrid Orbitals 


Orbitals can interact to form new orbitals. We have used this principle to form molecular 
orbitals by adding and subtracting atomic orbitals on different atoms. We can also add 
and subtract orbitals on the same atom. Consider the result, shown in Figure 1-20, when 
we combine a p orbital and an s orbital on the same atom. 


180° 


methane, 109.5° ethylene, close to 120° acetylene, 180° 


FIGURE 1-19 Common bond 
angles. Bond angles in organic 
compounds are usually close to 109°, 
120°, or 180°. 
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FIGURE 1-20 Formation of a pair 
of sp hybrid atomic orbitals. Addition 
of an s orbital to a p orbital gives an 
sp hybrid atomic orbital, with most 

of its electron density on one side of 
the nucleus. Adding the p orbital with 
opposite phase gives the other sp 
hybrid orbital, with most of its electron 
density on the opposite side of the 
nucleus from the first hybrid. 
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Application: Biology 


Methanotrophs are bacteria or archaea 
that use methane as their source of car- 
bon and energy. Those that live in the air 
use oxygen to oxidize methane to form- 
aldehyde (H2C =O) and CO3. Those 
that live in anoxic marine sediments use 
sulfate (SO,2) to oxidize methane to 
formaldehyde and CO3, also reducing 
sulfate to H2S. 


The resulting orbital is called an sp hybrid orbital. Its electron density is concen- 
trated toward one side of the atom. We started with two orbitals (s and p), so we must 
finish with two sp hybrid orbitals. The second sp hybrid orbital results if we add the 
p orbital with the opposite phase (Figure 1-20). 

The result of this hybridization is a pair of directional sp hybrid orbitals pointed 
in opposite directions. These hybridized orbitals provide enhanced electron density in 
the bonding region for a sigma bond toward the left of the atom and for another sigma 
bond toward the right. They give a bond angle of 180°, separating the bonding elec- 
trons as much as possible. In general, sp hybridization results in this linear bonding 
arrangement. 


o 
SOLVED PROBLEM 1-7 


Draw the Lewis structure for beryllium hydride, BeH. Draw the orbitals that overlap in the 
bonding of BeHg, and label the hybridization of each orbital. Predict the H— Be—H bond 
angle. 


SOLUTION 
First, draw a Lewis structure for BeH>. 


H:Be:H 


There are only four valence electrons in BeH) (two from Be and one from each H), so the 
Be atom cannot have an octet. The bonding must involve orbitals on Be that give the stron- 
gest bonds (the most electron density in the bonding region) and also allow the two pairs of 
electrons to be separated as far as possible. 

Hybrid orbitals concentrate the electron density in the bonding region, and sp hybrids 
give 180° separation for two pairs of electrons. Hydrogen cannot use hybridized orbitals, 
because the closest available p orbitals are the 2p’s, and they are much higher in energy than 
the ls. The bonding in BeH) results from overlap of sp hybrid orbitals on Be with the Ls 

q orbitals on hydrogen. Figure 1-21 shows how this occurs. 


1-15B sp? Hybrid Orbitals 


For three bonds to be oriented as far apart as possible, bond angles of 120° are required. 
When an s orbital combines with two p orbitals, the resulting three hybrid orbitals are 
oriented at 120° angles to each other (Figure 1-22). These orbitals are called sp” hybrid 
orbitals because they are composed of one s and two p orbitals. The 120° arrangement 
is called trigonal geometry, in contrast to the linear geometry associated with sp hybrid 
orbitals. There remains an unhybridized p orbital (p,) perpendicular to the plane of the 
three sp” hybrid orbitals. 


1-15 Hybridization and Molecular Shapes 71 


First bond a 
Be H : ; 
Superimposed picture 
(sp) (1s) 


Be 
| COB 
See 


Second bond 180 
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> >) the bonding of BeH>. To form two 
sigma bonds, the two sp hybrid atomic 
orbitals on Be overlap with the 1s 
“a Be orbitals of hydrogen. The bond angle is 
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FIGURE 1-22 Trigonal geometry 
with sp* hybrid orbitals. Hybridization 
of an s orbital with two p orbitals gives 
a set of three sp hybrid orbitals. This 
trigonal structure has bond angles of 


GPR. 
Ne 


three sp” hybrid orbitals superimposed 


sp” hybrid carbon atom 
(viewed from the side) 


about 120°. The remaining p orbital is 
perpendicular to the plane of the three 
hybrid orbitals. 


pressure. 


SOLUTION 


SOLVED PROBLEM 1-8 
Borane (BH3) is unstable under normal conditions, but it has been detected at low 
(a) Draw the Lewis structure for borane. 


(b) Draw a diagram of the bonding in BH3, and label the hybridization of each orbital. 
(c) Predict the H—B—H bond angle. 


ut 
.B. 
H’ “H 


There are only six valence electrons in borane, so the boron atom cannot have an octet. Boron 
has a single bond to each of the three hydrogen atoms. 


(continued) 


PROBLEM-SOLVING HINT 


The number of hybrid orbitals 
formed is always the same as the 
total number of s and p orbitals 
hybridized. 


Number of 


Orbitals Hybrid 
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FIGURE 1-23 Tetrahedral geometry 
with sp? hybrid orbitals. Hybridization 
of an s orbital with all three p orbitals 
gives four sp? hybrid orbitals with 
tetrahedral geometry corresponding to 
109.5° bond angles. 


The best bonding orbitals are those that provide the greatest electron density in the 
bonding region while keeping the three pairs of bonding electrons as far apart as possible. 
Hybridization of an s orbital with two p orbitals gives three sp* hybrid orbitals directed 
120° apart. Overlap of these orbitals with the hydrogen 1s orbitals gives a planar, trigo- 
nal molecule. (Note that the small back lobes of the hybrid orbitals have been omitted.) 
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1-15C sp? Hybrid Orbitals 


Many organic compounds contain carbon atoms that are bonded to four other atoms. 
When four bonds are oriented as far apart as possible, they form a regular tetrahedron 
(109.5° bond angles), as pictured in Figure 1-23. This tetrahedral arrangement can 
be explained by combining the s orbital with all three p orbitals. The resulting four 
orbitals are called sp° hybrid orbitals because they are composed of one s and three 
p orbitals. 

Methane (CHy) is the simplest example of sp* hybridization (Figure 1-24). The 
Lewis structure for methane has eight valence electrons (four from carbon and one 
from each hydrogen), corresponding to four C —H single bonds. Tetrahedral geometry 
separates these bonds by the largest possible angle, 109.5°. 


1-16 Drawing Three-Dimensional Molecules 


Figures 1-23 and 1-24 are more difficult to draw than the earlier figures because 
they depict three-dimensional objects on a two-dimensional surface. The p, orbital 
should look like it points in and out of the page, and the tetrahedron should look three- 
dimensional. These drawings use perspective and the viewer’s imagination to add the 
third dimension. 

The use of perspective is difficult when a molecule is large and complicated. 
Organic chemists have developed a shorthand notation to simplify three-dimensional 
drawings. Dashed lines indicate bonds that go backward, away from the reader. Heavy 
wedge-shaped lines depict bonds that come forward, toward the reader. Straight lines 
are bonds in the plane of the page. Dashed lines and wedges show perspective in the 
second drawing of methane in Figure 1-24. 
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FIGURE 1-24 Several views of 
methane. Methane has tetrahedral 
geometry, using four sp? hybrid orbitals 
to form sigma bonds to the four 
hydrogen atoms. 


The three-dimensional structure of ethane, CH¢, has the shape of two tetrahedra 
joined together. Each carbon atom is sp* hybridized, with four sigma bonds formed by 
the four sp? hybrid orbitals. Dashed lines represent bonds that go away from the viewer, 
wedges represent bonds that come out toward the viewer, and other bond lines are in 
the plane of the page. All the bond angles are close to 109.5°. 


in the plane away from 
of the page the reader 


a H 
eee 
HY \_{ toward 
H H the reader é 


ethane ethane ethane 


PROBLEM 1-15 


(a) Use your molecular models to make ethane, and compare the model with the preced- 
ing structures. 

(b) Make a model of butane (C4Hj9), and draw this model using dashed lines and wedges 
to represent bonds going back and coming forward. 


1-17 General Rules of Hybridization and Geometry 


At this point, we can consider some general rules for determining the hybridization of 
orbitals and the bond angles of atoms in organic molecules. After stating these rules, 
we solve some problems to show how to use these rules. 


Rule 1: Both sigma bonding electrons and lone pairs can occupy hybrid 
orbitals. The number of hybrid orbitals on an atom is computed by adding 
the number of sigma bonds and the number of lone pairs of electrons on 
that atom. 


PROBLEM-SOLVING HINT 


When showing perspective, do not 
draw another bond between the 
two bonds in the plane of the paper. 
Such a drawing shows an incorrect 
shape. 
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SUMMARY Hybridization and Geometry 


Hybrid Orbitals Hybridization Geometry Approximate Bond Angles 


s+ p= sp linear 180° 


stpt+p=sp trigonal 120° 
stpt+ptp=sp tetrahedral OOS s 


Because the first bond to another atom is always a sigma bond, the number of hybrid 
orbitals may be computed by adding the number of lone pairs to the number of atoms 
bonded to the central atom. 


Rule 2: Use the hybridization and geometry that give the widest possible 
separation of the calculated number of bonds and lone pairs. 


The number of hybrid orbitals obtained equals the number of atomic orbitals com- 
bined. Lone pairs of electrons take up more space than bonding pairs of electrons; thus, 
they compress the bond angles. 


Rule 3: If two or three pairs of electrons form a multiple bond between two 
atoms, the first bond is a sigma bond formed by a hybrid orbital. The sec- 
ond bond is a pi bond, consisting of two lobes above and below the sigma 
bond, formed by two unhybridized p orbitals (see the structure of ethylene 
in Figure 1-25). The third bond of a triple bond is another pi bond, perpen- 
dicular to the first pi bond (shown in Figure 1-26). 
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(viewed from above the plane) (viewed from alongside the plane) 


FIGURE 1-25 Planar geometry of ethylene. The carbon atoms in ethylene are sp? hybridized, with trigonal bond angles of 
about 120°. All the carbon and hydrogen atoms lie in the same plane. 


FIGURE 1-26 Linear geometry 

of acetylene. The carbon atoms in 
acetylene are sp hybridized, with linear 
(180°) bond angles. The triple bond 
contains one sigma bond and two 
perpendicular pi bonds. acetylene acetylene 
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FOCUS Determining Hybridization of C, N, and O 


The most abundant elements in organic compounds are C, H, N, and O. H is not hybridized. 
When C, N, and O are in stable compounds with full octets, we can simplify the task of 
determining hybridization of these elements. 


How to determine the hybridization of an atom? By the number of pi bonds it has. 


If an atom (C, N, or O) has .... Hybridization Geometry 
no pi bonds => no p orbital in pi bonding = sp? hybridization => tetrahedral (109.5° angles) 


1 pi bond > 1 p orbital in pi bonding => sp” hybridization > trigonal planar (120° angles) 


2 pi bonds a 2 p orbitals in pi bonding a sp hybridization => linear (180° angles) 


Examples: Assign hydridization of each hybridized atom in these molecules. 


3 
\ WG SA ee 2 KAU sca 
Cc Ec “i ae 
fi H> H SE 

All hybridized atoms in this structure are sp? except 
the carbon labeled sp (two pi bonds, requires two p orbitals). 
The N has a lone pair of electrons occupying one of its 
sp?-hybridized orbitals. The O has two lone pairs in two 
sp?-hybridized orbitals. 


Solved Problems 1-9 through 1-13 show how to use these rules to predict the 
hybridization and bond angles in organic compounds. 


Z 
SOLVED PROBLEM 1-9 


Predict the hybridization of the nitrogen atom in ammonia, NH3. Draw a picture of the three- 
dimensional structure of ammonia, and predict the bond angles. 


SOLUTION 
The hybridization depends on the number of sigma bonds plus lone pairs. A Lewis structure 
provides this information. 


ay 


i 
H:N: or H—N: 
| lone pair 
In this structure, there are three sigma bonds and one pair of nonbonding electrons. Four 
hybrid orbitals are required, implying sp* hybridization and tetrahedral geometry around the 
nitrogen atom, with bond angles of about 109.5°. The resulting structure is much like that of 
methane, except that one of the sp* hybrid orbitals is occupied by a lone pair of electrons. 


V 


wN~H 


H“y_/ 
Bf 107.3" 


(continued) 
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PROBLEM-SOLVING HINT 


Begin with a valid Lewis structure, 
and use hybrid orbitals for the sigma 


bonds and lone pairs. Use 

pi bonds between unhybridized 

p orbitals for the second and third 
bonds of double and triple bonds. 


The bond angles in ammonia (107.3°) are slightly smaller than the ideal tetrahedral angle, 
109.5°. The nonbonding electrons are spread out more than a bonding pair of electrons, so 
they take up more space. The lone pair repels the electrons in the N— H bonds, compressing 
Lee bond angle. 


{ PROBLEM 1-16 


(a) Predict the hybridization of the oxygen atom in water, H,O. Draw a picture of its 
three-dimensional structure, and explain why its bond angle is 104.5°. 

(b) The electrostatic potential maps for ammonia and water are shown here. The structure 
of ammonia is shown within its EPM. Note how the lone pair creates a region of high 
electron potential (red), and the hydrogens are in regions of low electron potential 
(blue). Show how your three-dimensional structure of water corresponds with its EPM. 


NH; HO 


7 
SOLVED PROBLEM 1-10 
Predict the hybridization, geometry, and bond angles for ethylene (C,Hy). 


SOLUTION 
The Lewis structure of ethylene is 
H, .H oe 7 . 
Ec, or ma ae 
" = H H 


Each carbon atom has an octet, and there is a double bond between the carbon atoms. Each 
carbon is bonded to three other atoms (three sigma bonds), and there are no lone pairs. The 
carbon atoms are sp” hybridized, and the bond angles are trigonal: about 120°. The double 
bond is composed of a sigma bond formed by overlap of two sp” hybridized orbitals, plus 
a pi bond formed by overlap of the unhybridized p orbitals remaining on the carbon atoms. 
Because the pi bond requires parallel alignment of its two p orbitals, the ethylene molecule 


must be planar (Figure 1-25). 
\ 


e 
PROBLEM 1-17 


Predict the hybridization, geometry, and bond angles for the central atoms in 
(a) but-2-ene, CH;CH—CHCH;3. (b) CH;CH=NH. 


e 
SOLVED PROBLEM 1-11 


Predict the hybridization, geometry, and bond angles for the carbon atoms in acetylene, CH). 


SOLUTION 
The Lewis structure of acetylene is 


H:C::C:H or H—C=C—H 
Both carbon atoms have octets, but each carbon is bonded to just two other atoms, requir- 
ing two sigma bonds. There are no lone pairs. Each carbon atom is sp hybridized and linear 


(180° bond angles). The sp hybrid orbitals are generated from the s orbital and the p, orbital 
(the p orbital directed along the line joining the nuclei). The p, orbitals and the p, orbitals 


are unhybridized. 
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The triple bond is composed of one sigma bond, formed by overlap of sp hybrid orbit- 
als, plus two pi bonds. One pi bond results from sideways overlap of the two py orbitals and 
another from sideways overlap of the two p, orbitals (Figure 1-26). 


PROBLEM 1-18 


Predict the hybridization, geometry, and bond angles for the carbon and nitrogen atoms in 
acetonitrile (CH; —C=N:). 


( >) 
SOLVED PROBLEM 1-12 


Predict the hybridization, geometry, and bond angles for the carbon and oxygen atoms in 
acetaldehyde (CH3CHO). 


SOLUTION 
The Lewis structure for acetaldehyde is 
H a3 
H 6: | # 
ier or oe 
H 
H H 


The oxygen atom and both carbon atoms have octets. The CH3 carbon atom is sigma 
bonded to four atoms, so it is sp hybridized (and tetrahedral). The C=O carbon is bonded 
to three atoms (no lone pairs), so it is sp” hybridized, and its bond angles are about 120°. 

We predict that the oxygen atom is sp” hybridized because it is bonded to one atom (car- 
bon) and has two lone pairs, requiring a total of three hybrid orbitals. We cannot experimen- 
tally measure the angles of the lone pairs on oxygen, however, so it is impossible to confirm 
whether the oxygen atom is really sp” hybridized. 

The double bond between carbon and oxygen looks just like the double bond in ethylene. 
There is a sigma bond formed by overlap of sp” hybrid orbitals and a pi bond formed by 


overlap of the unhybridized p orbitals on carbon and oxygen (Figure 1-27). 
N 


ee eee 
PROBLEM 1-19 


1. Draw a Lewis structure for each compound. 
2. Label the hybridization, geometry, and bond angles around each atom other than 


hydrogen. 

3. Draw a three-dimensional representation (using wedges and dashed lines) of the 
structure. 
(a) CO, (b) CH30CH; (c) (CH3)30* (d) CH;COOH 
(e) CH;CCH (f) CH;CHNCH; (g) Hy»CCO 


FIGURE 1-27 Structure of 
acetaldehyde. The CH3 carbon in 
acetaldehyde is sp hybridized, 
with tetrahedral bond angles of 
about 109.5°. The carbonyl (C 
=O) carbon is sp? hybridized, 
with bond angles of about 120°. 
The oxygen atom is probably 
sp? hybridized, but we cannot 
measure any bond angles to verify 
this prediction. 
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PROBLEM-SOLVING HINT 


To predict the hybridization and 
geometry of an atom in a resonance 
hybrid, consider the resonance 

form with the most pi bonds to 


that atom. An atom involved in 
resonance generally will not be 

sp* hybridized because it needs at 
least one unhybridized p orbital for 
pi-bonding overlap. 


( PROBLEM 1-20 


Allene, CH, == C= CH), has the structure shown below. Explain how the bonding in allene 
requires the two CH) groups at its ends to be at right angles to each other. 


Hu, / 
-C=C=C 
H™ % 
H 
allene 


4 
SOLVED PROBLEM 1-13 


In Sections 1-7 and 1-9, we considered the electronic structure of [CH,NH)]*. Predict its 
hybridization, geometry, and bond angles. 


SOLUTION 
This is a tricky question. This ion has two important resonance forms: 


H H H H 
Ss 7 \ +7 Xe 8Y 
C—N <— C=N C= 
/ axe / S x x 
H H H H H 
resonance forms combined 
representation 


When resonance is involved, different resonance forms may suggest different hybridization 
and bond angles, but a real molecule can have only one set of bond angles, which must be 
compatible with all the important resonance forms. The bond angles imply the hybridization 
of the atoms, which also must be the same in all the resonance forms. 

Looking at either resonance form for [CH,NH,]*, we would predict sp” hybridization 
(120° bond angles) for the carbon atom; however, the first resonance form suggests sp* 
hybridization for nitrogen (109° bond angles), and the second suggests sp” hybridization 
(120° bond angles). Which is correct? 

Experiments show that the bond angles on both carbon and nitrogen are about 120°, 
implying sp” hybridization. This nitrogen cannot be sp? hybridized because there must be 
an unhybridized p orbital available to form the pi bond in the second resonance form. In 
the first resonance form, we picture the lone pair residing in this unhybridized p orbital. 

In general, resonance-stabilized structures have bond angles appropriate for the largest 
number of pi bonds needed at each atom—that is, with unhybridized p orbitals available for 
all the pi bonds shown in any important resonance form. 


ae Ne 


PROBLEM 1-21 (PARTIALLY SOLVED) 


1. Draw the important resonance forms for each compound. 

2. Label the hybridization and bond angles around each atom other than hydrogen. 

3. Use a three-dimensional drawing to show where the electrons are pictured to be 
in each resonance form. 


(a) HCONH, 


>. 
x—» 


SOLUTION 
This compound has a carbonyl (C=O) group that is not obvious in the condensed formula. 
An important resonance form delocalizes the nonbonding electrons on nitrogen into a pi 


bond with carbon. This pi bonding requires the overlap of unhybridized p orbitals, requiring 
sp” hybridization on both carbon and nitrogen, and 120° bond angles. Then O is probably 
sp” hybridized, but we cannot confirm that assumption because there are no bond angles 
on O. 


0 sp”, 120° ie 
i] C 
4 NAA H <> NE Hi 
N H " 
| 
H H 
major minor 


resonance forms 


(b) [CH,OH]* (ec) [CH»CHO]~ (d) [CH3;CHNO,]~ 
(e) [CH»CN]~ (f) B(OH); (g) ozone (O3, bonded OOO) 


1-18 Bond Rotation 


Some bonds rotate easily, but others do not. When we look at a structure, we must rec- 
ognize which bonds rotate and which do not. If a bond rotates easily, each molecule can 
rotate through the different angular arrangements of atoms. If a bond cannot rotate, how- 
ever, different angular arrangements may be distinct compounds with different properties. 


1-18A Rotation of Single Bonds 


In ethane (CH; — CH3), both carbon atoms are sp* hybridized and tetrahedral. Ethane 
looks like two methane molecules that have each had a hydrogen plucked off (to form 
a methyl group) and are joined by overlap of their sp* orbitals (Figure 1-28). 

We can draw many structures for ethane, differing only in how one methy! group 
is twisted in relation to the other one. Such structures, differing only in rotations about 
a single bond, are called conformations. Two of the infinite number of conformations 
of ethane are shown in Figure 1-28. Construct a molecular model of ethane, and twist 
the model into these two conformations. 

Which of these structures in Figure 1-28 for ethane is the “right” one? Are the two 
methyl groups lined up so that their C—H bonds are parallel (eclipsed), or are they 
staggered, as in the drawing on the right? The answer is that both structures, and all 
the possible structures in between, are correct structures for ethane, and a real ethane 
molecule rotates through all these conformations. The two carbon atoms are bonded by 
overlap of their sp? orbitals to form a sigma bond along the line between the carbons. 
The magnitude of this sp*—sp overlap remains nearly the same during rotation because 
the sigma bond is cylindrically symmetrical about the line joining the carbon nuclei. 
No matter how you turn one of the methyl groups, its sp? orbital still overlaps with the 
sp orbital of the other carbon atom. 
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PROBLEM-SOLVING HINT 


Drawings that differ only by rotations 
of single bonds usually represent 

the same compound. For example, 
the following drawings all represent 
n-butane: 


H CH; 


CH;CH,CH>CH; ce 
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FIGURE 1-28 Rotation of single 
bonds. Ethane is composed of two 
methyl groups bonded by overlap of 
their sp? hybrid orbitals. These methy! 
groups may rotate with respect to each 
other. 
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Ps - ae ye 

WY WH HY WH 
H H H H 
methyl group methyl group ethane 


rotate 
_ 
—<—<—<—_ 


J 


~) 


staggered 


eclipsed 


FIGURE 1-29 Rigidity of double 
bonds. Ethylene is not easily twisted 
because twisting destroys the overlap 
of its pi bond. 


overlap destroyed 


1-18B Rigidity of Double Bonds 


Not all bonds allow free rotation; ethylene, for example, is quite rigid (Figure 1-29). In 

ethylene, the double bond between the two CH) groups consists of a sigma bond and a 

pi bond. When we twist one of the two CH) groups, the sigma bond is unaffected but 

the pi bond loses its overlap. The two p orbitals cannot overlap when the two ends of 

the molecule are at right angles, and the pi bond is effectively broken in this geometry. 
We can make the following generalization: 


Rotation about single bonds is allowed, but double bonds are rigid and can- 
not be twisted under normal conditions. 


Because double bonds are rigid, we can separate and isolate compounds that differ 
only in how their substituents are arranged on a double bond. For example, the double 
bond in but-2-ene (CH; —CH=CH — CH3) prevents the two ends of the molecule 
from rotating. Two different compounds are possible, and they have different physical 
properties: 


H,C CH, H,C H 
\ 7 \ / 
C=C C=C 

t \ / 

H H CH, 
cis-but-2-ene trans-but-2-ene 
bp = 3.7°C bp = 0.9°C 


The molecule with the methyl groups on the same side of the double bond is called cis- 
but-2-ene, and the one with the methyl groups on opposite sides is called trans-but-2-ene. 
These kinds of molecules are discussed further in Section 1-19B. 
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E 
PROBLEM 1-22 


For each pair of structures, determine whether they represent different compounds or a single compound. 


(a) H3C CH,CH, H;C CH; (b) H3C CH CH3 HC. CH; 
— and — Hy \'CH3 and Hey ST 8 
H CH; H CH,CH;3 H H H CH»CH; 
(c) Br F Cl Br (d) Br 9H Br oF 
vs / » N28 
pad and peat Hw Cc cask and Hime 
H Cl F H H Cl H H 
XX 


{ PROBLEM 1-23 


Two compounds with the formula CH; —CH=N— CH; are known. 
(a) Draw a Lewis structure for this molecule, and label the hybridization of each carbon 
and nitrogen atom. 
(b) What two compounds have this formula? 
L (c) Explain why only one compound with the formula (CH3),CNCHs is known. 


1-19 Ilsomerism 


Isomers are different compounds with the same molecular formula. There are several 
types of isomerism in organic compounds, and we will cover them in detail in Chapter 5 
(Stereochemistry). For now, we need to recognize the two large classes of isomers: 
constitutional isomers and stereoisomers. 


1-19A Constitutional Ilsomerism 


Constitutional isomers (or structural isomers) are isomers that differ in their bonding 
sequence; that is, their atoms are connected differently. Let’s use butane as an example. 
If you were asked to draw a structural formula for C4Hjo, either of the following struc- 
tures would be correct: 


ii 
CH,—CH,—CH,—CH, CH,—CH—CH, 


n-butane isobutane 


These two compounds are isomers because they are different compounds with dif- 
ferent properties, yet they have the same molecular formula. They are constitutional 
isomers because their atoms are connected differently. The first compound (n-butane 
for “normal” butane) has its carbon atoms in a straight chain four carbons long. The 
second compound (“‘isobutane” for “‘an isomer of butane’’) has a branched structure 
with a longest chain of three carbon atoms and a methy] side chain. 

There are three constitutional isomers of pentane (C5H)7), whose common names 
are n-pentane, isopentane, and neopentane. The number of isomers increases rapidly 
as the number of carbon atoms increases. 


CH, CH 
CH,—CH,—CH,—CH,—CH, CH,—CH—CH,—CH, CH,—C—CH, 
| PROBLEM-SOLVING HINT 

CH, 


n-pentane isopentane neopentane Constitutional isomers (structural 


isomers) differ in the order in which 
their atoms are bonded. 


Constitutional isomers may differ in ways other than the branching of their 
carbon chain. They may differ in the position of a double bond or other group or 
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by having a ring or some other feature. Notice how the following constitutional 
isomers all differ by the ways in which atoms are bonded to other atoms. (Check 
the number of hydrogens bonded to each carbon.) These compounds are not iso- 
mers of the pentanes just shown, however, because these have a different molecular 
formula (C5Hj 9). 


CH; 
H,C—=CH—CH,CH,CH3 CH3—CH=CH—CH,CH3 C mm 


pent-1-ene 


PROBLEM-SOLVING HINT 


Stereoisomers are different 


compounds that differ only in how 
their atoms are oriented in space. 


PROBLEM-SOLVING HINT 


Similar groups on the same side of 


the double bond: cis. Similar groups 
on opposite sides of the double 
bond: trans. 


Application: Drugs 


Stereoisomers can have different thera- 
peutic effects. Quinine, a natural product 
isolated from the bark of the cinchona 
tree, was the first compound effective 
against malaria. Quinidine, a stereoiso- 
mer of quinine, is used to treat irregular 
heartbeat. 


pent-2-ene cyclopentane methylcyclobutane 


1-19B Stereoisomers 


Stereoisomers are isomers that differ only in how their atoms are oriented in space. 
Their atoms are bonded in the same order, however. For example, cis- and trans-but- 
2-ene have the same connections of bonds, so they are not constitutional isomers. 
They are stereoisomers because they differ only in the spatial orientation of the groups 
attached to the double bond. The cis isomer has the two methy! groups on the same 
side of the double bond, and the trans isomer has them on opposite sides. In contrast, 
but-1-ene is a constitutional isomer of cis- and trans-but-2-ene. 


constitutional isomers 


ee 


stereoisomers 


H 
Hh fox) HQ YL . 
C=C C=C C—CH, 
/ ane / / \ 
H H H H CH, 
cis-but-2-ene trans-but-2-ene but-1-ene 


Cis and trans isomers are only one type of stereoisomerism. The study of the 
structure and chemistry of stereoisomers is called stereochemistry. We will encounter 
stereochemistry throughout our study of organic chemistry, and Chapter 5 is devoted 
entirely to this field. 

Cis-trans isomers are also called geometric isomers because they differ in the 
geometry of the groups on a double bond. The cis isomer is always the one with similar 
groups on the same side of the double bond, and the trans isomer has similar groups on 
opposite sides of the double bond. 

To have cis-trans isomerism, there must be two different groups on each end of the 
double bond. For example, but-1-ene has two identical hydrogens on one end of the 
double bond. Reversing their positions does not give a different compound. Similarly, 
2-methylbut-2-ene has two identical methyl groups on one end of the double bond. 
Reversing the methyl groups does not give a different compound. These compounds 
cannot show cis-trans isomerism. 


H 
SS va 
identical — C=C 
7 \ 
H 


but-1-ene 
no cis or trans 


. GQ» 


CH,CH, 


2-methylbut-2-ene 
no cis or trans 
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FOCUS Types of Isomers 


Isomers are different compounds with the same molecular formula, so the first test for possible isomerism is 
whether compounds have the same molecular formula. 


These compounds are different because they have different molecular formulas. They are not isomers; they 
are just different compounds. 


CH3CH»CH»CH»CH3 7 4S O 
CsH12 Co6H14 


CeHj2 Cs5H 90 


The following compounds have the same molecular formula (C5H 70), and they are the same compound. They 
are drawn differently, but the bonding between atoms is identical. 


O 
(CHECEDICrE OCH Orta 6 gy = CH Cri mG OELGH: 


The following compounds have the same molecular formula (C5H;2O), but they are different, structurally distinct 
compounds. They can be described in a way that distinguishes each from the others. These structures are 
constitutional isomers or structural isomers. 


) 
CHICH,CHUOCEDCH, -4 = ig 


Stereoisomers are compounds with the same molecular formula and the same bonding between atoms, but they 
differ only by the positions of the atoms in space. The uses of models, and the ability to visualize molecules in 
three dimensions, are helpful for determining stereoisomers. 


Of the several types of stereoisomers, only geometric isomers (cis-trans isomers) are introduced here. The 
example in the text shows cis- and trans-but-2-ene. Cis has the two CH3 groups on the same side of the double 
bond, and trans has them on opposite sides. They are stereoisomers: different compounds with the same 
molecular formula and same bonding sequence that differ only in the orientation of the groups. 


Ct 
geometric (cis-trans) isomers, a 
type of stereoisomer 


cis-but-2-ene trans-but-2-ene 


PROBLEM 1-24 PROBLEM-SOLVING HINT 
Which of the following compounds show cis-trans isomerism? Draw the cis and trans isomers Two identical groups on one of the 
of those that do. double-bonded carbons implies no 
(a) CHF=CHF (b) F,C=CH) (c) CH,=CH— CH, — CH cis-trans isomerism. 


(d) [> (e) [> (p 
CHCH, CHCHCH, CHCH, 
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PROBLEM 1-25 
Give the relationship between the following pairs of structures. The possible relationships are: 


same compound constitutional isomers (structural isomers) 
cis-trans isomers not isomers (different molecular formula) 


(a) CH,CH,CHCH,CH, and Sucre 


CH,CH, CH, 
(b) Br H Br Br 
\ x 
C=C and C=C 
7 \ 
H Br H H 
(c) Br. H Br H 
C=C and C=C 
H Br Br H 
(d) Br H H Br 
A \ 7 
C=C and C=C 
7 \ 7 \ 
H Br Br H 
(e) H Cl Cl Cl 


CH, H H H 


(g) CH; 7. CH) — CH) a CH; and CH; — CH=CH— CH; 
(h) CH, =CH— CH,CH»CH3 and CH3;—CH=CH—CH)CH3 
(i) CH)>=CHCH,CH,CH; and CH;CH,CH,CH=CH) 


(j) CH, CH, (k) CH, CH, 
CI and Cy and Cy 
CH, 
CH, 


J 


Essential Terms 


Each chapter ends with a glossary that summarizes the most important new terms in the chapter. These glossaries are more than 
just a dictionary to look up unfamiliar terms as you encounter them (the index serves that purpose). The glossary is one of the 
tools for reviewing the chapter. You can read carefully through the glossary to see if you understand and remember all the terms 
and associated chemistry mentioned there. Anything that seems unfamiliar should be reviewed by turning to the page number 
given in the glossary listing. 


cis-trans isomers (geometric isomers) Stereoisomers that differ in their cis-trans arrangement on a double bond 
or on aring. The cis isomer has similar groups on the same side, and the trans isomer has 
similar groups on opposite sides. (p. 82) 

constitutional isomers (structural isomers) Isomers whose atoms are connected differently; they differ in their 
bonding sequence. (p. 81) 


covalent bonding 
single bond: 
double bond: 
triple bond: 

degenerate orbitals 

delocalized charge 


dipole moment (y) 
double bond 


electron density 
electronegativity 


electrostatic potential 
map (EPM) 


empirical formula 
formal charges 


geometric isomers 


Hund’s rule 


hybrid atomic orbital 


ionic bonding 


isomers 


isotopes 


LCAO 


Lewis structure 


line-angle formula 
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Bonding that occurs by the sharing of electrons in the region between two nuclei. (p. 43) 
A covalent bond that involves the sharing of one pair of electrons. (p. 45) 

A covalent bond that involves the sharing of two pairs of electrons. (p. 45) 

A covalent bond that involves the sharing of three pairs of electrons. (p. 45) 

Orbitals with identical energies. (p. 40) 


A charge that is spread out over two or more atoms. We usually draw resonance forms to 
show how the charge can appear on each of the atoms sharing the charge. (p. 50) 


A measure of the polarity of a bond (or a molecule), proportional to the product of the 
charge separation times the bond length. (p. 46) 


A bond containing four electrons between two nuclei. One pair of electrons forms a sigma 
bond, and the other pair forms a pi bond. (p. 68) 


The relative probability of finding an electron in a certain region of space. (p. 39) 


A measure of an element's ability to attract electrons. Elements with higher electronegativities 
attract electrons more strongly. (p. 46) 


A computer-calculated molecular representation that uses colors to show the charge distribu- 
tion in a molecule. In most cases, the EPM uses red to show electron-rich regions (most 
negative electrostatic potential) and blue or purple to show electron-poor regions (most 
positive electrostatic potential). The intermediate colors orange, yellow, and green show 
regions with intermediate electrostatic potentials. (p. 46) 

The ratios of atoms in a compound. (p. 62) See also molecular formula. 


A method for keeping track of charges, showing what charge would be on an atom in a par- 
ticular Lewis structure. (p. 47) 


(IUPAC term: cis-trans isomers) Stereoisomers that differ in their cis-trans arrangement on a 
double bond or on a ring. (p. 82) 


When there are two or more unfilled orbitals of the same energy (degenerate orbitals), the 
lowest-energy configuration places the electrons in different orbitals (with parallel spins) 
rather than pairing them in the same orbital. (p. 42) 


A directional orbital formed from a combination of s and p orbitals on the same atom. (pp. 65-68) 
sp hybrid orbitals give two orbitals with a bond angle of 180° (linear geometry). 
sp? hybrid orbitals give three orbitals with bond angles of 120° (trigonal geometry). 
sp? hybrid orbitals give four orbitals with bond angles of 109.5° (tetrahedral geometry). 

Bonding that occurs by the attraction of oppositely charged ions. lonic bonding usually results 
in the formation of a large, three-dimensional crystal lattice. (p. 43) 

Different compounds with the same molecular formula. (p. 81) 

Constitutional isomers (structural isomers) are connected differently; they differ in their 
bonding sequence. 

Cis-trans isomers (geometric isomers) are stereoisomers that differ in their cis-trans 
arrangement on a double bond or on a ring. 

Stereoisomers differ only in how their atoms are oriented in space. 

Stereochemistry is the study of the structure and chemistry of stereoisomers. 

Atoms with the same number of protons but different numbers of neutrons; atoms of the same 
element but with different atomic masses. (p. 39) 

(linear combination of atomic orbitals) Wave functions can add to each other to produce the 
wave functions of new orbitals. The number of new orbitals generated equals the original 
number of orbitals. (p. 65) 

A structural formula that shows all valence electrons, with the bonds symbolized by dashes 
(—) or by pairs of dots, and nonbonding electrons symbolized by dots. (p. 44) 

(skeletal structure, stick figure) A shorthand structural formula with bonds represented by lines. 
Carbon atoms are implied wherever two lines meet or a line begins or bends. Atoms other than 
C and H are drawn in, but hydrogen atoms are not shown unless they are on an atom that is 
drawn. Each carbon atom is assumed to have enough hydrogens to give it four bonds. (p. 60) 
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lone pair 
molecular formula 


molecular orbital (MO) 


node 
nodal plane 
nonbonding electrons 


octet rule 


orbital 


organic chemistry 


pi bond (7 bond) 


Ht F* 
H H 


cyclohex-2-en-1-ol 
Lewis structure of cyclohex-2-en-l-ol equivalent line—angle formula 


A pair of nonbonding electrons. (p. 44) 


The number of atoms of each element in one molecule of a compound. The empirical formula 
simply gives the ratios of atoms of the different elements. For example, the molecular formula 
of glucose is CgH720¢. Its empirical formula is CH2O. Neither the molecular formula nor the 
empirical formula gives structural information. (p. 62) 

An orbital formed by the overlap of atomic orbitals on different atoms. MOs can be either bond- 
ing or antibonding, but only the bonding MOs are filled in most stable molecules. (pp. 65-68) 

A bonding molecular orbital places a large amount of electron density in the bonding region 
between the nuclei. The energy of an electron in a bonding MO is lower than it is in an 
atomic orbital. 

An antibonding molecular orbital places most of the electron density outside the bonding region. 
The energy of an electron in an antibonding MO is higher than it is in an atomic orbital. 

In an orbital, a region of space with zero electron density. (p. 40) 

In an orbital, a flat (planar) region of space with zero electron density. (p. 40) 


Valence electrons that are not used for bonding. A pair of nonbonding electrons is often called a 
lone pair. (p. 44) 
Atoms generally form bonding arrangements that give them filled shells of electrons (noble-gas con- 
figurations). For the second-row elements, this configuration has eight valence electrons. (p. 43) 
An allowed energy state for an electron bound to a nucleus; the probability function that defines 
the distribution of electron density in space. The Pauli exclusion principle states that up to two 
electrons can occupy each orbital if their spins are paired. (p. 39) 

New definition: The chemistry of carbon compounds. Old definition: The study of compounds 
derived from living organisms and their natural products. (p. 37) 

A bond formed by sideways overlap of two p orbitals. A pi bond has its electron density in two 
lobes, one above and one below the line joining the nuclei. (p. 68) 


Hy, “aw 


te, 


o bond framework Tt bond ethylene 
(viewed from above the plane) (viewed from alongside the plane) 


polar covalent bond 


resonance hybrid 


sigma bond (c bond) 


A covalent bond in which electrons are shared unequally. A bond with equal sharing of electrons 
is called a nonpolar covalent bond. (p. 46) 


A molecule or ion for which two or more valid Lewis structures can be drawn, differing only in 
the placement of the valence electrons. These Lewis structures are called resonance forms or 
resonance structures. Individual resonance forms do not exist, but we can estimate their rela- 
tive energies. The more important (lower-energy) structures are called major contributors, and 
the less important (higher-energy) structures are called minor contributors. When a charge is 
spread over two or more atoms by resonance, it is said to be delocalized and the molecule is 
said to be resonance stabilized. (pp. 50-51) 


A bond with most of its electron density centered along the line joining the nuclei; a cylindrically 
symmetrical bond. Single bonds are normally sigma bonds. (p. 65) 
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stereochemistry The study of the structure and chemistry of stereoisomers. (p. 82) 
stereoisomers Isomers that differ only in how their atoms are oriented in space. (p. 82) 


structural formulas A complete structural formula (such as a Lewis structure) shows all the atoms and bonds in the 
molecule. A condensed structural formula shows each central atom along with the atoms 
bonded to it. A line-angle formula (sometimes called a skeletal structure or stick figure) 
assumes that there is a carbon atom wherever two lines meet or a line begins or ends. See 
Section 1-10 for examples. (pp. 58-61) 

structural isomers (IUPAC term: constitutional isomers) Isomers whose atoms are connected differently; they differ 
in their bonding sequence. (p. 81) 

triple bond A bond containing six electrons between two nuclei. One pair of electrons forms a sigma 
bond, and the other two pairs form two pi bonds at right angles to each other. (p. 77) 


valence The number of bonds an atom usually forms. (p. 45) 
valence electrons Those electrons that are in the outermost shell. (p. 42) 
vitalism The belief that syntheses of organic compounds require the presence of a “vital force.” (p. 37) 


VSEPR theory (valence-shell electron-pair repulsion theory) Bonds and lone pairs around a central atom tend 
to be separated by the largest possible angles: about 180° for two, 120° for three, and 109.5° 
for four. (p. 69) 


wave function (i) The mathematical description of an orbital. The square of the wave function (7) is proportional 
to the electron density. (p. 64) 


Essential Problem-Solving Skills in Chapter 1 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Write the electronic configurations for the elements hydrogen through neon. Explain 
how electronic configurations determine the electronegativities and bonding properties 
of these elements, and how the third row elements (e.g., Si, P, and S) differ from them. Problems 1-26, 27, 28, and 30 


2 Draw all possible structures corresponding to a given molecular formula. Problems 1-34, 35, and 36 


3 Draw and interpret Lewis, condensed, and line—angle structural formulas. Calculate Problems 1-30, 31, 32, 33, 34, 37, 
formal charges. 38, 41, 42, and 45 


4 Predict patterns of covalent and ionic bonding involving C, H, O, N, and the halogens. 
Identify resonance-stabilized structures and compare the relative importance of their Problems 1-26, 29, 36, 40, 41, 42, 


resonance forms. 43, 44, 45, and 46 
Problems 1-26, 41, 42, 43, 44, 45, 
Problem-Solving Strategy: Drawing and Evaluating Resonance Forms 46, 53, and 54 
5 Calculate empirical and molecular formulas from elemental composition. Problems 1-47 and 48 
6 Draw the structure of a single bond, a double bond, and a triple bond. Problems 1-52, 55, 57, and 60 
7 Predict the hybridization and geometry of the atoms in a molecule, and draw a Problems 1-49, 51, 52, 53, 56, 57, 
three-dimensional representation of the molecule. and 60 


8 Draw the resonance forms of a resonance hybrid, and predict its hybridization and 
geometry. Predict which resonance form is the major contributor. Problems 1-43, 44, 52, 53, and 54 


9 Identify constitutional isomers and stereoisomers, and predict which compounds can 
exist as constitutional isomers and as cis-trans (geometric) isomers. Problems 1-49, 56, 58, and 59 
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Study Problems 


It’s easy to fool yourself into thinking you understand organic chemistry when you actually may not. As you read through this book, 


all the facts and ideas may make sense, yet you have not learned to combine and use those facts and ideas. An examination is a painful 
time to learn that you do not really understand the material. 

The best way to learn organic chemistry is to use it. You will certainly need to read and reread all the material in the chapter, but 
this level of understanding is just the beginning. Problems are provided so that you can work with the ideas, applying them to new 
compounds and new reactions that you have never seen before. By working problems, you force yourself to use the material and fill 
in the gaps in your understanding. You also increase your level of self-confidence and your ability to do well on exams. 

Several kinds of problems are included in each chapter. There are problems within the chapters, providing examples and drill 
for the material as it is covered. Work these problems as you read through the chapter to ensure your understanding as you go along. 
Answers to many of these in-chapter problems are found at the back of this book. Study Problems at the end of each chapter give you 
additional experience using the material, and they force you to think in depth about the ideas. Problems with red stars (*) are more 
difficult problems that require extra thought and perhaps some extension of the material presented in the chapter. 

Taking organic chemistry without working the problems is like skydiving without a parachute. Initially there is a breezy sense of 
freedom and daring. But then, there is the inevitable jolt that comes at the end for those who went unprepared. 


1-26 (a) Draw the resonance forms for CO» (bonded O— C—O). 
(b) Draw the resonance forms for ozone (bonded O—-O—O). 
(c) Carbon dioxide has one more resonance form than ozone. Explain why this structure is not possible for ozone. 
1-27 Name the element that corresponds to each electronic configuration. 
(a) 15°2s?2p%3s! (b) 1s72s*2p® (c) 1s?2s?2p! (d)  1572s?2p%35? 
1-28 There is a small portion of the periodic table that you must know to do organic chemistry. Construct this part from 
memory, using the following steps. 
(a) From memory, make a list of the elements in the first two rows of the periodic table, together with their numbers of 
valence electrons. 
(b) Use this list to construct the first two rows of the periodic table. 
(c) Organic compounds often contain sulfur, phosphorus, chlorine, bromine, and iodine. Add these elements to your 
periodic table. 


1-29 For each compound, state whether its bonding is covalent, ionic, or a mixture of covalent and ionic. 
(a) KCl (b) KOH (c) CH3;CH>Li (d) CH;Cl 
(e) KOCH; (f) CH3CO,Na (g) CCl4 

1-30 (a) Both PF; and PFs are stable compounds. Draw Lewis structures for these two compounds. 


(b) NF; is a known compound, but all attempts to synthesize NF; have failed. Draw Lewis structures for NF3 and a 
hypothetical NFs, and explain why NF; is an unlikely structure. 


1-31 Draw a Lewis structure for each species. 
(a) NoHy (b) NoHo (c) (CH3)2NH2C1 (d) CH3CN 
(e) CH3;CHO (f) CH3S(O)CH3 (g) H2SO4 (h) CH3;NCO 
(i) CH3;0SO,0CH; (j) CH3C(NH)CH3 (k) (CH3)3CNO 

1-32. Draw a Lewis structure for each compound. Include all nonbonding pairs of electrons. 
(a) CH3;COCH,CHCHCOOH (b) NCCH,COCH,CHO 
(c) CH,CHCH(OH)CH,CO,H (d) CH ,CHC(CH3)CHCOOCH3; 


1-33. = Draw a line—angle formula for each compound in Problem 1-32. 
1-34 Draw Lewis structures for 


(a) two compounds of formula C4Hjo (b) two compounds of formula CzH¢gO 

(c) two compounds of formula CzH7N (d) three compounds of formula C,H;NO 

(e) three compounds of formula C3HgO> (f) three compounds of formula C,;H,O 
1-35 Draw acomplete structural formula and a condensed structural formula for 

(a) three compounds of formula C;HgO (b) five compounds of formula C3;H¢O 


1-36 Some of the following molecular formulas correspond to stable compounds. When possible, draw a stable structure for 
each formula. 


CH) CH; CHy CHs 
C2Ho C2H3 CyH4 CoHs CoHe CyH7 
C3H3 C3Hy4 C3Hs C3H6 C3H7 C3Hg C3H9 
Propose a general rule for the numbers of hydrogen atoms in stable hydrocarbons. 


1-37 


1-38 
1-39 


1-40 


1-41 


Study Problems 


Draw complete Lewis structures, including lone pairs, for the following compounds. 


H 
(a) on (b) —-N © 9 iy © OH 
LY Ss 
phenol pyrrole dioxane 
O 


(e) (f) OHC (g) | (h) 
() H,N— C— ° CH; 
H 


Give the molecular formula of each compound shown in Problem 1-37. 
1. From what you remember of electronegativities, show the direction of the dipole moments of the following bonds. 
2. In each case, predict whether the dipole moment is relatively large (electronegativity difference >0.5) or small. 
(a) C—Cl (b) C—H (c) C—Li (d) C—N (e) C—O 
(f) C—B (g) C—Mg (h) N—H (i) O—H Gj) C—Br 
For each of the following structures, 
1. Draw a Lewis structure; fill in any nonbonding electrons. 
2. Calculate the formal charge on each atom other than hydrogen. 


(a) CH3NO (b) (CH3)3NO (c) [N3] | 
(nitrosomethane) (trimethylamine oxide) (azide ion) 
(d) [(CH3)30]” (e) CH3NC (f) (CH3)4NBr 


Determine whether the following pairs of structures are actually different compounds or simply resonance forms of the 


same compounds. 
O O O O 
Ce OmmOe Tel 

+ 

i 
On 2 O O. OH 
“OO OHO 
~ O 
or and 


(a) 


+ 
O 
H3CH,C ae NH, H3CH,C ~< _NH2 
(f) i and ri 


(e) 
NH, NH, 
+ 
+ 
CH; CH 
(g) | and Tl (h) CH,CH,CH=CHCH, and (CH,),C=CHCH, 
co C 
H;CH,C~ SCH HyC~ CH,CH; 
ol i i i 
(i) a a and oo (j) ae ca and a a 
H H H H 
= _ | 
O O _O fe) OH 
() HN—C—O and HN-C= 9 ) and 
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1-42 — Draw the important resonance forms to show the delocalization of charges in the following ions. In each case, indicate the 
major resonance form(s). 


O O (c) r 
|e | : CH, 
(a) CH;—C—CH, (b) H—C—CH=CH—CH, 
(d) (e) ¢ \- (= 
O- + NH 
Cl oe 
(g) + (h) (- ® cH,=cH—CH=CH—CH—CH, 
- O 


” 
(j) CH,—CH=CH— CH= CH— CH,— CH, (k) CH,—CH=CH—O—CH—CH, 


= 


1-43 _In the following sets of resonance forms, label the major and minor contributors and state which structures would be of 
equal energy. Add any missing important resonance forms. 


@ [cH—cCH-—C=N: <> cCH—CH=C=Nr | 


(b) O- ‘a 
: 
CH,—-C=CH—CH—CH, <> CH,-C—CH=CH —CH, 
" + 


i T ii 
CH,—C—CH—C—CH, <> CH,—C=CH—C—CH, 


(a) [CH CH—CH=CH—NO, <> CH,—CH=CH—CH—NO, | 


(e) NH, MH, 
+ 
CH,— CH,— C —NH, <>  CH,—CH,—C=NH, 
+ 
1-44 For each of these ions, draw the important resonance forms and predict which resonance form is likely to be the major 


contributor. 


(a) O CH, (b) O (c) CH, 


(7 a 


1-45 For each pair of ions, determine which ion is more stable. Use resonance forms to explain your answers. 


(a) CH;—CH—CH, of CH;—CH—OCH; (b) CHy—N— CH CHy—CH—CH 
or 
CH3 oe Cc as CH; CH;— C 7. CH3 


(c) CH»>=CH—CH—CH, or CH» =CH— CH,—CH, (@) CH>—CH, or CH,—C=N: 


a a ©. 0 0 
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1-46 —_ Use resonance structures to identify the areas of high and low electron density in the following compounds: 
NH 


Oo 
| | 


| | 
(a) CH;—C—H (b) CH;—C—NH, (c) CH;—C—H (d) CH; —C— OCH, 


(e) O (f) NH (g) CN 
ele cy 

3 2 oO NH, 

(h) 2 O (i) yO (j) 1 

O — Cc 


CH3;0 

1-47 Compound X, isolated from lanolin (sheep’s wool fat), has the pungent aroma of dirty sweatsocks. A careful analysis 
showed that compound X contains 62.0% carbon and 10.4% hydrogen. No nitrogen or halogen was found. 
(a) Compute an empirical formula for compound X. 
(b) A molecular weight determination showed that compound X has a molecular weight of approximately 117. Find the 

molecular formula of compound X. 
(c) Many possible structures have this molecular formula. Draw complete structural formulas for four of them. 
*1-48 ~~ In 1934, Edward A. Doisy of Washington University extracted 3000 Ib of hog ovaries to isolate a few milligrams of pure 

estradiol, a potent female hormone. Doisy burned 5.00 mg of this precious sample in oxygen and found that 14.54 mg of 
CO, and 3.97 mg of H2O were generated. 
(a) Determine the empirical formula of estradiol. 
(b) The molecular weight of estradiol was later determined to be 272. Determine the molecular formula of estradiol. 

1-49 If the carbon atom in CH,CIBr were flat, there would be two stereoisomers. The carbon atom in CH>CIBr is actually 
tetrahedral. Make a model of this compound, and determine whether there are any stereoisomers of CH»CIBr. 


H H 


“SH 


| | 
las (a ial as 
Br H 


1-50 Cyclopropene (C3Hy, a three-membered ring) is more reactive than most other cycloalkenes. 
(a) Draw a Lewis structure for cyclopropene. 
(b) Compare the bond angles of the carbon atoms in cyclopropene with those in an acyclic (noncyclic) alkene. 
(c) Suggest why cyclopropene is so reactive. 
1-51 For each of the following compounds, 
1. Give the hybridization and approximate bond angles around each atom except hydrogen. 
2. Draw a three-dimensional diagram, including any lone pairs of electrons. 
(a) H,0* (b) “OH (c) CH,CHCN  (d) (CH;)3N (e) [CH;NH]* 
(f) CH;COOH (g) CH;CHNH  (h) CH;0H (i) CH,O 
1-52 For each of the following compounds and ions, 
1. Draw a Lewis structure. 
2. Show the kinds of orbitals that overlap to form each bond. 
3. Give approximate bond angles around each atom except hydrogen. 
(a) [NH)]" (b) [CH,OH]* (c) CH,=N—CH; 
(d) CH; — CH=CH, (e) HC=C—CHO (f) H,N—CH,— CN 
O 


| O 
i) Ch c— on (h) 7 i 8 


1-53 In most amines, the nitrogen atom is sp* hybridized, with a pyramidal structure and bond angles close to 109°. In urea, 
both nitrogen atoms are found to be planar, with bond angles close to 120°. Explain this surprising finding. (Hint: Consider 
resonance forms and the overlap needed in them.) 
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1-54 Predict the hybridization and geometry of the carbon and nitrogen atoms in the following molecules and ions. (Hint: 
Resonance.) 


O 
| - 7 
(a): Cio — CH, (b) H)N—CH=CH—CH, (.) CH, —C=N 
(d) — © +X () +—o 
| \ 
N = N sg 
(g) O (h) O (i) O 
Pe / ( 
| | 
H H 
1-55 — Draw orbital pictures of the pi bonding in the following compounds: 
(a) CH;COCH; (b) HCN (c) CH,—CH— CHCHCN 
(d) CH;C==CCHO (e) CH;CH=C—CHCH; (f) CH;—CH=N—CH=C=O 


1-56 (a) Draw the structure of cis- CH; —CH=CH— CH,CH; showing the pi bond with its proper geometry. 
(b) Circle the six coplanar atoms in this compound. 
(c) Draw the trans isomer, and circle the coplanar atoms. Are there still six? 
(d) Circle the coplanar atoms in the following structure: 


CY 


1-57 —— In pent-2-yne (CH;CCCH,CHs), there are four atoms in a straight line. Use dashed lines and wedges to draw a 
three-dimensional representation of this molecule, and circle the four atoms that are in a straight line. 


1-58 = Which of the following compounds show cis-trans isomerism? Draw the cis and trans isomers of the ones that do. 


(a) CH;CH,CH=CHCH; (b) HC=CH (c) (CH3),C =CHCH; 
(d) (e) CH,CH,CH = CCH, (f) CH,CH,CH=N 
cyclopropene, , | 
CH,CH, H 
1-59 Give the relationships between the following pairs of structures. The possible relationships are as follows: same 
compound, cis-trans isomers, constitutional (structural) isomers, and not isomers (different molecular formula). 
(a) CH;CHCHCH; and (CH3)3;CH (b) CH,CCICH; and CH,CHCH,C1 
(c) H CH,CH; H CH, (d) H H H CH, 
a and = = and = 
H3CH,C CH, H3CH,C CH,CH,; H3CH,C CH; H3CH,C H 
(e) H CH, HC CH, (f) H CH,CH; H,C CH; 
—_ | — = and = 
H,CH,C CH, H,CH,C H H3C CH; H;CH,C H 


and 
(g) (h) 
and 
O O 


*1-60 = Dimethyl] sulfoxide (DMSO) has been used as an anti-inflammatory rub for race horses. DMSO and acetone appear 
to have similar structures, but the C—O carbon atom in acetone is planar, while the SO sulfur atom in DMSO is 
pyramidal. Draw Lewis structures for DMSO and acetone, predict the hybridizations, and explain these observations. 

I I 
CH,—S—CH, CH,—C—CH, 
DMSO acetone 


Acids and Bases; Functional Groups 


HO OH 
citric acid ascorbic acid 


Chemists categorize organic compounds into families based on characteristic groups 
of atoms called functional groups. These functional groups determine the properties 
of their parent compounds, and they serve as acidic or basic sites within the molecules. 
The acidic and basic properties of organic compounds are crucial to understanding 
their stability and reactivity. Most organic compounds can react as both acids in a basic 
environment and bases in an acidic environment. Nearly all the substances around you 
and inside you are acids and bases—from the food you eat to the products you use to 
clean up afterward. 


Goals for Chapter 2 


1 Identify the molecular features 
that cause compounds to be 
polar and to engage in hydrogen 
bonding. 


2 Predict general trends in physical 
properties such as boiling points 
and solubilities. 


3 Identify acids, bases, 
electrophiles, and nucleophiles. 
Compare their strengths and predict 
their reactions based on structure 
and bonding, as well as K, and pK, 
values. 


4 Identify the nucleophiles and 
electrophiles in Lewis acid-base 
reactions and use curved arrows to 
show the flow of electrons. 


5 Identify the general classes of 
organic compounds. 


Citric acid and ascorbic acid (vitamin C) 
are two water-soluble organic acids 
found in citrus fruits. Citric acid plays a 
central role in metabolism, and ascorbic 
acid is needed for growth and repair of 
collagen, a structural protein in connec- 
tive tissue. Unlike most animals, humans 
cannot synthesize their own ascorbic 
acid. Ascorbic acid deficiency causes 
scurvy, with debilitating and often deadly 
symptoms resulting from damage to con- 
nective tissues. 
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Acids and Bases; Functional Groups 


In this chapter, we expand the ideas from Chapter | to consider more about the 
distribution of electrons in molecules and how these electron distributions affect 
the molecular properties. Ultimately, electron distributions cause the compounds to 
react as acids and bases. We cover the acid—base reactions of organic compounds 
and show that many reactions involve the transfer of protons. However, many acid— 
base reactions do not involve protons at all, but depend on changes in electron 
distribution. Then we go on to discuss the families of organic compounds, showing 
how the characteristic functional groups in each class determine the electron distri- 
bution in the molecules and their reactivity. We will refer to the relative acidity or 
basicity of molecules throughout this course and show how these concepts affect 
organic reactions. 


2-1 Polarity of Bonds and Molecules 


In Section 1-6, we reviewed the concept of polar covalent bonds between atoms with 
different electronegativities. Now we are ready to combine this concept with molecular 
geometry to study the polarity of entire molecules. 


2-1A Bond Dipole Moments 


Bond polarities can range from nonpolar covalent, through polar covalent, to totally 
ionic. In the following examples, ethane has a nonpolar covalent C—C bond. 
Methylamine, methanol, and chloromethane have increasingly polar (C —N, C—O, 
and C— Cl) covalent bonds. Methylammonium chloride (CH3NH;° CI) has an ionic 
bond between the methylammonium ion and the chloride ion. 


+> > + + 
H,C—CH, H,C—NH, H,C—OH H,C—Cl H,CNH, Cl- 
ethane methylamine methanol chloromethane methylammonium 
chloride 
nonpolar increa ionic 


The polarity of an individual bond is measured as its bond dipole moment, j1, defined as 
mw=dXd 


where 6 is the amount of charge at either end of the dipole and d is the distance between 
the charges. 

Dipole moments are expressed in units of the debye (D), where | debye = 
3.34 X 10 °° coulomb-meter. If a proton and an electron (charge 1.60 X 10 
coulomb) were 1 A apart (distance io meter), the dipole moment would be 


p= (1.60 X 10 !? coulomb) X (10 !° meter) = 1.60 X 10°? coulomb-meter 
Expressed in debyes, 
1.60 x 10°°C-m 


M334 x 1029C-m/D 
A simple rule of thumb, using common units, is that 


= 48D 


p (in debyes) = 4.8 X 6 (electron charge) X d (in angstroms) 


Dipole moments are measured experimentally, and they can be used to calculate other 
information such as bond lengths and charge separations. 

Bond dipole moments in organic compounds range from zero in symmetrical bonds 
to about 3.6 D for the strongly polar C=N: triple bond. Table 2-1 shows typical dipole 
moments for some of the bonds common in organic molecules. Recall that the positive 
end of the crossed arrow corresponds to the less electronegative (partial positive charge) 
end of the dipole. 


2-1 


TABLE 2-1 Bond Dipole Moments (Debye) for Some Common Covalent Bonds 


Bond Dipole Moment, yw Bond Dipole Moment, yu 
+> +> 

C—N 0.22 D H—C 0.3 D 
+> +> 

C—O 0.86 D H—N 1.31D 
+> +> 

C—F 1.51D H—O 153'D 
+> +> 

C—Cl 1.56D C=O 2.4D 
+> +> 

C— Br 1.48 D C=N 3.6D 
+ > 

C—I 1.29D 


SOLVED PROBLEM 2-1 


Calculate the amount of charge separation for a typical C— O single bond, with a bond length 
of 1.43 A and a dipole moment of 0.86 D. 


SOLUTION 


The bond is polarized with a partial negative charge on oxygen and an equal amount of 
positive charge on carbon. 


+— pL = 0.86 D 
\ ot ar 
wf 143 A O 


Using the formula for the dipole moment, we have 
0.86 D=4.8X 5X 1.43A 
6=0.125e 


The amount 6 of charge separation is about 0.125 electronic charge, so the carbon atom has 
about an eighth of a positive charge, and the oxygen atom has about an eighth of a negative 
charge. 


PROBLEM 2-1 


The C=O double bond has a dipole moment of about 2.4 D and a bond length of 

about 1.23 A. 

(a) Calculate the amount of charge separation in this bond. 

(b) Use this information to evaluate the relative importance of the following two resonance 
contributors: 


“O° 
| | 
C G 
woo rae 
ROR R oR 


(R is a general symbol for a carbon-containing group.) 


2-1B Molecular Dipole Moments 


A molecular dipole moment is the dipole moment of the molecule taken as a whole. 
It is a good indicator of a molecule’s overall polarity. Molecular dipole moments can 
be measured directly, in contrast to bond dipole moments, which must be estimated by 
comparing various compounds. The value of the molecular dipole moment is equal to 


Polarity of Bonds and Molecules 
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the vector sum of the individual bond dipole moments. This vector sum reflects both 
the magnitude and the direction of each individual bond dipole moment. 

For example, formaldehyde has one strongly polar C=O bond, and carbon dioxide 
has two. We might expect CO, to have the larger dipole moment, but its dipole moment 
is actually zero. The symmetry of the carbon dioxide molecule explains this surprising 
result. The structures of formaldehyde and carbon dioxide are shown here, together with 
their electrostatic potential maps. These electrostatic potential maps show the directions 
of the bond dipole moments, with red at the negative ends and blue at the positive ends 
of the dipoles. In carbon dioxide, the bond dipole moments are oriented in opposite 
directions, so they cancel each other. 


ae —— >, —r 1 
=c=0. 0=C=0 
e/ : 
H 
+—>. 
=23.D H=0 
formaldehyde EPM formaldehyde carbon dioxide carbon dioxide EPM 


Figure 2-1 shows some examples of molecular dipole moments. Notice that the 
dipole moment of C—H bonds is small, so we often treat C—H bonds as nearly 
nonpolar. Also note that the tetrahedral symmetry of CCl, positions the four C— Cl 
dipole moments in directions so that they cancel. A partial canceling of the bond dipole 
moments explains why CHCl, with three C — Cl bonds, has a smaller molecular dipole 
moment than CH3Cl, with only one. 

Lone pairs of electrons contribute to the dipole moments of bonds and molecules. 
Each lone pair corresponds to a charge separation, with the nucleus having a partial 
positive charge balanced by the negative charge of the lone pair. Figure 2-2 shows four 
molecules with lone pairs and large dipole moments. Notice how the lone pairs contrib- 
ute to the large dipole moments, especially in the C—O and C=N bonds. Also notice 
the red areas in the electrostatic potential maps, indicating high negative potential in 
the electron-rich regions of the lone pairs. 


FIGURE 2-1 


moments. A molecular dipole moment 
is the vector sum of the individual bond 


Molecular dipole 


dipole moments. 


*) e .. © 


Q } / 
e ¢@ 


ES Ps 
A yc 4c! _ ‘i x" 
ecPa uics, catch C 
HY + SC WCl Yr 
H Cl Cl H Br 
oo += +—__= 
w=1.9D u=1.0D u=0 w=1.9D 
chloromethane chloroform carbon tetrachloride cis-1,2-dibromoethene 


2-1 


+— +> 
CH;—C=N@Qp 
+> 
w=15D w=19D w=2.9D w=3.9D 
ammonia water acetone acetonitrile 
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FIGURE 2-2 Effects of lone pairs on 
dipole moments. Lone pairs can make 
large contributions to molecular dipole 
moments. 


PROBLEM 2-2 


The N—F bond is more polar than the N—H bond, but NF; has a smaller dipole moment 
than NH3. Explain this curious result. 
NH; NF; 
w=15D w=0.2D 


PROBLEM 2-3 (PARTIALLY SOLVED) 


For each of the following compounds: 

1. Draw the Lewis structure. 

2. Show how the bond dipole moments (and those of any nonbonding pairs of electrons) 
contribute to the molecular dipole moment. 

3. Estimate whether the compound will have a large, small, or zero dipole moment. 
(a) NH,* (b) O; 


(a) NH," has four polar N—H bonds. These bonds are probably more polarized than 
a typical N—H bond, because the N in NH," bears a formal positive charge. 
Nevertheless, these four polar bonds have a symmetric tetrahedral arrangement so they 
cancel each other. 


dipoles cancel 
T| net dipole p= 0 
yy 


(b) Ozone (O3) is an sp hybrid structure, with a lone pair on the central oxygen atom. 
Therefore, O3 must be bent. The resonance structures imply partial negative charges 
on the outer oxygens and a partial positive charge on the central oxygen. The lone pair 
on the central oxygen cancels part, but not all, of the vector sum of the two 
O— O dipoles. The resulting net dipole is relatively small. 


(continued) 
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ly — a] O20. 


A er 
O: (0. O: i a. small net 
resonance forms of ozone 6 0 dipole (0.52 D) 
(c) CH>Cl> (d) CH3F (e) CF, 
(f) CH;0H (g) HCN (h) CH;CHO 
(i) H,C—NH (j) (CH3)3N (k) CH, =CHCI 


(1) BF; (m) BeCly 


Zz 
PROBLEM 2-4 


Two isomers of 1,2-dichloroethene are known. One has a dipole moment of 2.4 D; the 
other has zero dipole moment. Draw the two isomers, and explain why one has zero dipole 
moment. 
CHC|=CHC1 
1,2-dichloroethene 


2-2 Intermolecular Forces 


When two molecules approach, they attract or repel each other. This interaction can be 
described fairly simply in the case of atoms (such as the noble gases) or simple molecules 
such as H and Clb. In general, the forces are attractive until the molecules come so close 
that they infringe on each other’s van der Waals radius. When this happens, the small 
attractive force quickly becomes a large repulsive force, and the molecules “bounce” off 
each other. With complicated organic molecules, these attractive and repulsive forces are 
more difficult to predict. We can still describe the nature of the forces, however, and we 
can show how they affect the physical properties of organic compounds. 

Attractions between molecules are particularly important in solids and liquids. 
In these “condensed” phases, the molecules are continuously in contact with each 
other. The melting points, boiling points, and solubilities of organic compounds 
show the effects of these forces. Boiling points roughly indicate the strength of 
intermolecular forces, because those forces must be overcome to boil the com- 
pound. Three major kinds of attractive forces cause molecules to associate into 
solids and liquids: 


1. the dipole-dipole forces of polar molecules; 
2. the London dispersion forces that affect all molecules; and 
3. the “hydrogen bonds” that link molecules having —-OH or —NH groups. 


2-2A Dipole—Dipole Forces 


Most molecules have permanent dipole moments as a result of their polar bonds. 
Each molecular dipole moment has a positive end and a negative end. The most stable 
arrangement has the positive end of one dipole close to the negative end of another. 
When two negative ends or two positive ends approach each other, they repel, but 
they may turn and orient themselves in the more stable positive-to-negative arrange- 
ment. Dipole—dipole forces, therefore, are generally attractive intermolecular forces 
resulting from the attraction of the positive and negative ends of the dipole moments 
of polar molecules. Figure 2-3 shows the attractive and repulsive orientations of polar 
molecules, using chloromethane as the example. 

Polar molecules are mostly oriented in the lower-energy positive-to-negative 
arrangement, and the net force is attractive. This attraction must be overcome when 
the liquid vaporizes, resulting in larger heats of vaporization and higher boiling points 
for strongly polar compounds. 


attraction (common) 


symbolized by 


repulsion (uncommon) 
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FIGURE 2-3 Dipole—dipole 
interactions. Dipole—dipole interactions 
result from the approach of two polar 
molecules. If their positive and negative 
ends approach, the interaction is 
attractive. If two negative ends or two 
positive ends approach, the interaction 
is repulsive. In a liquid or a solid, the 
molecules orient mostly with their 
positive and negative ends together, 
and the net force is attractive. 


2-2B The London Dispersion Force 


Carbon tetrachloride (CCl4) has a zero dipole moment, yet its boiling point is higher 


than that of chloroform (4 = 1.0 D). Clearly, there must be some kind of force other 
than dipole-dipole forces holding the molecules of carbon tetrachloride together. 


Cl Cl 
& Sy 
aod go 
ci'4 ci'/ 
Cl Cl 
<——_+ 
u=0 “w= 10D 


carbon tetrachloride, bp = 77 °C chloroform, bp = 62 °C 

In nonpolar molecules such as carbon tetrachloride, the principal attractive force is 
the London dispersion force, one of the van der Waals forces (Figure 2-4). The London 
force arises from temporary dipole moments that are induced in a molecule by other 
nearby molecules. Even though carbon tetrachloride has no permanent dipole moment, 
the electrons are not always evenly distributed. A small temporary dipole moment is 
induced when one molecule approaches another molecule in which the electrons are 
slightly displaced from a symmetrical arrangement. The electrons in the approaching 
molecule are displaced slightly so that an attractive dipole-dipole interaction results. 

These temporary dipoles last only a fraction of a second, and they constantly 
change; yet they are correlated so that their net force is attractive. This attractive force 
depends on close surface contact of two molecules, so it is roughly proportional to the 
molecular surface area. Carbon tetrachloride has a larger surface area than chloroform 
(a chlorine atom is much larger than a hydrogen atom), so the intermolecular London 
dispersion attractions between carbon tetrachloride molecules are stronger than they 
are between chloroform molecules. 

We can see the effects of London forces in the boiling points of simple hydro- 
carbons. If we compare the boiling points of several isomers, the isomers with larger 
surface areas (and greater potential for London force attraction) have higher boiling 
points. The boiling points of three C;H;2 isomers are given here. The long-chain isomer 
(n-pentane) has the greatest surface area and the highest boiling point. As the amount 
of chain branching increases, the molecule becomes more spherical and its surface area 
decreases. The most highly branched isomer (neopentane) has the smallest surface area 
and the lowest boiling point. 


A gecko easily climbs a polished glass 
window, even though the glass has no 
crevices. A gecko’s toe has thousands 
of tiny hairs, with each hair split into 
hundreds of tiny tips. Each tiny hair 
tip is attracted to the surface by van 
der Waals forces. Millions of hair tips 
provide a large surface area, so these 
weak intermolecular attractions easily 
support the gecko’'s weight. 
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(a) 


i 
CH,—CH,—CH,—CH,—CH, | CH,—CH—CH,—CH, CH,— os 
CH, 
n-pentane, bp = 36 °C isopentane, bp = 28 °C neopentane, bp = 10 °C 
larger surface area smaller surface area 
higher boiling point lower boiling point 


(b) 


FIGURE 2-4 London dispersion 
forces between nonpolar molecules. 
London dispersion forces result from 
the attraction of correlated temporary 
dipoles. 


random temporary dipoles when separated 


correlated temporary dipoles when in contact 


Application: Hydrogen Bonding 


When we wash clothes, water molecules 
insert themselves between the cellulose 
molecules and make them slide over 
each other, causing wrinkles. When 

we iron them, the combination of heat 
and moisture from the clothing iron 
breaks the hydrogen bonds and allows 
the cellulose molecules to lie parallel to 
one another, thereby smoothening the 
wrinkles in our clothes. 


2-2C Hydrogen Bonding 


A hydrogen bond is not a true bond but a particularly strong dipole-dipole attrac- 
tion. A hydrogen atom can participate in hydrogen bonding if it is bonded to oxygen, 
nitrogen, or fluorine. Organic compounds do not contain H —F bonds, so we consider 
only N—H and O—H hydrogens to be hydrogen bonded (Figure 2-5). 

The O— H and N—H bonds are strongly polarized, leaving the hydrogen atom with 
a partial positive charge. This electrophilic hydrogen has a strong affinity for nonbonding 
electrons, and it forms intermolecular attachments with the nonbonding electrons on 
oxygen or nitrogen atoms. 

Hydrogen bonding is a strong form of intermolecular attraction, yet it is much 
weaker than a normal C—H, N—H, or O—H covalent bond. Breaking a hydrogen 
bond requires about 20/kJ mol (5 kcal/mol), compared with about 400 kJ/mol (about 
100 kcal /mol) required to break a C—H, N—H, or O—H bond. 

Hydrogen bonding has a large effect on the physical properties of organic com- 
pounds, as shown by the boiling points of ethanol (ethyl alcohol) and dimethy] ether, 
two isomers of molecular formula C,H¢O: 


CH3— CH,— OH CH3— O —CHs3 
ethanol, bp 78 °C dimethyl! ether, bp —25 °C 


These two isomers have the same size and the same molecular weight. Alcohols 
such as ethanol have O —H hydrogens, however, so they are extensively hydro- 
gen bonded. Dimethyl! ether has no O—H hydrogen, so it cannot form hydrogen 


bonds. As a result of its hydrogen bonding, ethanol has a boiling point more than 
100 °C higher than that of dimethyl ether. Both ethanol and dimethyl! ether can 
form hydrogen bonds with the —OH groups of water, however, so both of them 
are soluble in water. 

The effect of N — H hydrogen bonding on boiling points can be seen in the isomers 
of formula C3HoN shown below. Trimethylamine has no N—H hydrogens, so it is not 
hydrogen bonded. Ethylmethylamine has one N— H hydrogen atom, and the resulting 
hydrogen bonding raises its boiling point about 34 °C above that of trimethylamine. 
Propylamine, with two N—H hydrogens, is more extensively hydrogen bonded and 
has the highest boiling point of these three isomers. 


Ba Nw CH; 7 4 a H 

CH, CH, CH,CH, CH, CH,CH,CH, H 

trimethylamine, bp 3.5 °C ethylmethylamine, bp 37 °C propylamine, bp 49 °C 

no hydrogen bonding one N—-H bond two N-H bonds 
lower bp middle bp higher bp 
C\/ s H H 

O see hydrogen H 
fo J bonds | 

CH, CH; 0 H—N<_:) 


KD om 
N 


~ ™ 
CH; H 
5* im ot es ae 
methanol, H—Q—CH, methylamine, H—N et 
4-3 i> “CH, 
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Application: Energy Conversion 


The joule is the SI unit for energy, cor- 
responding to the energy of a mass of 1 
kg moving at 1 meter per second. The 
calorie is the cgs unit for energy, corre- 
sponding to the energy required to raise 
the temperature of 1 gram of water from 
14.5 °C to 15.5 °C. Both units are widely 
used. They are related by 1 cal = 4.184 J, 
or 1 kcal = 4.184 kJ. 


FIGURE 2-5 Hydrogen bonding. 
Hydrogen bonding is a strong 
attraction between an electrophilic 
O—H or NH hydrogen atom and a 
pair of nonbonding electrons. 


Alcohols form stronger hydrogen bonds than amines because oxygen is more 
electronegative than nitrogen. Thus, the O—H bond is more strongly polarized 
than the N—H bond. This effect is seen in the boiling points of the preceding 
isomers, with more than 100 °C difference in the boiling points of ethanol and 
dimethyl ether, compared with a 34 °C difference for ethylmethylamine and 
trimethylamine. 


PROBLEM 2-5 


Draw the hydrogen bonding that takes place between 

(a) two molecules of ethanol. 

(b) two molecules of propylamine. 

(c) a molecule of dimethyl ether and two molecules of water. 
(d) two molecules of trimethylamine and a molecule of water. 
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FOCUS Predicting Relative Boiling Points 


Boiling is the physical separation of individual molecules from the liquid phase to the vapor phase. In order for a liquid to boil, all 
intermolecular forces need to be overcome. We group these forces into three categories for organic molecules. 


The London dispersion force 
affects all atoms and molecules, and 
depends on the surface area of the 


molecule that contacts its neighbors. 


Larger molecules have greater 
intermolecular contact, so there is a 
rough correlation of higher boiling 
point with increasing molecular 
weight. In contrast, increasing 
branching decreases the surface 


area and decreases the boiling point. 


H3C Ke CH3 
CH3CH2CH2CH2CH2CH3 CH3CH2zCH2zCH2CH2CH2CH2CH3 Hea Cy. C 7CH3 


° c~ 
octane, bp = 126 °C 
molecular weight = 114 g/mol H3C CH3 


2,2,3,3-tetramethylbutane, bp = 106 °C 
molecular weight = 114 g/mol 


hexane, bp = 69 °C 
molecular weight = 86 g/mol 


ee 


increased molecular weight = increased bp 


increased branching => decreased bp 


Dipole-dipole force occurs in molecules with electronegative 
atoms that have a permanent dipole. The stronger the dipole, 


the higher the boiling point. 


propene, bp = -48 °C (gas) acetaldehyde, bp = 20 °C 


Se 


larger molecular dipole — increased bp 


Hydrogen bonding is a special case of dipole-dipole force in which the molecule has an O—H or N—H group. In addition to the 
dipole-dipole force, the H on the O or N of one molecule forms a strong attraction, a hydrogen bond, to the O or N of another 
molecule. This makes it the strongest of the three intermolecular forces. Two generalizations apply: 


¢ Molecules with OH groups have stronger 
hydrogen bonds, and therefore higher boiling 
points, than similar compounds with NH groups. 


¢ The more hydrogen-bonding 
groups a molecule has, the higher 
its boiling point. The following 
examples all have approximately 
the same molecular weight and 
degree of branching. 


H>N OS NH) 
ethylenediamine 
bp = 116°C 


The O—H bond is more polarized 
than the N—H bond because O is 
more electronegative than N. 


OH 
3 oa a 
ethylene glycol 
bp = 197 °C 


a oS ee EO Oe HOT ~~ ~OH 
OH 


3-methylpentane 
bp = 63 °C 


2-methylbutan-1-ol 
bp 235 


2-methylpropane- 1 ,3-diol 
bp = 221 °C 


glycerol 
bp = 290 °C 


SOLVED PROBLEM 2-2 


Rank the following compounds in order of increasing boiling points. Explain the reasons for 
your chosen order. 


ite OH 
CH,— t —CH, ee —~ 
CH, 
neopentane 2-methylbutan-2-ol 2,3-dimethylbutane 
pentan-1-ol hexane 
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SOLUTION 

To predict relative boiling points, we should look for differences in (1) hydrogen bonding, 
(2) molecular weight and surface area, and (3) dipole moments. Except for neopentane, 
these compounds have similar molecular weights. The two alcohols (-o/ suffix) engage in 
hydrogen bonding, so they should be the highest-boiling compounds. Unbranched pentan- 
1-ol should boil at a higher temperature than branched 2-methylbutan-2-ol, which has less 
surface area for van der Waals forces. 

Among the other compounds, neopentane has the smallest molecular weight, and it is a 
compact spherical structure that minimizes van der Waals attractions. Neopentane should be 
the lowest-boiling compound. 

Comparing the last two compounds, 2,3-dimethylbutane is more highly branched (and 
has a smaller surface area) than hexane. Therefore, 2,3-dimethylbutane should have a lower 
boiling point than hexane. We predict the following order: 


neopentane < 2,3-dimethylbutane < hexane < 2-methylbutan-2-ol < pentan-1-ol 


10°C 58 °C 69 °C 102 °C 138 °C 
L The actual boiling points are given here to show that our prediction is correct. 


( PROBLEM 2-6 


For each pair of compounds, circle the compound you expect to have the higher boiling point. 
Explain your reasoning. 

(a) (CH3)3C — C(CH3)3 or (CH3)CH a CH»CH> —o CH(CH3)> 

(b) CH3(CH>)6CH3 or CH3(CH>)5CH,OH 

(c) CH3CH»0OCH»CH3 or CH3CH»CH»CH»,0H 

(d) HOCH, — (CH 2)4— CH20H or (CH3)3CCH(OH)CH3; 

(e) (CH3CH,CH>).NH or (CH3CH))3N 


® <¢ NH or (ona, 


X DS 


2-3 Polarity Effects on Solubilities 


In addition to affecting boiling points and melting points, intermolecular forces deter- 
mine the solubility properties of organic compounds. The general rule is that “like 
dissolves like.” Polar substances dissolve in polar solvents, and nonpolar substances 
dissolve in nonpolar solvents. We discuss the reasons for this rule now, then apply the 
rule in later chapters when we discuss the solubility properties of organic compounds. 

We consider four different cases: (1) a polar solute with a polar solvent, (2) a polar 
solute with a nonpolar solvent, (3) a nonpolar solute with a nonpolar solvent, and (4) 
a nonpolar solute with a polar solvent. We use sodium chloride and water as examples 
of polar solutes and solvents and paraffin “wax” and gasoline as examples of nonpolar 
solutes and solvents. 


Polar Solute in a Polar Solvent (Dissolves) When you think about sodium chloride 
dissolving in water, it seems remarkable that the oppositely charged ions can 
be separated from each other. A great deal of energy is required to separate these 
ions. A polar solvent (such as water) can separate the ions because it solvates them 
(Figure 2-6). If water is the solvent, the solvation process is called hydration. As 
the salt dissolves, water molecules surround each ion, with the appropriate end of 
the water dipole moment next to the ion. The oxygen atoms of the water molecules 
approach the positively charged sodium ions. Water’s hydrogen atoms approach the 
negatively charged chloride ions. 

Because water molecules are strongly polar, a large amount of energy is released 
when the sodium and chloride ions are hydrated. This energy is nearly sufficient to 
overcome the lattice energy of the crystal. The salt dissolves, partly because of strong 


PROBLEM-SOLVING HINT 


To predict relative boiling points, 
look for differences in 


. hydrogen bonding, 

- molecular weight and surface 
area, and 

. dipole moments. 


Application: Biochemistry 


Most vitamins contain charged groups, 
making them water-soluble. As a result, 
they are rapidly eliminated and generally 
nontoxic. Vitamins A and D, however, 
are nonpolar and are stored in the fat tis- 
sue of the body, which is also nonpolar. 
Hence, these two vitamins are potentially 
toxic in large doses. 
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FIGURE 2-6 Polar solute in water (a 
polar solvent). The hydration of sodium 
and chloride ions by water molecules 
overcomes the lattice energy of sodium 
chloride. The salt dissolves. 
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ionic crystal lattice hydrated ions 


(dissolves) 


FIGURE 2-7 Polar solute in a 
nonpolar solvent. The intermolecular 
attractions of polar substances are 
stronger than their attractions for 
nonpolar solvent molecules. Thus, a 
polar substance does not dissolve in a 
nonpolar solvent. 


@ @ @ @ @ @ 

oa @ @ @ @ @ 
@ =~ ©@eO2Oe2 
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strong ionic forces does not dissolve 


Application: Biochemistry 


Hydrogen bonding is essential for the 
structural integrity of many biological 
molecules. For example, the double 
helix structure of DNA is maintained, in 
part, by hydrogen bonds between the 
bases: Adenine (A) pairs with thymine 
(T), joined by two hydrogen bonds, 
and guanine (G) pairs with cytosine (C), 
joined by three hydrogen bonds. In the 
diagram below, the hydrogen bonds are 
represented by lines of red dots. 


solvation by water molecules and partly because of the increase in entropy (randomness 
or freedom of movement) when it dissolves. 


Polar Solute in a Nonpolar Solvent (Does Not Dissolve) If you stir sodium chloride 
with a nonpolar solvent such as turpentine or gasoline, you will find that the salt does 
not dissolve (Figure 2-7). The nonpolar molecules of these solvents do not solvate ions 
very strongly, and they cannot overcome the large lattice energy of the salt crystal. 
This is a case where the attractions of the ions in the solid for each other are much 
greater than their attractions for the solvent. 


Nonpolar Solute in a Nonpolar Solvent (Dissolves) Paraffin “wax” dissolves in gaso- 
line. Both paraffin and gasoline are mixtures of nonpolar hydrocarbons (Figure 2-8). 
The molecules of a nonpolar substance (paraffin) are weakly attracted to each other, 
and these van der Waals attractions are easily overcome by van der Waals attractions 
with the solvent. Although there is little change in energy when the nonpolar substance 
dissolves in a nonpolar solvent, there is a large increase in entropy. 


Nonpolar Solute in a Polar Solvent (Does Not Dissolve) Nonpolar solids such as 
paraffin “wax” and other waxes do not dissolve in a polar solvent such as water. Why 
not? The nonpolar molecules are only weakly attracted to each other, and little energy 
is required to separate them. The problem is that the water molecules are strongly 
attracted to each other by their hydrogen bonding. 

If a nonpolar paraffin molecule were to dissolve, the water molecules around it 
would have to form a cavity. Water molecules at the edge of the cavity have fewer 
available neighbors for hydrogen bonding, resulting in a tighter, more rigid, ice-like 
structure around the cavity. This tighter structure results in an unfavorable decrease 
in entropy (Figure 2-9). Nonpolar substances that do not dissolve in water are called 
hydrophobic (“water-hating’’). 

Figures 2-6 through 2-9 show why the saying “like dissolves like” is generally 
true. Polar substances dissolve in polar solvents, and nonpolar substances dissolve in 
nonpolar solvents. This general rule also applies to the mixing of liquids. For example, 


2-3 Polarity Effects on Solubilities 
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nonpolar solid dissolves 


(weak intermolecular forces) 
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FIGURE 2-8 Nonpolar solute 

in a nonpolar solvent. The weak 
intermolecular attractions of a nonpolar 
substance are overcome by the weak 
attractions for a nonpolar solvent. The 
nonpolar substance dissolves. 


does not dissolve 


nonpolar solid 


FIGURE 2-9 Nonpolar solute in 

a polar solvent (water). Nonpolar 
substances are hydrophobic. They do 
not dissolve in water because of the 
unfavorable entropy effects associated 
with forming a hydrogen-bonded shell 
of water molecules around a nonpolar 
molecule. 


water and gasoline (or oil) do not mix. Gasoline and oil are both hydrophobic, nonpolar 
hydrocarbons, however, and they mix freely with each other. 

Ethanol is a polar molecule, and it is miscible with water; that is, it mixes freely 
with water in all proportions. Polar substances that readily dissolve in water are called 
hydrophilic (“water-loving”). Ethanol has an O—H group that forms hydrogen 
bonds with water molecules. When ethanol dissolves in water (Figure 2-10), it forms 
new ethanol—water hydrogen bonds to replace the water—water and ethanol-ethanol 
hydrogen bonds that are broken: 

In Sections 2-15 through 2-17, we will see many kinds of organic compounds with a 
wide variety of functional groups. As you encounter these new compounds, you should 
look to see whether the molecules are polar or nonpolar and whether they can engage 
in hydrogen bonding. Those that are nonpolar tend to be hydrophobic. Those that are 
strongly polar may be hydrophilic, especially if they can engage in hydrogen bonding. 


Motor oil and water do not mix 
because the nonpolar oil molecules 
cannot displace the strong 
intermolecular attractions between 
water molecules. 


‘0: 
HH” “H 
0) QO O 0 
a 
cn,—cH, + [OC  —=> CH,—CH,—0O<)-"H H 
H H H | 
ethanol water Fi. : 
O 
7 “A 


FIGURE 2-10 Ethanol is hydrophilic because its OH groups form hydrogen bonds with water. 
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FOCUS Hydrogen Bonding and Solubility in Water 


Solubility is a measure of how much of one substance dissolves in another. Solubility in water is a critical 
property in chemistry labs, environmental considerations, and medical applications. 


Hydrocarbons with no polar atoms have very small solubility in water. For example, hexane has a solubility 
of 0.001 g/100 mL H,0. These compounds are called insoluble, although that does not mean the same as 
zero solubility. 


The most important factor determining a compound’s solubility in water is the presence of atoms (O and N) 
that can form hydrogen bonds with water, and the ratio of these atoms to the number of carbons in the 
molecule. As a rough approximation, one O or N forms hydrogen bonds strong enough to allow about four 
carbons to dissolve in water. These trends are shown in the compounds below. 


¢ Increasing the number of hydrogen-bonding groups with the same number of C increases solubility. 


Or? eI 


hexane hexan-1-ol hexane-1,6-diol 


sol. = 0.001 g/100 mL H20 © sol. = 0.59 g/100 mL H,0 sol. = 50 g/100 mL H,0 
or, sol. = insoluble 


ee ee 2 NH> 


hexan-1-amine hexane-1,6-diamine 
sol. = 1.2 g/100 mL H20 sol. = 49 g/100 mL H20 


¢ Increasing the number of carbons while keeping the number of hydrogen-bonding groups constant 
decreases solubility. 


O O O 


o, as 


tetrahydrofuran, C4HgO 2-methyltetrahydrofuran, CsHj pO —_ tetrahydropyran, C5H gO 
sol. = miscible in H2O sol. = 15 g/100 mL H20 sol. = 8 g/100 mL H20 


Although halogen atoms are electronegative, they do not participate in hydrogen bonding in organic 
compounds and do not increase water solubility. 


- 
PROBLEM-SOLVING HINT PROBLEM 2-7 

Hydrogen bonding is the most Circle the member of each pair that is more soluble in water. 
important factor in whether (a) CH3CH,OCH2CH3 or CH3CH2CH2CH2CH3 

a compound is hydrophilic. In (b) CH3;CH,O0CH>CH3 or CH3CH2CH,OH 

general, one hydrogen-bonding (c) CH;CH,NHCH; or CH;CH,CH>CH3 

polar group can carry about four (d) CH;CH,OH or CH;CH,CH,CH,OH 

carbons into water. Most hydrogen- O 

bonding compounds with three or O 

fewer carbons are miscible with I 

water. Multiple hydrogen-bonding (e) C or 

groups in a molecule increase its HCO cu, 


solubility in water. 


2-4 Arrhenius Acids and Bases 


The properties and reactions of acids and bases are central to our study of organic 
chemistry. We need to consider exactly what is meant by the terms acid and base. 
Most people would agree that HySO, is an acid and NaOH is a base. Is BF3 an acid or 
a base? Is ethylene (H»C = CH)) an acid or a base? To answer these questions, we need 
to understand the three different definitions of acids and bases: the Arrhenius definition, 
the Brgnsted—Lowry definition, and the Lewis definition. 

Acidic compounds were first classified on the basis of their sour taste. The Latin 
terms acidus (sour) and acetum (vinegar) gave rise to our modern terms acid and 
acetic acid. Alkaline compounds (bases) were substances that neutralize acids, such 
as limestone and plant ashes (al kalai in Arabic). 

In 1887, Swedish chemist Svante Arrhenius introduced the Arrhenius theory, 
which defines acids as substances that dissociate in water to give hydronium ions. The 
stronger acids, such as sulfuric acid (H2SO4), were assumed to dissociate to a greater 
degree than weaker acids, such as acetic acid (CH3;COOH). 


H,SO, + HO =< 4H,O* + — HSO; 
sulfuric acid hydronium ion 

1 1 
CH—C—OH + HO <= 4H,O* + CH,C—O- 


acetic acid hydronium ion 


According to the Arrhenius definition, bases are substances that dissociate in water 
to give hydroxide ions. Strong bases, such as NaOH, were assumed to dissociate more 
completely than weaker, sparingly soluble bases such as Mg(OH)>. 


NaOH —— Nat + ~-OH 
Mg(OH), > Mg** + 2-OH 


The acidity or basicity of an aqueous (water) solution is measured by the concen- 
tration of H;0°. This value also implies the concentration of OH because these two 
concentrations are related by the water ion-product constant: 


K,, = [H30*][ OH] = 1.00 x 1074 M? (at 25 °C) 
Ina neutral solution, the concentrations of H3O0‘and OH are equal. 
[H;07] = [ OH]= 1.00 X 107 M ina neutral solution 
Acidic and basic solutions are defined by an excess of H30* or OH. 
acidic: [H;0*] > 10°’ M and [OH] < 10°’ M 
basic: [H;0*°] < 10’ M and [ OH] > 107M 


Because these concentrations can span a wide range of values, the acidity or basicity 
of a solution is usually measured on a logarithmic scale. The pH is defined as the 
negative logarithm (base 10) of the H3O* concentration. 


pH = —logio[H30"] 


A neutral solution has a pH of 7, an acidic solution has a pH less than 7, and a basic 
solution has a pH greater than 7. 
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Svante August Arrhenius 
(1859-1927) was a Swedish physi- 
cal chemist who pioneered the 
field of chemical kinetics. He was 
a pioneer in research on atmo- 
spheric carbon dioxide in relation 
to the rising surface temperature 


on Earth, which is now known as 
the Greenhouse Effect. In recog- 
nizing the extraordinary service, 
he rendered to the advancement 
of chemistry by his electrolytic 
theory of dissociation, Arrhenius 
was awarded the Nobel Prize in 
Chemistry (1903). 
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PROBLEM 2-8 


Calculate the pH of the following solutions. 
(a) 5.00 g of HBr in 100 mL of aqueous solution 
(b) 1.50 g of NaOH in 50 mL of aqueous solution 


The Arrhenius definition was an important contribution to understanding many 
acids and bases, but it does not explain why a compound such as ammonia (NH3) 
neutralizes acids, even though it has no hydroxide ion in its molecular formula. In 
the next section, we discuss a more versatile theory of acids and bases that includes 
ammonia and a wider variety of organic acids and bases. 


2-5 Bronsted-Lowry Acids and Bases 


In 1923, Danish chemist Johannes Brg@nsted and English chemist Thomas Lowry 
independently proposed defining acids and bases by following the transfer of protons. 
A Brgnsted—Lowry acid is any species that can donate a proton, and a Brgnsted—Lowry 
base is any species that can accept a proton. These definitions also include all the Arrhenius 
acids and bases because compounds that dissociate to give H3O* are proton donors, and 
compounds that dissociate to give OH are proton acceptors. (Hydroxide ion accepts a 
proton to form H,0.) 

In addition to Arrhenius acids and bases, the Brgnsted—Lowry definition includes 
bases that have no hydroxide ions, yet can accept protons. Consider the following 
examples of acids donating protons to bases. NaOH is a base under either the Arrhenius 
or Brgnsted—Lowry definition. The other three are Brgnsted—Lowry bases but not 
Arrhenius bases, because they have no hydroxide ions. 


HCl + NaOH i? NaCl + H—OH 
proton proton 
donor acceptor 
# 
H,SO, + :NH, =>  HSO; + H—NH, 
proton proton 
donor acceptor 
H 
H CH CH 
Hl + Sco & ao + Hock , 
ms | * 
H H H H 
proton proton 
donor acceptor 
H H H 
Ses is ; ee 4 
HNO, + C=N = NO; + c=i 
a % a * 
H H H H 
proton proton 
donor acceptor 


When a base accepts a proton, it becomes an acid capable of returning that proton. 
When an acid donates its proton, it becomes a base capable of accepting that proton 
back. One of the most important principles of the Brénsted—Lowry definition is this 
concept of conjugate acids and bases. For example, NH4* and NH; are a conjugate 
acid—base pair. NH3 is the base; when it accepts a proton, it is transformed into its con- 
jugate acid, NH,4*. Many compounds (water, for instance) can react as either an acid or 
a base. Here are some additional examples of conjugate acid—base pairs. 
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H,SO, + H,O — HSO, + H,O* 

acid base conjugate conjugate 
base acid 

H,O + ?=NH, <. -OH + NH; 

acid base conjugate conjugate 
base acid 

rf O 

H—C—OH + CH= OF et H=C— OF ar CHO —H 

acid base conjugate conjugate 

base acid 


2-6 Strengths of Acids and Bases 


It seems obvious that the strength of an acid should reflect its tendency to protonate a 
base by donating a proton. Similarly, the strength of a base should reflect its tendency 
to deprotonate an acid by accepting a proton. But we need quantitative values to com- 
pare different acids and bases. For example, if we add both sulfuric acid and acetic acid 
to water, which one will protonate water? If we add water to ammonium sulfate, will 
water act as an acid or a base? The theory of acid strength and base strength allows us 
to answer these questions with confidence. 


2-6A Acid Strength 


The strength of a Bronsted—Lowry acid is expressed as it is in the Arrhenius definition, by the 
extent of its ionization in water. The general reaction of an acid (HA) with water is as follows: 


K, [H,O*][A7] 
—— + - = 2 
HA + 4H,O —2 H,O* + A K, [HA] 


acid base 


conjugate acid—base pair 


K,, is called the acid-dissociation constant, and its value indicates the relative strength 
of the acid. The stronger the acid, the more it dissociates, giving a larger value of K,. 
Acid-dissociation constants vary over a wide range. Strong acids are almost completely 
ionized in water, and their dissociation constants are greater than 1. Most organic acids are 
weak acids, with K, values less than 10“. Many organic compounds are extremely weak 
acids; for example, methane and ethane are essentially with K, values less than io", 

Because they span such a wide range, acid-dissociation constants are often 
expressed on a logarithmic scale. The pK, of an acid is defined just like the pH of a 
solution: as the negative logarithm (base 10) of K,. 


pK, = logo Ka 


PROBLEM-SOLVING HINT 


Students sometimes forget that 
the K, of water (1.8 x 10° '® M) 


SOLVED PROBLEM 2-3 
Calculate K, and pK, for water. 


SOLUTION is different from the ion-product 
The equilibrium that defines K, for water is constant Ky = 1.00 x 107'4 M2. In 
z calculating the K,, you must divide 

H,O + HO —> H,O* + -OH by the concentration of the acid 


acid (HA) solvent conjugate base (A~) (water), which is 55.6 moles per liter 
in pure water. 


(continued) 
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Water serves as both the acid and the solvent in this dissociation. The equilibrium expression is 


_ [H,07}[47] _ [107] 08] 
: [HA] [HO] 
We already know that [H3;0*] [ OH]= Kk, = 1.00 x 107'4 M?, the ion-product constant for water. 
The concentration of HzO in water is simply the number of moles of water in 1 L (about | kg). 
1000 g/L 


———— = 55. 1/L 
18.0 g/mol Pans 


Substitution gives 


_ (30° ][ OH] _ 1.00 x 10°"* 


= 1.8 x 10 !°mM 
[H,O] 55.6 


The logarithm of 1.8 X 10 1° is —15.7, so the pK, of water is 15.7. 


Strong acids generally have pK, values around 0 (or even negative), and weak 
acids, such as most organic acids, have pK, values that are greater than 4. Weaker acids 
have larger pK, values. Table 2-2 lists K, and pK, values for some common inorganic 
and organic compounds. Notice that the pK, values increase as the K, values decrease. 
A much larger table of pK, values appears in Appendix 4. 


r 
PROBLEM-SOLVING HINT PROBLEM 2-9 


In most cases, the pK, of an acid Ammonia appears in Table 2-2 as both an acid and a conjugate base. 

corresponds to the pH where the (a) Explain how ammonia can act as both an acid and a base. Which of these roles does it 

acid is about half dissociated. At a commonly fill in aqueous solutions? 

(b) Show how water can serve as both an acid and a base. 

(c) Calculate K, and pK, for the hydronium ion, H,0°. 

(d) Show how methanol (CH3OH) can serve as both an acid and a base. Write an equation 
for the reaction of methanol with sulfuric acid. 


lower (more acidic) pH, the acid is 
mostly undissociated; at a higher 
(more basic) pH, the acid is mostly 
dissociated. 


2-6B Base Strength 


The strength of an acid is inversely related to the strength of its conjugate base. For 
an acid (HA) to be strong, its conjugate base (A) must be stable in its anionic form; 
otherwise, HA would not easily lose its proton. Therefore, the conjugate base of a 
strong acid must be a weak base. On the other hand, when an acid is weak, its conjugate 
base is a strong base. 


HCL + HO <— HOt + cr 


strong acid weak base 
CH—OH + HO <= 4H,Ot + CHO: 
weak acid strong base 


In the reaction of an acid with a base, the equilibrium generally favors the weaker 
acid and base. For example, in the preceding reactions, H3O° is a weaker acid than HCI 
but a stronger acid than CH3OH. It also follows that H,O is a stronger base than Cl but 
a weaker base than CH30 . 

The strength of a base is measured much like the strength of an acid, by using the 
equilibrium constant of the hydrolysis reaction. 


conjugate conjugate 
base acid 
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TABLE 2-2 Relative Strength of Some Common Organic and Inorganic Acids and Their Conjugate Bases 


Acid Conjugate Base K, pK, 
stronger HCl + H,O — H,O* + Cl" weaker 1 X 107 =} 
strong hydrochloric acid chloride ion bases 
acids 
H,O+ + H,O 2 H,O* + H,O 55.6 1.7 
hydronium ion water 
HF + H,O —— H,Ot + F- 6.8 X 10+ 3.17 
hydrofluoric acid fluoride ion 
! i 
H—C—OH + H,O —2 H,O* + H—C—O- 1.7 X 10-+ 3.76 
formic acid formate ion 
1 
CH,—C—OH + H,0 —— H,Ot + CH,;—C—O- 1.8 X 1075 4.74 
acetic acid acetate ion 
weak 
acids H—C=N: + 4H,O —=2 H,Ot + ~ C==N: 6.0 X 10710 9.22 
hydrocyanic acid cyanide ion 
*NH, + H,O 2 H,O* + >NH, 5.8 X 10710 9.24 
ammonium ion ammonia 
H,O + H,O —2 H,Ot + HO- 1.8 X 10716 15.7 
water hydroxide ion 
CH3;CH,—OH + H,O == H,O* + CH;CH,O— 1.3 X 10-!6 15.9 
ethyl alcohol ethoxide ion 
very NH, + HO =< Hor + -:NH, 10-6 36 
weak ammonia amide ion 
not CH, + HO — H,O* + ~?CH, <10-%° 50 
acidic methane methyl anion 
= stronger 
weaker bases 


The equilibrium constant (K,) for this reaction is called the base-dissociation 

constant for the base A . Because this constant spans a wide range of values, it is 

often given in logarithmic form. The negative logarithm (base 10) of Kj, is defined 

as pKp. 

_ [HA][ OH] 

[A] 

When we multiply K, by K,, we can see how the acidity of an acid is related to the 

basicity of its conjugate base. 


b pk, = —logio K 


_ [H;07][A] [HA][OH] _ poe ee “14 
(K,)(Ky) = [HA] [A] = [H,0*][(OH] = K, = 1.0 x 10 


(K,)(Kp) = 10 '4 


water ion-product constant 


Application: Drugs 


The acid-base properties of many natural 
products are important for their isolation, 
distribution in the body, and therapeutic 
effects. For example, morphine (page 
38) is isolated from the opium poppy 
and crosses into the brain as the free 
base, where the nitrogen is not charged. 
However, it exerts its pain-relieving 
effects as the protonated, charged spe- 
cies. 


112 


CHAPTER 2 


Acids and Bases; Functional Groups 


Logarithmically, 
pK, + pKp =—log 10 4 = 14 


In an aqueous solution, the product of K,, and K, must always equal the ion-product 
constant of water, Ky =10~'*. If the value of K, is large, the value of K, must be small; 
that is, the stronger an acid, the weaker its conjugate base. Similarly, a small value of 
K,, (weak acid) implies a large value of Kj, (strong base). 


A stronger acid has a weaker conjugate base. 
A weaker acid has a stronger conjugate base. 
Acid-base reactions favor the weaker acid and the weaker base. 


2-7 Equilibrium Positions of Acid-Base Reactions 


A Brgnsted—Lowry acid-base reaction transfers a positively charged proton from an 
acid to a base. The products are the conjugate base of the original acid and the conjugate 
acid of the original base. For the simple case where the acids are uncharged and the 
bases have negative charges, this is the general equation: 


reactants products 
I l I l 
H—A + BO — AZ + H—B 
acid base conjugate conjugate 
base acid 


How do we know whether the reaction proceeds from left to right as written? 
Another way of asking that question is “Does the reaction favor the products at equi- 
librium?” How do we know which way the reaction goes and which species are favored 
by the equilibrium? 


We can show the following three principles mathematically: 


1. The acid-base equilibrium favors formation of the weaker acid and the 
weaker base. 


2. The weaker acid has the larger pK,. The weaker base has the larger pK). 


3. The weaker acid and the weaker base are always on the same side of the 
equation. Both of them are reactants, or both of them are products. 


We can predict which side of the equation is favored by comparing the strength of 
the two acids or by comparing the strength of the two bases. Either comparison gives 
the same result. The weaker acid is the one with the smaller K,, which implies a larger 
pX,. The weaker base is the one with the smaller Ky, which implies a larger pKp. If we 
know the pK, values or the pK, values, then we can easily predict which side of the 
equation is favored. 

For example, consider the reaction of acetic acid with sodium hydroxide in water. 
We need to identify which reactant is the acid, which is the base, and which proton is 
transferred. Once those are identified, we can predict the products. 


J proton transferred a 
CH,COOH (aq) + NaOH (aq) “=? CH,COO™ Na‘ (aq) + H—OH 
acid base conjugate base conjugate acid 
pK, = 4.74 pK, = 15.7 
stronger acid weaker acid 


products are favored 


From Table 2-2 we know that the pK, for acetic acid is 4.74, and that the pK, for 
water is 15.7. Water is the weaker acid by about 11 pK, units. The equilibrium for this 
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reaction lies far to the right and favors the products by 11 pK, units. We can confidently 
say that this reaction goes to completion. 

We could write this equation backward, interchanging the products and reactants. 
In that case, we would say that the reaction does not proceed, or that the equilibrium 
lies far to the left and favors the reactants. 


CH,COO Na* (aq) + H—-OH —-=* CH,COOH (aq) + NaOH (aq) 
pK, = 9.26 pK, = 15.7 pk, =4.74 pk, =-1.7 
weaker base weaker acid stronger acid stronger base 
reactants are favored 


Note that in this equation, the pk; values of the bases have been included simply 
by subtracting the pK, values from 14 (K,,, the ion-product constant for water): 
pk, = 14 - pK, of the conjugate acid. If we had compared the pK, values instead of 
the pK, values, we would have obtained the same result. 

Consider another example: the possible acid—base reaction between phenol and 
aniline. Phenol is a weak acid with pK, = 10.0, and aniline, with pK, = 9.4, is a weak 
base. Does this reaction go toward the left or the right? 


ais a ae oe 

O: + N: <= O: a N—H 
» N\ 

H H 


phenol aniline conjugate base conjugate acid 
acid, pK, = 10.0 base, pK, = 9.40 


To compare pK, or pKy values, we must first subtract from 14 to get the pK, and 
pX, of the products. We find that the conjugate base of phenol has pK, = 4.0, and that 
the conjugate acid of aniline has pK, = 4.60. The equilibrium lies far to the left, and this 
reaction will not go as written. The reverse reaction would go spontaneously. 


Vas ye a Le 

Of + N: = oO 4 N—-H 
_ \ 

H H 


phenol aniline conjugate base conjugate acid 
acid, pK, = 10.0 base, pK, = 9.40 pk, = 4.0 pK, = 4.60 
weaker acid weaker base 


reactants are favored 


Predicting the position of an acid—base equilibrium becomes more challenging 
when no values are available for pK, or pKy. In most cases, we can estimate approxi- 
mate values of pK, or pK, by comparing the compounds with similar compounds listed 
in the tables. For example, we can predict the following equilibrium using only the 
values in Table 2-2: 


I| a 2 
CH,CH,C—OH + HN O == 


7 


propionic acid morpholine 


Propionic acid is a carboxylic acid, like acetic acid. The pK, of acetic acid is 4.74, 
So we estimate the pK, of propionic acid to be about 5. Morpholine should be a weak 
base like ammonia. We predict that propionic acid might lose a proton to morpholine. 
Table 2-2 shows that the pK, of protonated ammonia (the ammonium ion, NH4") is 
9.26, so we estimate the pK, of protonated morpholine to be about 9. 
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H 
/\ | a ae 
CH,CH,C —OH + HN O “= CH,CH,C—O + oN O 
re 
propionic acid morpholine propionate ion morpholinium ion 
stronger acid base weaker acid 
pK, =5 pK, =9 


products are favored 


The products contain the weaker acid, so the products are favored. We can be fairly 
confident of this result even though we used estimated pK, values, because there is a 
large difference in pK, between the reactants and the products. (The literature values 
of pK, are 4.87 for propionic acid and 8.4 for the morpholinium ion.) 


PROBLEM-SOLVING STRATEGY Predicting Acid-Base Equilibrium 
Positions 


The preceding examples show how we can confidently predict the favored products or reactants 
in most acid-base reactions. Let’s summarize the steps involved and then use these steps to work 
through a particularly difficult problem. The steps we used above (sometimes combined) are these: 


Step I: Complete the reaction (if necessary), and label the acids and bases on each side. 

Step 2: Assign pK, or pK, values from tables or by analogy with similar compounds. Note that 
Appendix 4 gives an extensive list of pK, values. 

Step 3: Calculate any needed pK, or pKj values using the fact that pK, + pK, = 14 for a conjugate 
acid—base pair. 

Step 4: Choose the side with the weaker acid or weaker base (larger value of pK, or pKy) as favored. 
The difference in pK, or pK; values shows how strongly that side is favored. 


As an example, the following reaction is a strongly basic one that cannot take place in water 
because water would protonate the strong bases involved. In fact, this reaction is usually done in 
liquid ammonia solution. 


e 
H,C—C=C—H + Na* :NH, 2 = H,C—C=C: Na* + H—NH, 


propyne sodium amide sodium propynide ammonia 


Step I: In this reaction, a very weakly acidic proton is transferred from propyne to the amide ion 
(NH, ) to give the propynide anion and ammonia. Propyne serves as a weak acid, and 
ammonia is the conjugate acid of the amide ion, a powerful base. 

Step 2: The pK, of ammonia is shown in Table 2-2 and Appendix 4 as about 36. When a pK, is this 

large, it depends on the solvent, and it is difficult to measure. The pK, of propyne is not listed 
in Table 2-2 or in Appendix 4, but we can estimate it. Appendix 4 lists the pK, of acetylene, 
H— C==C—H, as 25. This should be a good approximation for the pK, of propyne. 
The pK; of the amide anion can be found by subtracting the pK, of ammonia from 14: 
14— 36 =—22. This large, negative pK, indicates an unusually powerful base. The pK of 
the propynide ion is 14 — 25 = —11. This is also a very strong base, but not as strong as 
the amide ion. 


H,C—C=C—H + Nat :NH, “=> H,C—C=C: Na* + H—NH, 
propyne sodium amide sodium propynide ammonia 

acid, pK, = 25 base, pK, = —22 conjugate base conjugate acid 
stronger acid stronger base pk, =-11 pK, = 36 


weaker base weaker acid 
products are favored 


Step 4: We can compare the pK, values or the pK; values. Either way, the products are the weaker 
acid and the weaker base, by about 11 pK, units. The products are strongly favored in this 
reaction, and the reaction should proceed as written. 
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E 
PROBLEM 2-10 (PARTIALLY SOLVED) 


Write equations for the following acid—base reactions. Use the information in Table 2-2 or Appendix 4 to predict whether the 
equilibrium will favor the reactants or the products. 


(a) HCOOH + “CN (b) CH;COO. + CH;0H 
(c) (CH3);CHOH + NaNH> (d) NaOCH; + HCN 
(e) HCl + CH;CH,OH (f) H30* + CH;,0— 


oO Ope Dats Doe 
@) ( \ su * “<CHCHO- (j) CH,CH,OH + ( prcee Nat 


SOLUTION 
to (a): Cyanide is the conjugate base of HCN. It can accept a proton from formic acid: 
H—C—O—H + :iC=N: —— H-C—O: + H—C=N: 
formic acid, pK, = 3.76 cyanide formate pK, =9.22 
stronger acid stronger base weaker base weaker acid 


Reading from Table 2-2, formic acid (pK, = 3.76) is a stronger acid than HCN (pK, = 9.22), and cyanide is a stronger base than formate. 
The products (weaker acid and base) are favored. 
N 


? 
PROBLEM 2-11 PROBLEM-SOLVING HINT 
Ethanol, methylamine, and acetic acid are all amphoteric, reacting as either acids or bases An acid will donate a proton to the 
depending on the conditions. conjugate base of any weaker acid 


O (smaller K, or higher pK;). 
| 
CH,CH,OH CH,NH, CH,—C— OH 


ethanol methylamine acetic acid 


(a) Rank ethanol, methylamine, and acetic acid in decreasing order of acidity. In PROBLEMS ORVING HINT 


each case, show the equation for the reaction with a generic base (B: ) to give the Use either acid strengths or base 
conjugate base. strengths to determine the favored 

(b) Rank ethanol, methylamine, and acetic acid in decreasing order of basicity. In side of an acid-base equilibrium. 
each case, show the equation for the reaction with a generic acid (HA) to give the The side with weaker acid 


conjugate acid. 


(larger pK,) or the weaker base 
(larger pK,) is favored. 
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Water is amphoteric; it can react as both an acid and a base. Its conjugate acid is H30°, 
and its conjugate base is OH. When water is the solvent for a reaction, it is present 
in large excess. Any acid that is stronger than H3O* (pK, = —1.7) does not survive in 
water, but reacts with water to give H3O~. For example, if we add HCI gas (pK, = —7) 
to water, it immediately reacts exothermically to give H3O", a weaker acid. 


HCl + HO —=> cl + H,O* 
stronger acid base conjugate base conjugate acid 
pK, =-7 pK, =-1.7 


weaker acid 
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When we say that we add HCI (aq) to a reaction, we are actually adding H3O* (aq) 
and CI (aq) because HCl is too strong an acid to coexist with water. We should realize 
that we are not using an acid with pK, =—7, but actually one with pk, =—1.7. 

The same principle applies to bases that are stronger than OH, the conjugate base 
of water, with pk, =—1.7. If we add some sodium amide (NaNHb), pk; = —22) to water, 
it immediately reacts exothermically to give OH, a weaker base. 


Nat :NH, + HO  —>  :NH, +. Nat :0H 


sodium amide stronger acid conjugate acid conjugate base 
base, pK, = —22 pk, = 15.7 pK, = 36 pk. =—1.7 
stronger base weaker acid weaker base 


Thus, water narrows (“levels”) the possible ranges of acid strength and base 
strength to values of pK, >—1.7 and values of pk, > —1.7. Any acid with pK, more 
negative than —1.7 will be leveled to H30", with pK, =—1.7. Any base with pK, more 
negative than —1.7 will be leveled to OH, with pk, =—1.7. 

Alcohols (R — OH) react with both strong acids and strong bases just like water 
does. For example, strong acids protonate ethanol (CH3;CH OH) to give protonated 
ethanol (CH;CH,OH,"), an acid with pK, = —2.4. Any acid with a pK, that is more 
negative than —2.4 will donate a proton to ethanol. Strong bases deprotonate ethanol to 
give ethoxide ion (CH3CH,0O ), a base with pk, = —1.9. Any base with a pK, that is 
more negative than —1.9 will become protonated in ethanol solution. 

Other solvents may or may not narrow the range of acidity and basicity as much 
as water and alcohols do. For example, simple ethers tend to level acids but not bases. 
Diethyl ether (CH3CH,— O — CH>CHs) is not an acid, so it can be used as a solvent 
for some exceedingly strong bases. Diethyl ether is a weak base, however, so it nar- 
rows the range of acids. It reacts with any acid that is stronger than protonated diethy] 
ether (pK, =—3.6). 


a + 
HCl + CH,CH,—O—CH,CH, —~> Cl + CH,CH,—O—CH,CH, 
pK, =-7 diethyl ether conjugate base conjugate acid 
stronger acid base pK, =—3.6 


weaker acid 


Most ethers are not acidic, so they are often used as solvents for reagents that are 
stronger bases than hydroxide ions. Some basic reactions are best run in liquid ammo- 
nia, which has a pK, of 36, and accommodates bases with pK, > —22. For example, 
reactions using sodium amide (the conjugate base of ammonia) are usually done in 
liquid ammonia, NH3 (J). 


é NH, (/) = " 
FLC—C=C—H = Na* :NH, > H,C—C=C: Nat + H—NH, 
propyne sodium amide sodium propynide ammonia 
acid, pK, = 25 base, pK, = —22 conjugate base conjugate acid 
stronger acid stronger base pk, =-ll pK, = 36 


weaker base weaker acid 


Some organic solvents do not react appreciably with either acids or bases. Alkanes 
(saturated hydrocarbons) such as pentane and hexane are not acidic or basic, and we 
can use strong acids and bases in these solvents with little or no leveling of acidity or 
basicity. 


CH3CH CH CH CH3 CH3CH2CH CH »CH2CH3 
pentane hexane 
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SUMMARY 


Acidity and Basicity Limitations in Common Solvents 


Typical pk, Limit 
={107/ 
={|9 


Limiting Species 
HO- 
RO 


Structure Limiting Species 
lnl-—=(O)——Jal 


RO Il 


Typical pK, Limit 
=ik7/ 
—2.4 


Solvent 


water 
alcohols 
=30) 


ethers 


ammonia 


alkanes 


Values of pK, and pK, are defined using equilibrium reactions of the acids and 
bases in water. Values of pK, between —1.7 (H30°) and 15.7 (HO) and values of pK, 
between —1.7 (OH) and 15.7 (HO) are measured in water, and are most accurate. 
Values outside this range cannot be measured in water because of water’s leveling 
effect. There is no standard method for measuring these difficult values of pK, and pKy, 
and they vary with the solvent. Therefore, different references give slightly different 
values. Appendix 4 gives pK, values that are consistent with the relative strengths of 
acids and bases, even if the values differ from one source to another. 


ie 
PROBLEM 2-12 


XN 


PROBLEM-SOLVING HINT 
For each of the following reactions, suggest which solvent(s) would be compatible with the Water and alcohols (R—O—H) can 
acids and bases involved. (We will ignore any other possible reactions for now.) Your choices react as both weak acids and weak 
of solvents are pentane, diethyl ether, ethanol, water, and ammonia. Refer to Appendix 4 for bases, and they limit the strength of 
any needed values of pK,, or estimate them. strong acids and bases dissolved in 
(a) CH3Li + H—C=C—H — > CHy + C=C Li® them. Ethers (R—O—R) can react 
(b) CH3Li + (CH;);3C—OH sy CH, + (CH3)3cC—O Li® as weak bases, and they limit the 
strength of strong acids (but not 
+ —<. . . 
(c) // \ + CH,CH,SH, —> H + CH,CHSH bases) dissolved in them. Alkanes 
St do not react as either acids or bases, 
y ir H and they do not limit the strength of 
H H acids or bases dissolved in them. 
+ © 
(d) NaNH, + (CH3);C—OH — > NH; + = (CH;3);3C—O Na® 
i t. 
(e) HBr + CH3—C—CH, > CH3;—C—CH,; + Br 
i im 
(f) CH,—C—NH, + HCl —~> CH,—C—NH, + Cl 


2-9 Effects of Size and Electronegativity on Acidity 


How can we look at a structure and predict whether a compound will be a strong acid, 


a weak acid, or not an acid at all? To be 


a Brénsted—Lowry acid (HA), a compound 


must contain a hydrogen atom that can be lost as a proton. A strong acid must have a 
stable conjugate base (A: ) after losing the proton. 
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PROBLEM-SOLVING HINT 


To evaluate or compare the acidity 
of acids, consider the stability of 


their conjugate bases. 


To compare the basicity of bases, 
consider the stability of their 
conjugate acids. 


PROBLEM-SOLVING HINT 


In the comparison of similar bases, 
a negative charge is generally 
more stable on a larger atom 


or on a more electronegative 
atom. Enhanced stability of a 
base increases the strength of its 
conjugate acid. 


The stability of the conjugate base is a good guide to acidity. More stable anions 
tend to be weaker bases, and their conjugate acids tend to be stronger acids. Some of 
the factors that affect the stability of conjugate bases are electronegativity, size, and 
resonance. 


Electronegativity A more electronegative element bears a negative charge more 
easily, giving a more stable conjugate base and a stronger acid. Electronegativities 
increase from left to right in the periodic table: 


Electronegativity C < N < O < F 
electronegativity increases » 
Stability ~CH, < ~NH, < ~OH < eo 
Acidity H—CH, < H—NH, < H—OH < H—F 
Basicity “CH. .2 “NH, = "OH Ge “FE 


Size The negative charge of an anion is more stable if it is spread over a larger region 
of space. Within a column of the periodic table, acidity increases down the column, as 
the size of the element increases. 


e |@ 
eo 8 
ee 
\@ 1®@ 


size increases acidity increases 


Figure 2-11 summarizes these two effects, using part of the periodic table to show 
the pK, of the acid formed when each element is combined with enough hydrogen 
atoms to fill its valence. Acidity increases toward the right (increasing electronegativity) 
and downward (increasing size) on the periodic table. A smaller or more negative value 
of pK, implies a stronger acid and a more stable conjugate base. 


2-10 


IVA VA VIA VIIA 
CH, NH, H,O HF 
pK, 50 | pK,36 | pK, 15.7| pK, 3.2 
PH, H,S HCl 
pK,29 | pK,7.0 | pK,-7 
H,Se HBr 
pK, 3.9 | pk,-9 
H,Te HI 
pK, 2.6 | pK,—10 
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FIGURE 2-11 Acidity trends within 
the periodic table. Acidity depends 

on the stability of the conjugate 

base, which increases with the 
electronegativity and size of the anion. 
Electronegativity increases toward the 
right of the periodic table, and size 
increases down each column. 


2-10 Inductive Effects on Acidity 


As we have seen, the strength of an acid is determined by the stability of its conjugate 
base. Electron-withdrawing atoms and groups can stabilize a conjugate base through the 
sigma bonds of the molecule. Stabilization of the conjugate base results in a stronger acid 
(lower value of pK,). The magnitude of this inductive effect depends on the number of 
bonds between the electronegative element (or other electron-withdrawing group) and the 
site of the negative charge. Note how adding a chlorine atom to butanoic acid increases 
its acidity, and the effect is larger if the chlorine atom is closer to the acidic group. 


Cl O Cl 


| | 
CH,CHCH, — C —OH 


3-chlorobutanoic acid 


pK, = 4.05 


| | 
CH,CH,CH,— C —OH 
4-chlorobutanoic acid 


pK, = 4.52 


| 
CH,CH,CH,— C — OH 
butanoic acid 


pK, = 4.82 


Stronger electron-withdrawing groups stabilize the anion of the conjugate base more 
than weaker groups do, leading to stronger acids. Fluorine is more electronegative and a 
stronger withdrawing group than chlorine, making fluoroacetic acid a stronger acid than 
chloroacetic acid. This trend continues through the other halogen-substituted acetic acids. 


PROBLEM-SOLVING HINT 


When a problem asks you to 
compare acidities or explain an 
acidity, you should consider the 


structure and stability of the 
conjugate base. Factors that 
stabilize the conjugate base will 
increase the strength of the acid. 


Cl 


| | 
CH,CH,CH— C —OH 


2-chlorobutanoic acid 


K, = 2.86 


| 
FCH;— C —OH 


fluoroacetic acid 


i | | 
ICH,— C —OH BrCH,— C —OH CICH,— C —OH 
iodoacetic acid bromoacetic acid chloroacetic acid 
pK, =3.2 pK, =2.9 pK, =2.8 pK, =2.7 


Multiple electron-withdrawing groups stabilize the conjugate base and increase 
the acidity more than a single group does. The following examples show how each 
additional chlorine atom increases the acidity of the substituted acetic acid. 


1 1 1 1 
CH,— C —OH CICH,— C —OH CLCH— C—OH clc—C—0OH 
acetic acid chloroacetic acid dichloroacetic acid trichloroacetic acid 
pK, = 4.76 pK, = 2.8 pk,= 13 pK, = 0.6 
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( PROBLEM 2-13 


Write equations for the following acid—base reactions. Label the conjugate acids and bases, 
and show any inductive stabilization. Predict whether the equilibrium favors the reactants or 
products. Try to do this without using a table of pK, values, but if you need a hint, you can 
consult Appendix 4. 

(a) CH3CH,0H + CH3NH— 

(c) CH30H + HySO4 

(e) CH;NH;5 + CH3;0— 

(g) NaOCH,CH; + Cl,CHCH,OH 

(ij) CH;CHFCOOH + FCH,CH,COO- 


PROBLEM-SOLVING HINT 


Acidity is increased by 
stronger electron-withdrawing 
substituents. 


additional electron- 
withdrawing substituents. 
closer proximity of the electron- 
withdrawing substituent to the 
acidic group. 


(b) F;CCOONa + Br3C-—-COOH 
(d) NOH + HS 

(f) BrCH,CH,OH + F;C—CH,O~ 
(h) H,Se ate NaNH> 

(j) CF;CH,O- + FCH)CH,OH 


- 
PROBLEM 2-14 


Rank the following acids in decreasing order of their acid strength. In each case, explain why the previous compound should be a 
stronger acid than the one that follows it. 


O O O O 


2-11 Hybridization Effects on Acidity 


When an acid donates a proton, the electrons that were originally in the H—A bond 
remain with the conjugate base (A: ) as a nonbonding electron pair (lone pair). 


H—A + Br SB = Av + H—B 
acid base conjugate conjugate 
base acid 


The stability of the conjugate base, and thus the strength of the acid, is determined 
by the stability of this nonbonding electron pair. As we have seen in Sections 2-9 and 
2-10, the stability of this lone pair depends on the electronegativity, size, charge, and 
inductive substituents of the atom bearing it. The stability of the lone pair also depends 
on the hybridization state of the orbital where it resides. For example, consider the 
compounds below. All of them can lose a proton from a positively charged nitrogen 
atom with four bonds to give a neutral nitrogen with three bonds and a lone pair. Yet 
their different hybridization states strongly influence their acidity. Note that the acidity 
of the N—H bond varies with hybridization in the order sp < sp” << sp. 


q H 
[* / ™ 
| s 
H H 
pK, = 10.6 lone pair in pK, =-1.7 
moderately weak acid sp” orbital 
CH, H CH, 
\ +7 . s 7 ie 
C=N + H,O : << C=N ae H,O 
/ \ / “ 
H H H H pK, =—-1.7 
pK, = 6.0 lone pair in 


stronger acid 


sp” orbital 
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at o- os 
CH3—C =N—H + H,O: — CH3—C=N: ae H;0* 
pk, =—-10.1 lone pair in pK, =-1.7 


very strong acid sp orbital 


The analogous carbon compounds also show this hybridization dependence. The 
following carbon compounds are all very weak acids, yet their acidity varies in the same 
order as we saw with nitrogen: sp? = sp” << sp. 


Compound Conjugate Base Hybridization s Character pK, 
i in 

H—-C—C—H B® sp 25% 50 
H H H H 


\ 4 
C=C C=C Sp 33% 44 


H—C=C—H H—-C=c@ sp 50% 25 


We explain this hybridization dependence by considering the relative stability of 
the s and p components of these hybrid orbitals. In Section 1-2B, we saw that an elec- 
tron in the 2s orbital is lower in energy than one in the 2p orbital. Therefore, a nonbond- 
ing pair of electrons remaining in a hybrid orbital (after an acid has donated a proton) is 
more stable in a hybrid using more of the s orbital and less of the p orbitals. The amount 
of the s orbital (s character) used in each hybrid orbital is 25% in the sp* hybrid, 33% 
in the sp” hybrid, and 50% in the sp hybrid. Thus, both the s character of the hybrid 
orbital, and the stability of a lone pair in the orbital, increase in the order sp? < sp? <sp. 

The shapes of the orbitals also reflect how increasing the s character results in the 
electrons being held closer to the nucleus. The drawings below show lone pairs in sp”, 
sp”, and sp hybrid orbitals. Electrons in the sp? hybrid orbital are, on average, farthest 
from the nucleus. Electrons in the sp” hybrid orbital are held closer and more tightly. 
Electrons in the sp hybrid orbital are held the closest and tightest of all. 


H 


S 


Noo H ee 
Ns .) a | H—-C=c@ 


lone pair in sp? hybrid orbital lone pair in sp” hybrid orbital —_ lone pair in sp hybrid orbital 


- 
PROBLEM 2-15 PROBLEM-SOLVING HINT 
Like nitrogen and carbon, oxygen also shows this same hybridization effect on acidity. Both If we compare two similar acids 
of the following compounds can lose a proton from a positively charged oxygen with three that donate a proton from the same 
bonds to give a conjugate base containing a neutral oxygen with two bonds. One of these element with the same charge, 


structures has pK, = —2.4, while the other has pK, = —8.0. 
(a) Show the reaction of each compound with water. 
(b) Match each structure with its pK,, and explain your choice. 


differing only in the hybridization 
of the atom, acidity increases in the 
order sp? < sp* << sp. 


CH, CH LH 
aa oo 
H H H H 
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Acids and Bases; Functional Groups 


( PROBLEM 2-16 


Consider the type of orbitals involved, and rank the following nitrogen compounds in order of 
decreasing basicity. Give the structures of their conjugate acids, and estimate their pK,s from 
similar compounds in Appendix 4. Rank the conjugate acids in order of increasing acidity. 
(Hint: These two orders should be the same!) 


NHCH, 


awk . Ona on 


y 
PROBLEM 2-17 


Consider each pair of bases, and explain which one is more basic. Draw their conjugate acids, 
and show which one is a stronger acid. 


ia ic (b) OH O 


H a 
(c) a (d) . 
XN 


2-12 Resonance Effects on Acidity and Basicity 


When an acid donates a proton, the conjugate base is left with the two electrons that once 
bonded it to the proton, and often a negative charge. This lone pair of electrons and the nega- 
tive charge (if any) may be delocalized over two or more atoms by resonance. The amount 
of stabilization that occurs through resonance depends on how electronegative the atoms are 
and how many share the charge and the lone pair. In many cases, resonance delocalization is 
the dominant effect helping to stabilize the conjugate base. For example, acetic acid is over 
11 pK, units more acidic than ethanol (see below). This large difference is due to enhanced 
stability of the acetate ion, which is the conjugate base of acetic acid. The negative charge in 
the acetate ion is delocalized over two oxygen atoms, in contrast to the ethoxide ion, which 
has the negative charge localized on its single oxygen atom. 


CH,—CH;-OH + 4H,O: <2 CH,—CH;6: +  4H,0t 
ethanol ethoxide ion 
pK, = 15.9 
O: O: ‘O:- 
Vy r Vj, / 7 
CH,—C +e: Ok =e), | CHC <> CHC + H,O* 
Vee ~ ° 
:OH .O: O: 
eneeed resonance-stabilized acetate ion 
pK, = 4.74 


PROBLEM 2-18 


Which is a stronger base: cyanide ion or fluoride ion? Give pKy values (without looking them 
up) to support your choice. 
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Protons on carbon and nitrogen are also more acidic if they are located where 
the conjugate base is stabilized by resonance. The following examples show how 
resonance stabilization of the conjugate base can enhance their acidity. Each of 
these examples has a carbonyl (C—O) group next to the atom that donates the 
proton. These are both weak acids, but without the carbonyl group, they would be 
much weaker. 


acid conjugate base comparison 
I tT v 
Cc Ce agen ha CH,— CH, 
CH? CH, cH” “cH, cH? “cu, 
pk, =50 
pK, = 20 
C ae ae © CH;— NH, 
CHZ NH, CH “NH CH “SNH 
zt a pK, = 40 
pK, = 16 


Other electron-withdrawing groups can also stabilize a conjugate base through 
resonance. Two of the strongest stabilizing groups are the cyano (— C=N) and nitro 
(— NOz) groups. 


acid conjugate base 

CH,— C=N: :CH,—C=N: <> CH=C=N: 

pk, =25 
Pp 2 ; pi. _ 2: 
CH,— N <> CH,—N *CH,—N <> :CH,—N. <> CH,=N 
a re OSS Nee Ss a 

:O: O: :O: O: :O: 

pK, = 10.2 


Resonance stabilization also affects the basicity of common organic compounds. 
This effect is seen in amides, which are much less basic than amines. An amide is 
stabilized by resonance between the amino (— NH)p) group and the carbonyl (C=O) 
group. This resonance delocalizes the lone pair on nitrogen and makes it less available 
for bonding to a proton. It also gives the nitrogen atom a partial positive charge. If the 
nitrogen atom were to protonate as shown below, the resonance stabilization would 


be lost. 
‘: ‘OF ‘O: 
Le elle ay ee 2! 
ee <— 
CH “NH, CH SNH, : CH NH, 
acetamide, pK, = 14 loss of resonance, not formed 


very weak base 
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Compare this amide’s very weak basicity with the corresponding amine, which is 
over 10 pK; units more basic. 


ee ee + 
CH,—CH,—NH, + H,O* => CH,— CH,— NH, 


ethylamine, pK, = 3.3 ethylammonium ion, pK, = 10.7 
no loss of resonance 


Resonance delocalization is the most common type of stabilization we see in the 
conjugate bases of common organic acids. Resonance is often the largest stabilizing factor 
as well, sometimes contributing 10 or more pK, units to the acidity of the conjugate acid. 


x 
PROBLEM-SOLVING HINT PROBLEM 2-19 

Resonance delocalization of the The preceding equation for the protonation of acetamide shows a hypothetical product that 
charge(s) on a base helps to stabilize is not actually formed. When acetamide is protonated by a strong enough acid, it does not 
the base, making it a weaker base protonate on nitrogen, but at a different basic site. Draw the structure of the actual conjugate 
and strengthening its conjugate acid of acetamide, and explain (resonance) why protonation occurs where it does rather than 
acid. The strongest common L on nitrogen. Calculate the pK, of this conjugate acid. 


stabilizing groups are the carbonyl 
(C=O), cyano (C=N), and nitro 
(NO>) groups. 


PROBLEM 2-20 


Acetic acid can also react as a very weak base (pK; = 20). Two different sites on acetic acid 
might become protonated to give the conjugate acid. Draw both of these possible conjugate 
acids, and explain (resonance) why the correct one is more stable. Calculate the pK, of this 
| Goniugate acid. 


e 
PROBLEM 2-21 (PARTIALLY SOLVED) 


Choose the more acidic member of each pair of isomers, and show why the acid you chose is more acidic. 


(a) _O fe) O fe) 
HO OH HO OH 


SOLUTION 

to (a): The first (left) compound is more acidic because deprotonation of its left —-OH group gives a resonance-stabilized anion that 
delocalizes the negative charge onto the carbonyl group. Compare this compound with vitamin C, shown at the beginning of the chapter. 
This resonance explains why vitamin C (ascorbic acid) is acidic even though it does not contain a carboxylic acid (— COOH) group. 


‘O° 6: 6: ‘O° : 
10. :OH O 70H 


:0 70H : 
In the second compound, deprotonation of either —-OH group fails to give an anion that delocalizes the negative charge onto the 
carbonyl group. 


(c) F 


(b) O OH oO. OH F OH OH 
O (e) HO CN HO 
or 
O- NH, or NH, Cr 
CN 


(f) O O (g) O 
+ 
HO OH NH, 
(i) 
O 

(h) 

Ca " : 

OH OH OH 
\ 
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e 
PROBLEM 2-22 (PARTIALLY SOLVED) 


O 


(a) O 
ea mae oe 


SOLUTION 


NH) group would not cause loss of resonance stabilization. 


oO oO 
4. can a 


(d) NO, (e) 


Choose the more basic member of each pair of isomers, and show why the base you chose is more basic. 


(b) O O O oO. Oo N. o O. O 
NH 


to (a): The first (left) compound is less basic because it is resonance-stabilized (like an amide), and protonation of its —NH group 
would destroy that resonance. Moreover, the lone pair on the — NH) group is shared with the carbonyl group, and the — NH) group 
carries a partial positive charge. The compound on the right is an amine, which we expect to be more basic. Protonation of its — 


2-13 Lewis Acids and Bases 


The Brénsted—Lowry definition of acids and bases depends on the transfer of a proton 
from the acid to the base. The base uses a pair of nonbonding electrons to form a bond 
to the proton. 


B: + HA — B:-H + “A 


In 1923, Gilbert N. Lewis (University of California, Berkeley) reasoned that this 
kind of reaction does not need a proton. Instead, a base could use its lone pair of 
electrons to bond to some other electron-deficient atom. In effect, we can look at an 
acid—base reaction from the viewpoint of the bonds that are formed and broken rather 
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PROBLEM-SOLVING HINT 


A nucleophile donates electrons. 


An electrophile accepts electrons. 
Acidic protons may serve as electron 
acceptors. 


PROBLEM-SOLVING HINT 


Curved arrows (red) are used to 


show the movement of electrons 
from the nucleophile to the 
electrophile. 


PROBLEM-SOLVING HINT 

So far, we have used several types 
of arrows in this course. 

Reaction arrows: 

Equilibrium arrows: 

Resonance arrows: 


Flow of electrons in 
Lewis acid-base reactions: 


Imaginary flow of electrons 
between resonance forms: 


Acids and Bases; Functional Groups 


than a proton that is transferred. The following reaction shows the proton transfer, with 
emphasis on the bonds being broken and formed. Organic chemists routinely use curved 
arrows to show the movement of the participating electrons. 


pe aes —2 B:H + “<A 


Lewis bases are species with available electrons that can be donated to form 
new bonds. Lewis acids are species that can accept these electron pairs to form new 
bonds. Because a Lewis acid accepts a pair of electrons, it is called an electrophile, 
from the Greek words meaning “lover of electrons.” A Lewis base is called a 
nucleophile, or “lover of nuclei,” because it donates electrons to a nucleus with 
an empty (or easily vacated) orbital. In this book, we sometimes use colored type 
for emphasis: blue for nucleophiles, green for electrophiles, and occasionally red 
for acidic protons. 

The Lewis acid—base definitions include reactions having nothing to do with pro- 
tons. Following are some examples of Lewis acid—base reactions. Notice that the com- 
mon Brgnsted—Lowry acids and bases also fall under the Lewis definition, with a proton 
serving as the electrophile. Curved arrows (red) are used to show the movement of 
electrons, generally from the nucleophile to the electrophile. 


B: H* —> B=H 
nucleophile electrophile bond formed 
(Lewis base) (Lewis acid) 

i i i 
- Z 
aie ie —_ i a 
H F H F 
nucleophile electrophile bond formed 
H H 


es Ls e || r 
VOTE ace i ee 


H H 


nucleophile electrophile bond formed 
I q 
ee “s + _ 
HN: HL6—c—cH, — H,N—-H + :O—C—CH, 
nucleophile electrophile bond formed (conjugate base) 
base acid (conjugate acid) 


Some of the terms associated with acids and bases have evolved specific meanings 
in organic chemistry. When organic chemists use the term base, they usually mean a 
proton acceptor (a Brgnsted—Lowry base). Similarly, the term acid usually means a 
proton donor (a Brgénsted—Lowry acid). When the acid-base reaction involves forma- 
tion of a bond to some other element (especially carbon), organic chemists refer to the 
electron donor as a nucleophile (Lewis base) and the electron acceptor as an electrophile 
(Lewis acid). 

The following illustration shows electrostatic potential maps for the reac- 
tion of NH; (the nucleophile/electron donor) with BF3 (the electrophile/electron 
acceptor). The electron-rich (red) region of NH3 attacks the electron-poor (blue) 
region of BF3. In contrast, the product shows high electron density on the boron 
atom and its three fluorine atoms and low electron density on nitrogen and its three 
hydrogen atoms. 
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NH; BF; H;N—BF; 


nucleophile electrophile bond formed 


2-14 The Curved-Arrow Formalism 


We often break down complicated organic reactions and biochemical reactions into 
series of steps involving simple Lewis acid—base reactions of nucleophiles with elec- 
trophiles. This section describes the mechanics of drawing these individual steps using 
curved arrows to show movements of the electrons. 

The curved-arrow formalism is used to show the flow of an electron pair from 
the electron donor to the electron acceptor. The movement of each pair of electrons 
involved in making or breaking bonds is indicated by its own separate arrow, as 
shown in the preceding set of reactions. In this book, these curved arrows are always 
printed in red. In the preceding reaction of CH30 with CH3Cl, one curved arrow 
shows the lone pair on oxygen forming a bond to carbon. Another curved arrow 
shows that the C—Cl bonding pair detaches from carbon and becomes a lone pair 
on the Cl product. 


i i 

CHO Hecetr —> CH Sse —H + eC 
H H 

nucleophile electrophile 


(electron donor) (electron acceptor) 


The curved-arrow formalism is universally used for keeping track of the flow 
of electrons in reactions. In this way, we show exactly what changes take place in 
a reaction, as well as the details of how those changes occur. We have also used 
this device (in Section 1-9, for example) to keep track of electrons in resonance 
structures as we imagined their “flow” in going from one resonance structure to 
another. We colored them green in that case, rather than red, because electrons 
do not actually “flow” in resonance structures; they are simply delocalized. Still, 
the curved-arrow formalism helps our minds flow from one resonance structure to 
another. We will find ourselves constantly using these curved arrows to keep track 
of electrons, both as reactants change to products and as we imagine additional 
resonance structures of a hybrid. 


{ PROBLEM 2-23 (PARTIALLY SOLVED) 


In the following acid—base reactions, 
1. draw Lewis structures of the reactants and the products. 
2. determine which species are acting as electrophiles (acids) and which are acting as 
nucleophiles (bases). 
3. use the curved-arrow formalism to show the movement of electron pairs in these 
reactions, as well as the imaginary movement in the resonance hybrids of the products. 


(continued) 


PROBLEM-SOLVING HINT 


Use one curved arrow for each pair 


of electrons participating in the 
reaction. 
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PROBLEM-SOLVING HINT 


The curved red arrows show 
movement of electrons. Each arrow 
must begin at a pair of electrons: 
either an unshared electron pair or 


a pair of electrons in a bond. 

Each arrow should point toward 
where that pair of electrons will be 
in the products, either forming a 
bond to another atom or residing as 
an unshared pair on an atom. 


4. indicate which reactions are best termed Brénsted—Lowry acid-base reactions. 
(a) O OH 


| | 
CH,—-C—H + HCl —> CH-C—H + Cl 


acetaldehyde 


This reaction is a proton transfer from HCl to the C—O group of acetaldehyde. 
Therefore, it is a Brénsted—Lowry acid—base reaction, with HCl acting as the acid 
(proton donor) and acetaldehyde acting as the base (proton acceptor). Before drawing any 
curved arrows, remember that one arrow must show the movement of electrons from the 
electron-pair donor (the nucleophile/base) to the electron-pair acceptor (the electrophile/ 
acid). Another curved arrow must show the electrons that once formed the H— Cl bond 
leaving with chlorine to give a chloride ion. Drawing these arrows is easier once we draw 
valid Lewis structures for all the reactants and products. 


H H 
ve ae a 
ee | Ci 
ch —C—8 ic? > | -C— < .CR- 08 | + tC 
base acid major minor 


The resonance forms of the product show that a pair of electrons can be moved between the 
oxygen atom and the C—O pi bond. The positive charge is delocalized over the carbon and 
oxygen atoms, with most of the positive charge on oxygen because all octets are satisfied in 
that resonance structure. 


(b) rid 
CH;~C—H + CH,~O” —> CH,—~C—H 
acetaldehyde O—CH, 


In this case, no proton has been transferred, so this is not a Brénsted—Lowry acid—base 
reaction. Instead, a bond has formed between the oxygen of the CH;—O™ group and the 
C=O carbon atom. Drawing the Lewis structures helps to show that the CH; —O™ group 
(the nucleophile in this reaction) donates the electrons to form the new bond to acetaldehyde 
(the electrophile). This result agrees with our intuition that a negatively charged ion is likely 
to be electron-rich and therefore an electron donor. 


CH;—CTH OCH; —> CH,—C—H 


electrophile nucleophile 


Notice that acetaldehyde acts as the nucleophile (Lewis base) in part (a) and as the electro- 
phile (Lewis acid) in part (b). Like most organic compounds, acetaldehyde is both acidic and 
basic. It acts as a base if we add a strong enough acid to make it donate electrons or accept 
a proton. It acts as an acid if the base we add is strong enough to donate an electron pair or 
abstract a proton. 


(c) ~BH, 


BH, + CH,—O—CH, 


(d) O a 
CH,—-C—H + -OH —> a 
OH 


of 
(f) CH; — NH, a CH;—C1 — CH;,—NH,— CH; =F Cl” 
+ a 


(h) 


2-15 Hydrocarbons 


oO 4 if ir 
CH,—C—H + -on —> |[H—C—C—H <> H-C=C-H| + HO 


CH, 


(i) O on 
Oo 
OH NH 
(j) @ an + O=N=0 re 
NO, 


+ - + | - 
CH,—CH—CH,—BF, + CH=-CH=CH, —> CH,—CH—CH,—CH—CH,—BF, 
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2-15 Hydrocarbons 


In later chapters, we will study many different types of organic compounds. The various 
kinds of compounds are briefly described here so that you can recognize them as you 
encounter them. For the purpose of this brief survey, we divide organic compounds into 
three classes: (1) hydrocarbons, (2) compounds containing oxygen, and (3) compounds 
containing nitrogen. 

The hydrocarbons are compounds composed entirely of carbon and hydrogen. The 
major classes of hydrocarbons are alkanes, alkenes, alkynes, and aromatic hydrocarbons. 
Nearly all hydrocarbons are nonpolar or only slightly polar. Therefore, hydrocarbons 
(and hydrocarbon parts of larger molecules) tend to be hydrophobic. 


2-15A Alkanes 


Alkanes are hydrocarbons that contain only single bonds. Alkane names generally have 
the -ane suffix, and the first part of the name indicates the number of carbon atoms. 
Table 2-3 shows how the prefixes in the names correspond with the number of carbon 
atoms. Naming of compounds (nomenclature) is covered in more detail in the chapters 
devoted to the individual functional groups and summarized in Appendix 5 (Summary 
of Organic Nomenclature). 


TABLE 2-3 Correspondence of Prefixes and Numbers of Carbon Atoms 


Alkane Name Number of Carbons Alkane Name Number of Carbons 
methane 1 hexane 6 
ethane 2 heptane 7 
propane 3 octane 8 
butane 4 nonane 9 
pentane ) decane 10 

CH; 


CH, CH,—CH, CH,—CH,—CH, CH,—CH,—CH,—CH, CH,—CH—CH, 


methane ethane propane butane isobutane 
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The cycloalkanes are a special class of alkanes in the form of a ring. Figure 2-12 
shows the Lewis structures and line—angle formulas of cyclopentane and cyclohexane, 
the cycloalkanes containing five and six carbons, respectively. 


H H 
H 4H H Ww H 
H Nee H oh 
ae H-& OCS 
re CQ HL Lhe 
H— C—C— yy cyclopentane / Now \ 
FIGURE 2-12 Cycloalkanes. Py Hoy. H cyclohexane 
Cycloalkanes are alkanes in the form H H H H 
of aring. cyclopentane cyclohexane 


Alkanes are the major components of heating gases (natural gas and liquefied petro- 
leum gas), gasoline, jet fuel, diesel fuel, motor oil, fuel oil, and paraffin “wax.” Other 
than combustion, alkanes undergo few reactions. In fact, when a molecule contains 
an alkane portion and a nonalkane portion, we often ignore the presence of the alkane 
portion because it is relatively unreactive. Alkanes undergo few reactions because they 
have no functional group, the part of the molecule where reactions usually occur. 
Functional groups are distinct chemical units, such as double bonds, hydroxy groups, 
or halogen atoms, that are reactive. Most organic compounds are characterized and 
classified by their functional groups. 

An alkyl group is an alkane portion of a molecule, with one hydrogen atom 
removed to allow bonding to the rest of the molecule. Figure 2-13 shows an ethyl] 
group (CjHs) attached to cyclohexane to give ethylcyclohexane. We might try to 
name this compound as “cyclohexylethane,” but we should treat the larger frag- 
ment as the parent compound (cyclohexane) and the smaller group as the alkyl 
group (ethyl). 


H H H H H H CH,—C 
| | || ae 
H—C—C—H H ¢ C 3 ae (a la Pa or 
H H H H H H CH,—CH), 
ethane ethyl group ethylcyclohexane ethylcyclohexane 


FIGURE 2-13 Naming alkyl groups. Alkyl groups are named like the alkanes they are derived 
from, with a -y/ suffix. 


We are often concerned primarily with the structure of the most important part of 
a molecule. In these cases, we can use the symbol R as a substituent to represent an 
alkyl group (or some other unreactive group). We presume that the exact nature of the 
R group is unimportant. 


ie 
a might be © an or ‘© sake or other compounds 


an alkylcyclopentane methylcyclopentane isopropylcyclopentane 


2-15 


2-15B Alkenes 


Alkenes are hydrocarbons that contain carbon-carbon double bonds. A carbon-carbon 
double bond is the most reactive part of an alkene, so we say that the double bond is 
the functional group of the alkene. Alkene names end in the -ene suffix. If the double 
bond might be in more than one position, then the chain is numbered and the lower 
number of the two double-bonded carbons is added to the name to indicate the position 
of the double bond. 


CH,=CH), CH,= CH — CH3 
ethene (ethylene) propene (propylene) 
1 2 3 4 1 2 3 + 
CH,—=CH — CH, — CH; CH; — CH=CH — CH, 
but-1-ene but-2-ene 


Carbon-carbon double bonds cannot rotate, and many alkenes show geometric 
(cis-trans) isomerism (Sections 1-18B and 1-19B). Following are the cis-trans isomers 
of some simple alkenes: 


CH, CH, CH, H 


Sard ar ory 

= — LOO 
f % / . _ ~S 

H H H CH, 


cis-but-2-ene trans-but-2-ene cis-hex-2-ene trans-hex-2-ene 


Cycloalkenes are also common. Unless the rings are very large, cycloalkenes are 
always the cis isomers, and the term cis is omitted from the names. In a large ring, a 
trans double bond may occur, giving a trans-cycloalkene. 


a t2 to 


cyclopentene cyclohexene trans-cyclodecene 


2-15C Alkynes 


Alkynes are hydrocarbons with carbon-carbon triple bonds as their functional group. 
Alkyne names generally have the -yne suffix, although some of their common names 
(acetylene, for example) do not conform to this rule. The triple bond is linear, so there 
is no possibility of geometric (cis-trans) isomerism in alkynes. 


H—C=}C—H H—C=C— CH; 
ethyne (acetylene) propyne (methylacetylene) 


1 2 3 4 i 2 3 4 


Hydrocarbons 


H—C=C—CH),—CH, CH;—C=C—CH, HyC—CH) 


but-1-yne but-2-yne 


In an alkyne, four atoms must be in a straight line. These four collinear atoms are 
not easily bent into a ring, so cycloalkynes are rare. Cycloalkynes are stable only if the 
ring is large, containing eight or more carbon atoms. See the structure of cyclooctyne 


H)C—CH) 


shown in the margin. cyclooctyne 
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Application: Toxicity 


The presence of a methyl or ethyl group 
can make a big difference in biological 
systems. For example, benzene is quite 
toxic and causes leukemia, but methyl 
benzene (and ethyl benzene) are less 
toxic because enzymes can oxidize the 
methyl or ethyl group. 


Ca 


an arylcyclopentane 
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2-15D Aromatic Hydrocarbons 


The following compounds may look like cycloalkenes, but their properties are different 
from those of simple alkenes. These aromatic hydrocarbons (also called arenes) are 
all derivatives of benzene, represented by a six-membered ring with three double bonds. 
This bonding arrangement is particularly stable, for reasons that we explain in Chapter 16. 


i i 1 
ree ee “eee 
C C C C 
H~ ‘e? Se Ho ‘¢? Na Ho 7 ~ 
H H H 
or or or 
CH,CH, R 
benzene ethylbenzene an alkylbenzene 


Just as a generic alkyl group substituent is represented by R, a generic aryl group 
is represented by Ar. When a benzene ring serves as a substituent, it is called a phenyl 
group, abbreviated Ph. 


; Ph 
might be = 


phenylcyclopentane 


or similar compounds 


# 
PROBLEM 2-24 


Classify the following hydrocarbons, and draw a Lewis structure for each one. A compound 
may fit into more than one of the following classifications: 


alkane cycloalkane aromatic hydrocarbon 
alkene cycloalkene 
alkyne cycloalkyne 


(a) (CH3CH2),CHCH(CH3)> 
(d) 


(b) CH;CHCHCH,CH; (c) CH;CCCH,CH>CH; 


(e) CHCH, (f) om 
(g) one (h) @ aa (i) CI 


CH,—C=C—CH 
/ \ 
CH,—CH,—CH,—CH 


2-16 Functional Groups with Oxygen 


Many organic compounds contain oxygen atoms bonded to alkyl groups. The major 
classes of oxygen-containing compounds are alcohols, ethers, ketones, aldehydes, 
carboxylic acids, and acid derivatives. We will cover their nomenclature in greater 
detail in upcoming chapters. 


2-16 


2-16A Alcohols 


Alcohols are organic compounds that contain the hydroxy group (— OH) as their 
functional group. The general formula for an alcohol is R—OH. Alcohols are among 
the most polar organic compounds because the hydroxy group is strongly polar and can 
participate in hydrogen bonding. Thus, the hydroxy group is hydrophilic, and it confers 
solubility in water if the hydrophobic alkyl] part of the molecule is not too large. Some 
of the simple alcohols such as ethanol and methanol are miscible (soluble in all propor- 
tions) with water, but alcohols with more than four carbons have limited solubility in 
water. Names of alcohols end in the -o/ suffix from the word alcohol, as shown for the 
following common alcohols: 
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i 
R—OH CH,— OH CH,CH,—-OH  CH,—CH,—CH,—OH —_CH,—CH—CH, 
an alcohol methanol ethanol propan-1-ol propan-2-ol 
(methyl alcohol) (ethyl alcohol) (n-propyl alcohol) (isopropyl alcohol) 


Alcohols are some of the most common organic compounds. Methyl alcohol 
(methanol), also known as “wood alcohol,” is used as an industrial solvent and as 
an automotive racing fuel. Ethyl alcohol (ethanol) is sometimes called “grain alco- 
hol” because it is produced by the fermentation of grain or almost any other organic 
material. “Isopropyl alcohol” is the common name for propan-2-ol, used as “rubbing 
alcohol.” 


2-16B Ethers 


Ethers are composed of two alkyl groups bonded to an oxygen atom. The general 
formula for an ether is R—O—R’. (The symbol R’ represents another alkyl group, 
either the same as or different from the first.) Like alcohols, ethers are much more polar 
than hydrocarbons, but ethers have no O — H hydrogens, so they cannot hydrogen bond 
with themselves. Ethers do form hydrogen bonds with hydrogen-bond donors such as 
alcohols, amines, and water, enhancing their solubility with these compounds. Ether 
names are often formed from the names of the alkyl groups and the word ether. Diethyl] 
ether is the common “ether” used for starting engines in cold weather and once used 
for surgical anesthesia. 


i 
CH3— O— C—CH 
R—O—R’  CH,CH,—O—CH,CH, [ \ | ? 
ROR’, an ether diethyl ether O CH; 
furan methyl tert-butyl ether 


2-16C Aldehydes and Ketones 


The carbonyl group, C—O, is the functional group for both aldehydes and 
ketones. A ketone has two alkyl groups bonded to the carbonyl group; an aldehyde 
has one alkyl group and a hydrogen atom bonded to the carbonyl group. Ketone 
names generally have the -one suffix; aldehyde names use either the -al suffix or 
the -aldehyde suffix. 

The carbonyl group is strongly polar, and it can form hydrogen bonds with 
hydrogen-bond donors such as water, alcohols, and amines. The hydrophilic car- 
bony] group allows aldehydes and ketones containing up to four carbon atoms to 
be miscible with water. Those with more than four carbons have limited solubility 
in water. 


Application: Environment 


Ethanol is widely used as an additive to 
gasoline. “Gasohol” is an “oxygenated” 
fuel that contains about 10% ethanol, 
which causes the fuel to burn at a slightly 
lower temperature, producing lower 
concentrations of pollutants such as 
nitrogen oxides. Ethanol has replaced 
MTBE (methyl tert-butyl ether) as an oxy- 
genated fuel additive because of safety 
concerns about MTBE contaminating 
groundwater when it leaks from storage 
tanks. 


‘0: 
2 “a 


6 ‘0: 
. ae 
CH; 


hydrogen bonding of 
dimethyl ether with water 


O O 
—— i 


© By 
| 


RR 


hydrogen bonding of 
a ketone with water 


H 
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I 
O 
‘e O O 
e™, | 
R R’ CH,—C—CH, CH,—C—CH,CH, 

RCOR’‘, a ketone propan-2-one (acetone) butan-2-one (methyl! ethyl ketone) cyclohexanone 
1 1 1 1 
R=—C—H CH,—C—H CH,CH,—C—H CH,CH,CH,—_C—H 
or RCHO or CH,CHO or CH,CH,CHO or CH,CH,CH,CHO 
an aldehyde ethanal (acetaldehyde) propanal (propionaldehyde) butanal (butyraldehyde) 

2-16D Carboxylic Acids 
Carboxylic acids contain the carboxyl group, — COOH, as their functional group. 
The general formula for a carboxylic acid is R—COOH (or RCO>H) The carboxyl 
group is a combination of a carbonyl group and a hydroxy group, but this combina- 
tion has different properties from those of ketones and alcohols. Carboxylic acids owe 
their acidity (pK, of about 5) to the resonance-stabilized carboxylate anions formed 
by deprotonation. The following reaction shows the dissociation of a carboxylic acid: 
i. . la. |. ; 
R—C—O—-H. +. -H,0% — K—C—O; <—_ R—C=O.| + H,0 
carboxylic acid carboxylate anion 


Systematic names for carboxylic acids use the -oic acid suffix, but historical names 
are commonly used. Formic acid was first isolated from ants, genus Formica. Acetic 
acid, found in vinegar, gets its name from the Latin word for “sour” (acetum). Propionic 
acid gives the tangy flavor to sharp cheeses, and butyric acid provides the pungent 
aroma of rancid butter. 


1 1 1 1 
H—C—OH  CH~C—OH  CH,;—-CH.—C—OH ~~ CH;-CH;>-CH,—C—OH 
methanoic acid ethanoic acid propanoic acid butanoic acid 

(formic acid) (acetic acid) (propionic acid) (butyric acid) 


Carboxylic acids are strongly polar, like ketones, aldehydes, and alcohols. The 
strongly hydrophilic carboxyl group enhances their solubility in water; in fact, all four 
of the carboxylic acids shown here are miscible (soluble in all proportions) with water. 


- 
PROBLEM-SOLVING HINT PROBLEM 2-25 


Condensed formulas are often Draw a Lewis structure, and classify each of the following compounds. The possible clas- 
confusing, especially when they sifications are as follows: 

involve carbonyl groups. Whenever alcohol ketone carboxylic acid 

you see a complicated condensed ether aldehyde alkene 


formula, convert it to a Lewis (a) CH,CHCHO (b) CH;CH,CH(OH)CH; (c) CH;COCH>CH, 


structure first for clarity. 
(d) CH;CH,OCHCH, (e) om (f) C) 
(g) On (h) — CHO (i) e _-CH,OH 


2-17 Functional Groups with Nitrogen 


2-16E Carboxylic Acid Derivatives 


Carboxylic acids are easily converted to a variety of acid derivatives. Each derivative 
contains the carbonyl group bonded to an oxygen or another electron-withdrawing 
element. Among these functional groups are acid chlorides, esters, and amides. 
All of these groups can be converted back to carboxylic acids by acidic or basic 


hydrolysis. 
O O 
R—C—OH R—C—Cl Bengal ees 
or R—COOH or R—COCI or R—COOR’ or R—CONH, 
carboxylic acid acid chloride ester amide 
O O O O 
a gee Cl a —CH,CH, a) —NH, 
or CH,COOH or CH,COCI or CH,COOCH,CH, or CH,CONH, 
acetic acid acetyl chloride ethyl acetate acetamide 


2-17 Functional Groups with Nitrogen 


Nitrogen is another element often found in the functional groups of organic com- 
pounds. The most common “nitrogenous” organic compounds are amines, amides, 
and nitriles. 


2-17A Amines 


Amines are alkylated derivatives of ammonia. Like ammonia, amines are basic. 
. + 
R—NH, + H,O — R—NH, ~OH K, = 10-4 pk, =4 


Because of their basicity (“alkalinity”), naturally occurring amines are often 
called alkaloids. Simple amines are named by naming the alkyl groups bonded to 
nitrogen and adding the word “amine.” The structures of some simple amines are 
shown below, together with the structure of nicotine, a toxic alkaloid found in tobacco 
leaves. 


Amines: R 


R—NH, or R—NH—R’ or R—N—R’ 


CH,—NH, CH,—NH—CH,CH, (CH,CH,),N: 


methylamine ethylmethylamine triethylamine piperidine nicotine 


The nitrogen atom of an amine is hydrophilic because it can accept hydrogen 
bonds from water. If the amine has N—H bonds, these can donate hydrogen bonds to 
water. Therefore, many of the amines containing up to five carbon atoms are miscible 
with water. 


2-17B Amides 


Amides are acid derivatives that result from a combination of an acid with ammonia or 
an amine. Proteins have the structure of long-chain, complex amides. 
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EPM of acetamide 
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1 1 1 
R—C—NH, or R—C—NHR’ or R—C—NR; 
amides 
I 1 1 pr 
CH,—C—NH, CH,—C—NH—CH, CNL 
CH, 
acetamide N-methylacetamide N,N-dimethylbenzamide 


Amides are among the most stable acid derivatives. The nitrogen atom of an amide 
is not as basic as the nitrogen of an amine because of the electron-withdrawing effect 
of the carbony! group (see Section 2-12). The following resonance forms help to show 
why amides are very weak bases: 


pk, = 14 
+ 


Amides form particularly strong hydrogen bonds, giving them high melting points and 


high boiling points. The strongly polarized amide N—H hydrogen forms unusually 


Proteins are specialized polymers of amides . 


(Chapter 24). Their three-dimensional 


structures are defined and stabilized by the 
strong hydrogen bonding found in amides. 


The alpha-helical structure shown 
below is held in position by hydrogen 
bonding between amide N—— H groups 
and carbonyl groups in adjacent turns of 
the helix. 


strong hydrogen bonds with the carbonyl! oxygen that carries a partial negative charge 
in the polarized resonance form shown above. The following illustration shows this 
strong intermolecular hydrogen bonding. 


O- H 
\ +/ 
C=N H 
/ \ \ 2-H 
R H +N 
= _ 34 
O H:--O—C 
\ +/ \ 
C=N R 
\ 
R H 


hydrogen bonding in amides 


2-17C Nitriles 


A nitrile is a compound containing the cyano group, —C=N. The cyano group was 
introduced in Section 1-17 as an example of sp hybridized bonding. The cyano group is 
strongly polar by virtue of the C=N triple bond, and most small nitriles are somewhat 
soluble in water. Acetonitrile is miscible with water. 


R—C=N: CH,—C=N:  CH,CH,—C=N: (pcan: 


a nitrile acetonitrile propionitrile benzonitrile 


All of these classes of compounds are summarized in the table of Common Organic 
Compounds and Functional Groups, given on the front inside cover for convenient 
reference. 
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( PROBLEM 2-26 


Draw a Lewis structure, and classify each of the following compounds: 


(a) CH;CH,CONHCH; (b) (CH;CH;),NH (c) (CH3),CHCOOCH; 
(d) CH;CHCHCOCI (e) (CH3CH>),0 (f) CH;CH,CH,CN 
(g) (CH3);CCH,CH,COOH (h) O (i) 

( O 


O 
Gj) N—CH, (Kk) O () ° 
N—CH, Cy 
(n) Cs ° (0) © aa 
C—H 


ie) 


ss 
PROBLEM 2-27 


Circle the functional groups in the following structures. State to which class (or classes) of 
compounds the structure belongs. 


(a) CH,—=CHCH,COOCH; (b) CH3;0CH; (c) CH;CHO 
(d) CH3;CONH), (e) CH;3NHCH3; (f) RCOOH 
(g) one (h) oe (i) [>=o 
@) CH,OH 
O (k) CH; 
HO OH CH; o. FH 
Ci6H33 
HO 
O CH; 
hydrocortisone vitamin E 
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acid chloride An acid derivative with a chlorine atom in place of the hydroxy group. (p. 135) 
O 
ee 
acid-dissociation constant (Kg) The equilibrium constant for the reaction of the acid with water to generate H30°. (p. 109) 


[H,O*][A™] 
[HA] 


K, 
HA + H,O H,O* + A- 


acid base 


conjugate acid-base pair 


The negative logarithm of K, is expressed as pKa: 
pKa =—logi0 Ka 


acids and bases 
(Arrhenius definitions) 


(Bronsted-Lowry definitions) 


(Lewis definitions) 


alcohol 
aldehyde 


alkanes 
alkenes 
alkyl group 


alkynes 
amide 


amine 
aromatic hydrocarbons 


bond dipole moment 


carbonyl group 


carboxyl group 
carboxylic acid 


conjugate acid 
conjugate base 
curved-arrow formalism 


cyano group 
dipole-dipole forces 


dipole moment (1) 


electrophile 
ester 
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(p. 107) 

acid: dissociates in water to give H30° 

base: dissociates in water to give OH 

acid: proton donor 

base: proton acceptor 

acid: electron-pair acceptor (electrophile) 

base: electron-pair donor (nucleophile) 

A compound that contains a hydroxy group bonded to a carbon atom; R—OH. (p. 133) 
A carbonyl group with one alkyl group and one hydrogen. (p. 133) 


O 
R—C—H 


Hydrocarbons containing only single bonds. (p. 129) 
Hydrocarbons containing one or more C=C double bonds. (p. 131) 


A hydrocarbon group with only single bonds; an alkane with one hydrogen removed, to 
allow bonding to another group; symbolized by R. (p. 130) 


Hydrocarbons containing one or more C=C triple bonds. (p. 131) 
An acid derivative that contains a nitrogen atom instead of the hydroxy group of the acid. (p. 135) 


i 
R—C— NHR’ 


| 
R—C—NR; 


| 
R—C—NH, 


An alkylated analog of ammonia; R—NHb, R2NH, or R3N. (p. 135) 

(arenes) Hydrocarbons containing a benzene ring, a six-membered ring with three double 
bonds. (p. 132) 

A measure of the polarity of an individual bond in a molecule, defined as u = (4.8 X d X 4), 
where pz is the dipole moment in debyes (10~'° esu-A), d is the bond length in angstroms, 
and 6 is the effective amount of charge separated, in units of the electronic charge. 
(p. 94) 


The 0 functional group, as in a ketone or an aldehyde. (p. 133) 


The —COOH functional group, as in a carboxylic acid. (p. 134) 
A compound that contains the carboxyl group, — COOH. (p. 134) 


i 
R—C—OH 


The acid that results from protonation of a base. (p. 108) 

The base that results from loss of a proton from an acid. (p. 108) 

A method of drawing curved arrows to keep track of electron movement from nucleophile 
to electrophile (or within a molecule) during the course of a reaction. (p. 127) 

The —C=N functional group, as in a nitrile. (p. 136) 

Attractive intermolecular forces resulting from the attraction of the positive and negative 
ends of the permanent dipole moments of polar molecules. (p. 98) 

A measure of the polarity of a bond (or a molecule), proportional to the product of the 
charge separation times the bond length. (p. 94) 

An electron-pair acceptor (Lewis acid). (p. 126) 

An acid derivative with an alkyl group replacing the acid proton. (p. 135) 


i 
R—C— OR’ 


A compound with an oxygen bonded between two alkyl (or aromatic) groups; R—O—R’. (p. 133) 


functional group 
hydrocarbons 

alkanes: 

alkenes: 

alkynes: 

cycloalkanes, cycloalkenes, 

cycloalkynes: 

aromatic hydrocarbons: 


hydrogen bond 


hydrophilic 
hydrophobic 


hydroxy group 
isomers 
ketone 


Lewis acid 
Lewis base 
London dispersion forces 


miscible 
molecular dipole moment 


nitrile 

nucleophile 

pH 

van der Waals forces 


dipole-dipole forces: 


London forces: 
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The reactive, nonalkane part of an organic molecule. (p. 130) 
Compounds composed exclusively of carbon and hydrogen. 
Hydrocarbons containing only single bonds. (p. 129) 

Hydrocarbons containing one or more C=C double bonds. (p. 131) 
Hydrocarbons containing one or more C=C triple bonds. (p. 131) 
Alkanes, alkenes, and alkynes in the form of a ring. (p. 130) 


Hydrocarbons containing a benzene ring, a six-membered ring with three double bonds. (p. 132) 


benzene 


A particularly strong attraction between a nonbonding pair of electrons and an electrophilic 
O—H or N—H hydrogen. Hydrogen bonds have bond energies of about 20 kJ/mol 
(5 kcal/mol), compared with about 400 kJ/mol (about 100 kcal/mol) for typical C— 
H bonds. (p. 100) 


(“water-loving”) Polar substances or groups that readily dissolve in water; 
water-attractive. (p. 105) 


(“water-hating”) Nonpolar substances or groups that do not readily dissolve in water; 
water-repellant. (p. 104) 


(hydroxyl group) The —OH functional group, as in an alcohol. (p. 133) 
Different compounds with the same molecular formula. (p. 81) 
A carbonyl group bonded to two alkyl groups. (p. 133) 


O 
R—C—R’ 


An electron-pair acceptor (electrophile). (p. 126) 

An electron-pair donor (nucleophile). (p. 126) 

Intermolecular forces resulting from the attraction of correlated temporary dipole 
moments induced in adjacent molecules. (p. 99) 

Soluble in all proportions. (p. 107) 

The vector sum of the bond dipole moments (and any nonbonding pairs of electrons) in 
a molecule; a measure of the polarity of a molecule. (p. 95) 

A compound containing a cyano group, —C=N. (p. 136) 

An electron-pair donor (Lewis base). (p. 126) 

A measure of the acidity of a solution, defined as the negative logarithm (base 10) of the 
H30° concentration: pH = —log49[H30"]. (p. 107) 

The attractive forces between neutral molecules, including dipole-dipole forces and 
London dispersion forces. (p. 99) 

The forces between polar molecules resulting from the attraction of their permanent 
dipole moments. 


Intermolecular forces resulting from the attraction of correlated temporary dipole 
moments induced in adjacent molecules. 
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Essential Problem-Solving Skills in Chapter 2 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Identify polar and nonpolar molecules. Identify those molecules that engage in 


hydrogen bonding, either between themselves or with other hydrogen-bond donors. Problems 2-28, 29, 30, 31, and 32 
2 Predict general trends in the boiling points and solubilities of compounds based on 
their size, polarity, and ability to form hydrogen bonds. Problems 2-31, 32, 33, 34, and 35 
3 Predict relative acidities and basicities based on the structure, bonding, and Problems 2-36, 37, 38, 40, 45, 46, 47, 
resonance of conjugate acid-base pairs. 48, and 54 
4 Calculate and interpret values of Kz, Ky, pKa, and pK. Use these values, and values 
for similar compounds, to predict products of acid-base reactions. Problems 2-39, 41, 42, 43, 44, and 48 
Problem-Solving Strategy: Predicting Acid-Base Equilibrium Positions Problems 2-39, 42, 43, and 49 
5 Identify electrophiles (Lewis acids) and nucleophiles (Lewis bases), and write equations 
for Lewis acid-base reactions using curved arrows to show the flow of electrons. Problems 2-50, 51, 52, and 53 
6 Identify alkanes, alkenes, and aromatic hydrocarbons, and draw structural formulas 
for examples. Problems 2-55, 56, and 57 
7 Identify alcohols, ethers, aldehydes, ketones, carboxylic acids, and esters, and draw 
structural formulas for examples. Problems 2-55, 56, and 57 
8 Identify amines, amides, and nitriles, and draw structural formulas for examples. Problems 2-55, 56, and 57 


Study Problems 


2-28 The C=N triple bond in acetonitrile has a dipole moment of about 3.6 D and a bond length of about 1.16 A. Calculate the 
amount of charge separation in this bond. How important is the charge-separated resonance form in the structure of acetonitrile? 


+ *- 
CH,—C=N: <> CH,—C=N: 
acetonitrile 

2-29 For each of the following compounds, 

1. draw the Lewis structure. 

2. show how the bond dipole moments (and those of any nonbonding pairs of electrons) contribute to the 

molecular dipole moment. 
3. estimate whether the compound will have a large, small, or zero dipole moment. 
(a) CH; —CH=N— CH; (b) CH; — CH,OH (c) CBr4 


NC CN 
\ 7 


(d) I 
CH,—C—CH, 


Cl ? 
(e) Cy OY ope dee 


2-30 Ozone has a dipole moment of 0.53 D. Carbon dioxide has a dipole moment of zero, even though C— O bonds are more 
polar than O— O bonds. Explain this apparent contradiction. 


e 

fo) 

| 

fo) 

S 
m—Z: ) 


2-31 


2-32 


2-33 


2-34 


2-35 


2-36 
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Which of the following pure compounds can form hydrogen bonds? Which can form hydrogen bonds with water? Which 
ones do you expect to be soluble in water? 


(a) (CH3CH2)2NH (b) (CH3CH2)3N (c) CH3CH,CH,OH 
(d) (CH;CH,CH3),0 (e) CH,(CH,),CH; (f) CH)=CH—CH,CH, 
(g) CH,COCH; (h) CH;CH,COOH (@) CH;CH,CHO 


O O O ? 
ae ana oy —L na, 


Predict which member of each pair is more soluble in water. Explain your prediction. 


Cy or C7 (b) CF « iS (©) cys or 
(a) Cy or an (e) Cy « em ( CF « Cy 


Dimethyl] ether and ethanol are isomers. Their boiling points are very different, however. Explain why these two compounds 

have dramatically different boiling points. 

CH3 a O ~~ CH3 CH3CH> —— OH 
dimethyl] ether, bp —24 °C ethanol, bp 78 °C 

N-Methylpyrrolidine has a boiling point of 81 °C, and piperidine has a boiling point of 106 °C. 

(a) Explain the large difference (25 °C) in boiling point for these two isomers. 

(b) Tetrahydropyran has a boiling point of 88 °C, and cyclopentanol has a boiling point of 141 °C. These two isomers 
have a boiling point difference of 53 °C. Explain why the two oxygen-containing isomers have a much larger boiling 
point difference than the two amine isomers. 

(c) N,N-Dimethylformamide has a boiling point of 150 °C, and N-methylacetamide has a boiling point of 206 °C, for a 
difference of 56 °C. Explain why these two nitrogen-containing isomers have a much larger boiling point difference 
than the two amine isomers. Also explain why these two amides have higher boiling points than any of the other four 
compounds shown (two amines, an ether, and an alcohol). 


(a) 


O CH; 
Ih 2 
a 
N—CH, O CH, 
N-methylpyrrolidine, bp 81 °C tetrahydropyran, bp 88 °C N,N-dimethylformamide, bp 150 °C 
O CH 
I 7 
ce, Tk 
N—H 
OH H 
piperidine, bp 106 °C cyclopentanol, bp 141 °C N-methylacetamide, bp 206 °C 
Predict which compound in each pair has the higher boiling point. Explain your prediction. 
(a) CH3CH»CH,OCH3 or CH3CH,CH(OH)CH3 (b) CH3CH»CH»CH»CH3 or CH3CH»CH»CH»CH»CH3 
(c) CH3CH,CH2»CH2CH»CH3 or (CH3)2CHCH2CH2CH3 (d) CH3CH»CH2CH»CH2CH3 or CH3CH2CH»CH2CH»2CH2Cl 


CH, 


ers CH, O 
(e) S or = (f) NH Oo NH 


All of the following compounds can react as acids. Without using a table of acidities, rank them in order of increasing 
acidity. Explain your ranking. 

(a) CH3CH,CH,2SO3H (b) CH3CH»CH,OH (c) CH3CH»CH,COOH 

(d) CH3;CH,CHCICOOH (e) CICH,CH,CH,COOH 


(continued) 
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2-37. __ Rank the following species in order of increasing acidity. Explain your reasons for ordering them as you do. 
HF HCN NH; H,SO, HCOOH CH, H,0 
2-38 Rank the following species in order of increasing basicity. Explain your reasons for ordering them as you do. 
NH; CH3;0° H,O CH3COO” NaOH NH, HSO, 
2-39 The K, of phenylacetic acid is 5.2 X 10°, and the pK, of propionic acid is 4.87. 


1 1 
€ \-cu,—¢—o1 CH,—CH,—C—OH 


phenylacetic acid, K,= 5.2 x 107° propionic acid, pK, = 4.87 


(a) Calculate the pK, of phenylacetic acid and the K, of propionic acid. 
(b) Which of these is the stronger acid? Calculate how much stronger an acid it is. 
(c) Predict whether the following equilibrium will favor the reactants or the products. 


€ \-cucoo: + CH,CH,COOH == € \-cxcoon + CH,CH,COO- 


*2-40 = The following compound can become protonated on any of the three nitrogen atoms. One of these nitrogens is much more 
basic than the others, however. 
(a) Draw the important resonance forms of the products of protonation on each of the three nitrogen atoms. 
(b) Determine which nitrogen atom is the most basic. 


CH,—NH—C 
NH, 


2-41 The following compounds are listed in increasing order of acidity. In each case, the most acidic proton is shown in red. 


O O O O 
OH 
ii " im ? 
H H H H 


W, pKa = 25 X, pKa = 23 Y, pKa = 8.8 Z, pKa =4.2 


(a) Show the structure of the conjugate base of each acid, including any resonance forms. 
(b) Explain why X is a stronger acid than W. 
(c) Explain why Y is a stronger acid than X. 
(d) Explain why Z is a stronger acid than Y. 
2-42 Predict the products of the following acid-base reactions. 


(a) H,SO, + CH,COO~ = (b) CH;COOH + (CH,);N: <== 
T 1 
ated —OH + -OH =< (d) HO—C—OH + 2-OH <== 
+ 
(ec) HO + NH; (f) (CH);NH + ~OH => 
+ 
(g) HCOOH + CH,O7 <> (h) NH;CH,COOH + 2-OH <=> 


2-43 Consider the following proposed Brénsted—Lowry acid-base reactions. In each case, draw the products of a transfer of the 
most acidic proton on the acid to the most basic site on the base. Use Appendix 4 to find or estimate the pK, values for the 
acids and the pK; values for the bases. Then determine which side of the reaction is favored, either reactants or products. 


an ~ COOH 
~ | " 
a) || + wo) U 
Zz N 
i on O,N 
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O 
| 
(c) / \ (d) CH,—C—NH, + NaOCH,CH, 
+ NaNH, 
) 


H 


O 
| | 
(e) CH,—C—NH, + HCI (aq) (f) CH,—C—CH,—C—OCH,CH, + NaOH (aq) 


2-44 Compare the relative acidity of 1-molar aqueous solutions of the following acids. 
NH,Cl HCN CH3;COOH HCOOH H,SO4 HI HBr 
pK,=9.26 pk,=9.22 pK, =4.74 pK, = 3.76 pk,=-5 pk,=-l1 pk,=-9 


2-45 — The following compounds can all react as acids. 


1 1 
CH;—C—OH CF,—C—OH  CH;—C—OOH CF,CH;—C—OH CH,CH,OH 
(a) For each compound, show its conjugate base. Show any resonance forms if applicable. 
(b) Rank the conjugate bases in the order you would predict, from most stable to least stable. 
(c) Rank the original compounds in order, from strongest acid to weakest acid. 


2-46 = The following compounds can all react as bases. 


| 
CH,CH;-NH, = CH;—~C—NH, NaOH  CH,CH,—OH NaNH, 


(a) For each compound, show its conjugate acid. Show any resonance forms if applicable. 
(b) Rank the conjugate acids in the order you would predict, from most stable to least stable. 
(c) Rank the original compounds in order, from strongest base to weakest base. 


2-47 —- The following compounds can all react as acids. 


i i i 1 1 
CH;-C—OH  CH;-C—NH,  CH;~S—OH Te os 
O O 


(a) For each compound, show its conjugate base. Show any resonance forms if applicable. 
(b) Rank the conjugate bases in the order you would predict, from most stable to least stable. 
(c) Rank the original compounds in order, from strongest acid to weakest acid. 


2-48 Consider the following compounds that vary from nearly nonacidic to strongly acidic. Draw the conjugate bases of these 
compounds, and explain why the acidity increases so dramatically with substitution by nitro groups. 


CHy CH3NO, CH2(NO>)2 CH(NO?)3 
pK, = 50 pK, = 10.2 pK, = 3.6 pK, = 0.17 


2-49 Ethyllithium (CH3CH>Li) is often used as a base in organic reactions. 
(a) Predict the products of the following acid—base reaction. 


CH30H a CH3CH)>Li —>+ 
(b) What is the conjugate acid of CH3;CHzLi? Would you expect CH3CH3Li to be a strong base or a weak base? 


2-50 Label the reactants in these acid—base reactions as Lewis acids (electrophiles) or Lewis bases (nucleophiles). Use curved 
arrows to show the movement of electron pairs in the reactions. 


(a) CHO! + CH,—Cli —> CH,—O—CH, + :Cl* 


CH,— i CH, + : —H —> CH— ‘ : + CH,— - H 
(b) 
CH, H CH, H 


(continued) 
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2-51 


2-52 


2-53 
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i v 
(c) H—C—H + :NH, —> a 


*NH, 

oe oe 4 oe 
(d) CH,— NH, + CH,— CH,— Cl: —_ CH.— NH,— CH,CH, + ?Cl > 

‘Oo ‘O--H 
(e) | | 

CH,—C—CH, + H,SO, —> CH,—C—CH, + HSO; 

(f) (CH3)3;CCl + AIC —> (CH;)3Ct + “AICL 

oO :0 - 


(g) | . | : 
CH,—C—CH, + ~O—H —> CH,—C=CH, + H—O—H 


- + 
(h) CH,>=CH, + BF, >  BF;—CH,—CH, 


= + = + 
(i) BF; a CH, —! CH, + CH, a CH, —- BF; CH, CH, CH, CH, 


In each reaction, label the reactants as Lewis acids (electrophiles) or Lewis bases (nucleophiles). Use curved arrows to 
show the movement of electron pairs in the reactions. Draw any nonbonding electrons to show how they participate in 
the reactions. 


(a) (CH;),NH + HCl —> (CH;); NH, + cr 
(b) (CH,)NH + CH,Cl —> (CH), NH + CP 
0) *O—H 
©) ae + HCl ——> ala + ch 


1 1 
(d) CH—C—H + CH,O- —> CH, : H 
OCH, 
O O- 
Be 
(e) CH—C—H + CH,O7 —>  ~C=C—H + CH,OH 
H 


Each of these compounds can react as an electrophile. In each case, use curved arrows to show how the electrophile would 
react with the strong nucleophile sodium ethoxide, Na‘ OCH»CH3. 


O 
(a) @ (b) NH,* (©) CH,CH,Br 


(d) BH; (e) CH;COOH “(f) HXC=CH—CHO 

(two sites) 
Each of these compounds can react as a nucleophile. In each case, use curved arrows to show how the nucleophile would 
react with the strong electrophile BF3. 


O O 
(a) 4 (b) Cc) ot 


(d) (CH3)3N (e) CH3;CH,OH (f) (CH3)2S 


2-54 


2-55 


2-56 


2-57 
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The pK, of ascorbic acid (vitamin C, page 93) is 4.17, showing that it is slightly more acidic than acetic acid (CH;COOH, 

pK, 4.74). 

(a) Show the four different conjugate bases that would be formed by deprotonation of the four different OH groups in 
ascorbic acid. 

(b) Compare the stabilities of these four conjugate bases, and predict which OH group of ascorbic acid is the most acidic. 

(c) Compare the most stable conjugate base of ascorbic acid with the conjugate base of acetic acid, and suggest why 
these two compounds have similar acidities, even though ascorbic acid lacks the carboxylic acid (COOH) group. 


Give a definition and an example for each class of organic compounds. 


(a) alkane (b) alkene (c) alkyne 
(d) alcohol (e) ether (f) ketone 
(g) aldehyde (h) aromatic hydrocarbon (i) carboxylic acid 
(j) ester (k) amine (1) amide 


(m) nitrile 


Circle the functional groups in the following structures. State to which class (or classes) of compounds the structure 
belongs. 


o COOH CHO 
(a) C 7 (b) or (©) © aad 
O 


O O O 
(a) Of 9 (7? Seg is 
CH,OCH, Wie H,N— ‘i —COOH 
(g) (h) i) 
CH, —CH—COOCH, CH,—OH 


CN 


Many naturally occurring compounds contain more than one functional group. Identify the functional groups in the 
following compounds: 

(a) Penicillin G is a naturally occurring antibiotic. 

(b) Dopamine is the neurotransmitter that is deficient in Parkinson’s disease. 

(c) Capsaicin gives the fiery taste to chili peppers. 

(d) Thyroxine is the principal thyroid hormone. 

(e) Testosterone is a male sex hormone. 


O 
CH i NH wf | 
2 ae. i SO 
CH cee H 
Wi 
HO 


penicillin G dopamine capsaicin 


OH 


I I 
ie 
HO O CH,—CH—COOH 
I I 


thyroxine testosterone 


Goals for Chapter 3 


41 Draw and name the isomers of 
alkanes, and explain the trends in 
their physical properties. 


2 Draw alkane conformations, 
compare their energies, and predict 
the most stable conformations. 


3 Draw and name the isomers 
of cycloalkanes, and explain ring 
strain. 


4. Draw the conformations of 
cycloalkanes, compare their 
energies, and predict the most 
stable conformations. 


> A colorized radar image of the surface 
of Titan, Saturn's largest moon, taken 

by the Cassini spacecraft. The light tan 
areas correspond to a solid surface with 
high radar reflectivity. The dark areas of 
low reflectivity are thought to be lakes of 
methane and ethane, which rain down 
on the moon and flow in rivers along its 
surface. 
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; Ethane; bpis89 o@ 


i » 


ae 


— Methane, bp — 164°C 
= x < . 
- 
ee 
- x. - 
—— = Se « 


An alkane is a hydrocarbon that contains only single bonds. The alkanes are the simplest 
and least reactive class of organic compounds because they contain only hydrogen and 
sp° hybridized carbon, and they have no reactive functional groups. Alkanes contain 
no double or triple bonds and no heteroatoms (atoms other than carbon or hydrogen). 
They are poor acids and bases, and they are poor electrophiles and nucleophiles as 
well. Although alkanes undergo reactions such as cracking and combustion at high 
temperatures, they are much less reactive than other classes of compounds that have 
functional groups. 


3-2. Molecular Formulas of Alkanes 


TABLE 3-1 Hydrocarbon Classifications 


Compound Type Functional Group Example 
alkanes none (no double or triple bonds) CH; — CH, — CH, propane 
= a 
alkenes Pn double bond CH, = CH — CH3, propene 
alkynes —C=C~— triple bond H— C==C— Cis, propyne 
! CH,CH 

xe Ze Ny 23 
aromatics benzene ring | | 

ZL No Ze << ethylbenzene 


The study of organic compounds begins with alkanes because alkane structures 
form the hydrocarbon backbones of most organic compounds. Learning to name 
organic compounds begins with the names of alkanes because most organic compounds 
are named using the parent alkane as the root of the name. 


3-1 Classification of Hydrocarbons (Review) 


We classify hydrocarbons according to their bonding (Section 2-15), as shown in 
Table 3-1. Alkanes have only single bonds. A hydrocarbon with a carbon-carbon 
double bond (such as ethylene) is an alkene. If a hydrocarbon has a carbon-carbon triple 
bond (like acetylene), it is an alkyne. Hydrocarbons with aromatic rings (resembling 
benzene) are called aromatic hydrocarbons. 

A hydrocarbon with no double or triple bonds is said to be saturated because it has 
the maximum number of bonded hydrogens. Another way to describe alkanes, then, is 
as the class of saturated hydrocarbons. 


3-2 Molecular Formulas of Alkanes 


Table 3-2 shows the structures and formulas of the first 20 unbranched alkanes, called 
the n-alkanes or “normal” alkanes. Any isomers of these compounds have the same 
molecular formulas even though their structures are different. Notice how the molecular 
formulas increase by two hydrogen atoms each time a carbon atom is added. 

The structures of the alkanes in Table 3-2 are purposely written as chains of 
—CH,— groups (methylene groups), terminated at each end by a hydrogen atom. 
This is the general formula for the unbranched (straight-chain) alkanes. These 
alkanes differ only by the number of methylene groups in the chain. If the molecule 
contains n carbon atoms, it must contain (2n + 2) hydrogen atoms. Figure 3-1 
shows how this pattern appears in structures and how it leads to formulas of the 
form C,H, +>. 

A series of compounds such as the unbranched alkanes, that differ only by the 
number of —CH,— groups, is called a homologous series, and the individual members 
of the series are called homologs. For example, butane is a homolog of propane, and 
both of these are homologs of hexane and decane. 

Although we have derived the C,,H,,,, formula using the unbranched n-alkanes, it 
applies to branched alkanes as well. Any isomer of one of these n-alkanes has the same 
molecular formula. Just as butane and pentane follow the C,,H),,,> rule, their branched 
isomers isobutane, isopentane, and neopentane also follow the rule. 
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TABLE 3-2 Formulas and Physical Properties of the Unbranched Alkanes, 
Called the n-Alkanes 


Number Boiling Melting 
of Point Point 
Alkane Carbons Structure Formula (°C) (°C) Density 
methane 1 H— CH,—H CHy —164 =183 0.55 
ethane 2 H—(CH))2—H CoH —89 —183 0.51 
propane 3 H— (CH))3— H C3Hg —42 —189 0.50 
butane 4 H—(CH))4—H C4H 0 0 —138 0.58 
pentane b) H—(CH2)5 —H Cs5Hj2 36 —130 0.63 
hexane 6 H— (CH 3) —H CoH 4 69 —95 0.66 
heptane 7 H—(CH>)7—H CrHi6 98 —91 0.68 
octane 8 H—(CH>)g—H CgH 18 126 —57 0.70 
nonane 9 H— (CH))9 — H CoHa9 151 —31 0.72 
decane 10 H— (CH))i9 —H Cio9H22 174 —30 0.73 
undecane 11 H—(CH));;—H Cy, Ho4 196 —26 0.74 
dodecane 12 H—(CH))j2—H — CynH6 216 —10 0.75 
tridecane 13 H—(CH));3—H C13Ho28 235 =): 0.76 
tetradecane 14 H—(CH));4—H C1 4H39 254 6 0.76 
a 15 H—(CH))};—H = CysH39 271 10 0.77 
hexadecane 16 H—(CH))j6—H = Cy6H34 287 18 0.77 
as 17 H(i oa 303 94 0.76 
octadecane 18 H— (CH));g —H Ci gH3 317 28 0.76 
nonadecane 19 H— (CH))}9 —H CyoH49 330 32 0.78 
eicosane 20 H—(CH))29 —H Cy9Ha2 343 37 0.79 
triacontane 30 H—(CH))39 — H C30H62 >450 66 0.81 


“Densities are given in g/mL at 20 °C, except for methane and ethane, whose densities are given at their 
boiling points. 


H H H H H H H H H H CH, 


| | | Ls al | | ot | 
H—C—H tarot ea ee H i H CH,—CH—CH, 


H H H H H H H H H H 
methane, CH, ethane, C,H, propane, C3Hg butane, CyHyg isobutane, CyHjg 
CH, CH, 
CH,—CH,—CH,—CH,—CH; CH,;—CH—CH,—CH; een 
or H—(CH));—H CH, 


pentane, C5H,, isopentane, C;H,, neopentane, C5H,5 


FIGURE 3-1 Examples of the general alkane molecular formula, C,pH2n42. 


PROBLEM 3-1 


Using the general molecular formula for alkanes: 

(a) Predict the molecular formula of the C7 straight-chain alkane. 

(b) Predict the molecular formula of the alkanes containing 42 carbon atoms with extensive 
branching. 


3-3 Nomenclature of Alkanes 


The names methane, ethane, propane, and butane have historical roots. From pentane 
on, alkanes are named using the Greek word for the number of carbon atoms, plus 
the suffix -ane to identify the molecule as an alkane. Table 3-2 gives the names and 
physical properties of the n-alkanes up to 20 carbon atoms. 


3-3A Common Names 


If all alkanes had unbranched (straight-chain) structures, their nomenclature would be 
simple. Most alkanes have structural isomers, however, and we need a way of naming 
all the different isomers. For example, there are two isomers of formula C,Hj9. The 
unbranched isomer is simply called butane (or n-butane, meaning “normal” butane), 
and the branched isomer is called isobutane, meaning an “isomer of butane.” 


iy 
CH;—-CH;—-CH;—CH, CH;-CH—CH, 


butane (n-butane) isobutane 


The three isomers of C5H), are called pentane (or n-pentane), isopentane, and neopentane. 


i i 
CH,—CH;—CH;—-CH;-CH, = CH;-CH—CH,—CH, a ae 
entane (n-pentane) isopentane 
Pp n-p' Pp CH, 
neopentane 


Isobutane, isopentane, and neopentane are common names or trivial names, mean- 
ing historical names arising from common usage. Common names cannot easily describe 
the larger, more complicated molecules having many isomers, however. The number of 
isomers for any molecular formula grows rapidly as the number of carbon atoms increases. 
For example, there are 5 structural isomers of hexane, 18 isomers of octane, and 75 iso- 
mers of decane! We need a system of nomenclature that enables us to name complicated 
molecules without having to memorize hundreds of these historical common names. 


3-3B IUPAC or Systematic Names 


A group of chemists representing the countries of the world met in 1892 to devise 
a system for naming compounds that would be simple to use, require a minimum 
of memorization, and yet be flexible enough to name even the most complicated 
organic compounds. This was the first meeting of the group that came to be known 
as the International Union of Pure and Applied Chemistry, abbreviated IUPAC. This 
international group has developed a detailed system of nomenclature that we call the 
IUPAC rules. The IUPAC rules are accepted throughout the world as the standard 
method for naming organic compounds. The names that are generated using this 
system are called IUPAC names or systematic names. The IUPAC rules for naming 
organic compounds are summarized (for later reference) in Appendix 5, Summary 
of Organic Nomenclature. 


3-3 Nomenclature of Alkanes 
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2 1 


CH,CH, 


CH, jCH—CH,— CH, —CH, 
3 


4 5 6 


3-methylhexane 


PROBLEM-SOLVING HINT 


When looking for the longest 
continuous chain (to give the base 


name), look for all the different 
chains of that length. Often, 
the longest chain with the most 
substituents is not obvious. 


The IUPAC system works consistently to name many different families of com- 
pounds. We will consider the naming of alkanes in detail, and later extend these rules to 
other kinds of compounds as we encounter them. The IUPAC system uses the longest 
chain of carbon atoms as the main chain, which is numbered to give the locations of 
side chains. Four rules govern this process. 


Rule 1: The Main Chain The first rule of nomenclature gives the base name 
of the compound. 


Find the longest continuous chain of carbon atoms, and use the name of this 
chain as the base name of the compound. 


For example, the longest chain of carbon atoms in the compound in the margin contains 
six carbons, so the compound is named as a hexane derivative. The longest chain is 
rarely drawn in a straight line; look carefully to find it. 

The groups attached to the main chain are called substituents because they are 
substituted (in place of a hydrogen atom) on the main chain. When there are two longest 
chains of equal length, use the chain with the greater number of substituents as the 
main chain. The following compound contains two different seven-carbon chains and 
is named as a heptane. We choose the chain on the right as the main chain because it 
has more substituents (in red) attached to the chain. 


ik ie 
CH,}+CH—CH, CH, soeeces 
CH—CH—CH,CH, qa a 
(CH;) (CH;) oa 
CH, 
wrong correct 
seven-carbon chain, but only three substituents seven-carbon chain, four substituents 


Rule 2: Numbering The Main Chain _ To give the locations of the substituents, 
assign a number to each carbon atom on the main chain. 


Number the longest chain, beginning with the end of the chain nearest a 
substituent. 


We start the numbering from the end nearest a branch so that the numbers of the 
substituted carbons will be as low as possible. In the preceding heptane structure on the 
right, numbering from top to bottom gives the first branch at C3 (carbon atom 3), but 
numbering from bottom to top gives the first branch at C2. Numbering from bottom to 
top is correct. (If each end had a substituent the same distance in, we would start at the 
end nearer the second branch point.) 


3-3. Nomenclature of Alkanes 


‘(Hs = 8: 
CH, 


HCH—"CH, 


| | 
‘CH—CH-(@aee) ‘CH—CH--@aeae 


| a | 
Ci) cH CHD cH 
CH, methyl ‘CH, ep 


incorrect correct 
3-ethyl-2,4,5-trimethylheptane 


Rule 3: Naming Alkyl Groups Name the substituent groups. 


Name the substituent groups attached to the longest chain as alkyl groups. 
Give the location of each alkyl group by the number of the main-chain carbon 
atom to which it is attached. 


Alkyl groups are named by replacing the -ane suffix of the alkane name with -y/. 
Methane becomes methyl; ethane becomes ethyl. You may encounter the word amyl, 
which is an archaic term for a pentyl (five-carbon) group. 


Alkanes Alkyl Groups 
CH, methane CH; — methyl group 
CH;— CH, ethane CH3— CH, — ethyl group 
CH;—CH,— CH3 __ propane CH; — CH,— CH, propyl group 
CH; — (CH).— CH butane CH; — (CH).— CH, — butyl group 
CH; — (CH>)3— CH; pentane CH; — (CH))3— CH, — pentyl group 


(n-amyl group) 


The following alkanes show the use of alkyl group nomenclature. 


‘CH, CH CH,—CH, gma ete 
2 T 
CH,—CH—CH,—CH,—CH, 'CH,—CH, —CH—CH,—CH, CH |—CH, 


3-methylhexane 3-ethyl-6-methylnonane 


Figure 3-2 gives the names of the most common alkyl groups, those having up 
to four carbon atoms. The propyl and butyl groups are simply unbranched three- and 
four-carbon alkyl groups. These groups are sometimes named “n-propyl!” and “n-butyl!” 
to distinguish them from other kinds of (branched) propyl! and buty! groups. 

The simple branched alkyl groups are usually known by common names. The 
isopropyl! and isobutyl groups have a characteristic “iso” (CH3)2CH grouping, just as 


in isobutane. 


CH, CH, CH, CH, 
‘cH . \cH CH,— CH,— 
ZA Vl VA : . 
CH, CH, 
isopropyl group isobutyl group isobutane isopentyl group 


(isoamyl] group) 
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One carbon Two carbons Three carbons 
i 
methyl group ethyl group propyl group isopropyl group 
(or “n-propyl group’) 
Four carbons 

1” 1” i 
CH3— CH,— CH,— CH, CH3;— CH—CH,— CH,—CH,— CH— CH,—cC— 

butyl group isobutyl group sec-butyl group | 
' r CH; 

(or “n-butyl group”) 


tert-butyl group 
(or “t-butyl group’’) 


FIGURE 3-2 Some common alkyl groups. 


The names of the secondary-buty] (sec-butyl) and tertiary-butyl (tert-butyl or 
t-butyl) groups are based on the degree of alkyl substitution of the carbon atom 
attached to the main chain. In the sec-butyl group, the carbon atom bonded to the main 
chain is secondary (2°), or bonded to two other carbon atoms. In the tert-butyl group, 
it is tertiary (3°), or bonded to three other carbon atoms. In both the n-butyl group 
and the isobutyl group, the carbon atoms bonded to the main chain are primary (1°), 
bonded to only one other carbon atom. 


i il i 
oo a — 
H H R 
a primary (1°) carbon a secondary (2°) carbon a tertiary (3°) carbon 
i i ite 
ia al ee oo a 
H H CH, 
n-butyl group (1°) sec-butyl group (2°) tert-butyl group (3°) 


ee 
SOLVED PROBLEM 3-1 


Give the structures of 4-isopropyloctane and 5-tert-butyldecane. 


SOLUTION 
The base name of 4-isopropyloctane is octane, so it has a main chain of eight carbons. 
There must be an isopropyl group on the fourth carbon from the end. 


CH,—CH—CH, 


CH,—CH,—CH,—CH—CH,—CH,—CH,— CH, 


4-isopropyloctane 


The base name of 5-fert-butyldecane is decane, so it has a main chain of ten carbons. There 
must be a fert-butyl group on the fifth carbon from the end. 


3-3 


ii 
Sa 


CH,—CH,—CH,—CH,— CH—CH,—_CH,— CH, CH,,— CH, 
5-tert-butyldecane 


Haloalkanes can be named just like alkanes, with the halogen atom treated as a 
substituent. Halogen substituents are named fluoro-, chloro-, bromo-, and iodo-. 


Br CH; Cl F 


| | | 
CH3;—CH—CH,CH; CH3;—CH—CH—CH,CH3 CH3;—CH—CH,F 


2-bromobutane 3-chloro-2-methylpentane 1,2-difluoropropane 


(i tS eet 


CH,—CH—CH—CH, 
(b) Br CH,CH; 
CH;—CH—CH—CH; 


(c) ok CuCHCHD, 
CH,—CH,—CH—CH—CH,—CH,—CH, 


(d) CH,—CH—CH, 
CH, CH, 
CH—CH,—CH,—CH,—CH,—CH,;— CH—CH—CH, 


Rule 4: Organizing Multiple Groups The final rule deals with naming compounds 
with more than one substituent. 


When two or more substituents are present, list them in alphabetical order. 
When two or more of the same alkyl substituent are present, use the prefixes 
di-, tri-, tetra-, etc., to avoid having to name the alkyl group twice. Include 
a position number for each substituent, even if it means repeating a number 
more than once. 


di- means 2 penta- means 5 octa- means 8 
tri- means 3 hexa- means 6 nona- means 9 
tetra- means 4 hepta- means 7 deca- means 10 
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PROBLEM 3-2 PROBLEM-SOLVING HINT 
Name the following alkanes and haloalkanes. When two or more substituents are pres- Please remember the alkyl groups in 
ent, list them in alphabetical order. Figure 3-2. You will encounter them 


(a) CH,—CH, many times throughout this course. 


ee °CH—CH, 


Using this rule, we can construct names for some complicated structures. Let’s 
finish naming the heptane shown again here in the margin. This compound has an 
ethyl group on C3 and three methyl groups on C2, C4, and CS. List the ethyl group 
alphabetically before the methyl groups, and give each of the four substituents a 
location number. 


3-ethyl-2,4,5-trimethylheptane 
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PROBLEM-SOLVING HINT 


When substituents are 
alphabetized, iso- is used as part 
of the alkyl group name, but the 
hyphenated prefixes are not. Thus, 


isobutyl is alphabetized with /, but 
n-butyl, tert-butyl, and sec-butyl are 
alphabetized with b. The number 
prefixes d/-, tri-, tetra-, etc., are 
ignored in alphabetizing. 


( SOLVED PROBLEM 3-2 


Give a systematic (IUPAC) name for the following compound. 


CH, 
dy CH, CH,CH, 
CH,—CH—CH—CH,—CH—CH, 
CH;—C—CH, 
CH, 


SOLUTION 

The longest carbon chain contains eight carbon atoms, so this compound is named as an 
octane. Numbering from left to right gives the first branch on C2; numbering from right to 
left gives the first branch on C3, so we number from left to right. 


'CH,CH, 
(CH, 2cH—CcH—cH,—CH}{CH, 
'CH,—C/{CH, 
cH 


There are four methyl groups: two on C2, one on C3, and one on C6. These four 
groups will be listed as “2,2,3,6-tetramethyl... .” There is an isopropyl group on C4. 
Listing the isopropyl group and the methyl groups alphabetically, we have 


4-isopropyl-2,2,3,6-tetramethyloctane 


SUMMARY Rules for Naming Alkanes 


To name an alkane, we follow four rules: 
. Find the longest continuous chain of carbon atoms, and use this chain as the base name. 
. Number the longest chain, beginning with the end nearest a branch. 
. Name the substituents on the longest chain (as alkyl groups). Give the location of each substituent by the number 
of the main-chain carbon atom to which it is attached. 
. When two or more substituents are present, list them in alphabetical order. When two or more of the same alkyl 
substituent are present, use the prefixes di-, tri-, tetra-, etc. (ignored in alphabetizing) to avoid having to name the 


alkyl group twice. 


PROBLEM-SOLVING HINT 


Always compare the total number 
of carbon atoms in the name with 


the number in the structure to 
make sure they match. For example, 
an isopropyldimethyloctane should 
have 3 + 2 + 8 carbon atoms. 


PROBLEM 3-3 

Write structures for the following compounds. 

(a) 3-ethyl-4-methylhexane (b) 3-ethyl-5-isobutyl-3-methylnonane 
(ce) 4-tert-butyl-2-methylheptane (d) 5-isopropyl-3,3,4-trimethyloctane 


E 
PROBLEM 3-4 


Provide IUPAC names for the following compounds. 
(a) (CH;),CHCH,CH, (b) CH3;— C(CH3),— CH3 


(c) CH,CH, (d) CH, 


: CH,CH, 
CH;-CH—CH,— CH— CH, 


CH,CH,CH,CH—CH(CH,), 


(e) C(CH,), () | CH,—CHCH,CH, 
oe (CH,),C—CH—CH,CH,CH, 
CH(CH,), 
Ne 


( PROBLEM 3-5 


All of the following names are incorrect or incomplete. In each case, draw the structure 
(or a possible structure) and name it correctly. 

(a) 3-ethyl-4-methylpentane (b) 2-ethyl-3-methylpentane 

(c) 3-dimethylhexane (d) 4-isobutylheptane 

(e) 2-bromo-3-ethylbutane (f) 2,3-diethyl-5-isopropylheptane 


XN 


( PROBLEM 3-6 


Give structures and names for 
(a) the five isomers of CeHy4 


(b) the nine isomers of C7Hy¢ 
NS 


Complex Substituents Complex alkyl groups are named by a systematic method 
using the longest alkyl chain as the base alkyl group. The base alkyl group is numbered 
beginning with the carbon atom (the “head carbon’) bonded to the main chain. The sub- 
stituents on the base alkyl group are listed with appropriate numbers, and parentheses 
are used to set off the name of the complex alkyl group. The following examples illus- 
trate the systematic method for naming complex alkyl groups. 


—C—CH,—CH—CH, 


| 
CH, 


a (1,1,3-trimethylbuty])] group 


CH,CH, 


‘CH, CH, —CH—CH, CH—°CH|CH;CH,CH, 
3-ethyl-5-(-ethyl-2-methylpropyl)nonane 


PROBLEM 3-7 


Draw the structures of the following groups, and give their more common names. 
(a) the (1-methylethyl) group (b) the (2-methylpropyl) group 

(c) the (1-methylpropyl) group (d) the (1,1-dimethylethyl) group 

(e) the (3-methylbutyl) group, sometimes called the “isoamyl” group 
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PROBLEM-SOLVING HINT 


To draw all alkanes of a given 
molecular formula, start with a 
straight chain, and then go to 
shorter chains with more branches. 
To draw all C7Hi¢ alkanes, for 
example, start with a C7 chain, 

and then go to a Cg chain with 

a methyl group in each possible 
position. Next, draw a Cs chain 
with an ethyl group in each possible 
position, followed by two methyls 
in all possible combinations. Finally, 
draw a Cy, chain, which offers only 
one way to substitute three carbon 
atoms without extending the longest 
chain. To guard against duplicated 
structures, name each compound, 
and if aname appears twice, you 
have either duplicated a structure or 
named something wrong. 


1,1-dimethy1-3-(1, 1,3-trimethylbuty))cyclooctane 
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E 
PROBLEM 3-8 


Draw the structures of the following compounds. 

(a) 4-(1,1-dimethylethyl)nonane (b) 5-(1,2,2-trimethylpropyl)decane 
(ce) 3,3-diethyl-4-(2,2-dimethylpropyl)nonane 

XN 


{ PROBLEM 3-9 


Without looking at the structures, give molecular formulas for the compounds in 
Problem 3-8 (a) and (b). Use the names of the groups to determine the number of carbon 
atoms; then use the (2n+2) rule. 


FOCUS Applying Nomenclature Rules 


Apply the rules of IUPAC nomenclature to name this compound: 


Rule 1: Find the longest continuous 

carbon chain; name it. If there are two 

chains of equal length, use the chain with CS 2A 

the greater number of substituents. | 


9 carbon chain = nonane 9 carbon chain = nonane 
4 substituents only 3 substituents 


Rule 2: Number the longest chain, 
beginning with the end nearest a branch. 


first substituent on C3 


Rule 3: Write the name and location 
number of each substituent. 


Group the three 


Ns SS ee 
i 


trimethyl. 


Rule 4: 

¢ Alphabetize substituents: ethyl before methyl. In alphabetizing, ignore di, tri, etc., but 
include iso and cyclo. 

¢ Group any of the same substituents: 2,4, 7-trimethyl 

¢ Place substituent names before the base name. Separate numbers from letters with hyphens; 
separate numbers with commas. 


The correct name is: 3-ethyl-2,4,7-trimethylnonane 
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3-4 Physical Properties of Alkanes 


Alkanes are used primarily as fuels, solvents, and lubricants. Natural gas, gasoline, 
kerosene, heating oil, lubricating oil, and paraffin “wax” are all composed primarily 
of alkanes, with different physical properties resulting from different ranges of 
molecular weights. 


3-4A Solubilities and Densities of Alkanes 


Alkanes are nonpolar, so they dissolve in nonpolar or weakly polar organic solvents. 
Alkanes are said to be hydrophobic (“water-hating”’) because they do not dissolve 
in water. Alkanes are good lubricants and preservatives for metals because they keep 
water from reaching the metal surface and causing corrosion. 

Densities of the n-alkanes are listed in Table 3-2 (page 148). Alkanes have densities 
around 0.7 g/mL, compared with a density of 1.0 g/mL for water. Because alkanes are 
less dense than water and insoluble in water, a mixture of an alkane (such as gasoline 
or oil) and water quickly separates into two phases, with the alkane on top. 


3-4B Boiling Points of Alkanes 


Table 3-2 also gives the boiling points and melting points of the unbranched alkanes. 
The boiling points increase smoothly with increasing numbers of carbon atoms and 
increasing molecular weights. Larger molecules have larger surface areas, resulting in 
increased intermolecular van der Waals attractions. These increased attractions must be 
overcome for vaporization and boiling to occur. Thus, a larger molecule, with greater 
surface area and greater van der Waals attractions, boils at a higher temperature. 

A graph of n-alkane boiling points versus the number of carbon atoms (the blue 
line in Figure 3-3) shows that boiling points increase with increasing molecular weight. 
Each additional CH, group increases the boiling point by about 30 °C up to about ten 
carbons, and by about 20 °C in higher alkanes. 

The green line in Figure 3-3 represents the boiling points of some branched 
alkanes. In general, a branched alkane boils at a lower temperature than the n-alkane 
with the same number of carbon atoms. This difference in boiling points arises 
because branched alkanes are more compact, with less surface area for London force 
interactions. 


3-4C Melting Points of Alkanes 


The blue line in Figure 3-4 is a graph of the melting points of the n-alkanes. Like their 
boiling points, the melting points increase with increasing molecular weight. The melting 
point graph is not smooth, however. Alkanes with even numbers of carbon atoms pack 
better into a solid structure, so higher temperatures are needed to melt them. Alkanes with 
odd numbers of carbon atoms do not pack as well, and they melt at lower temperatures. 
The sawtooth-shaped graph of melting points is smoothed by drawing separate lines 
(green and red) for the alkanes with even and odd numbers of carbon atoms. 


Oil floats on water. Note how the 

oil (from the 2010 blowout of the 
Macondo well in the Gulf of Mexico) 
floats on top of the water, where it 
can be burned off. Oil recovery booms, 
containing nonpolar fibers, are used to 
soak up and contain the floating oil. 
Note how most of the burning oil ends 
at the oil recovery boom. 
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FIGURE 3-3 Alkane boiling points. 
The boiling points of the unbranched 400 |- 
alkanes (blue) are compared with those ago. CHb—(CH,),— CH 
of some branched alkanes (green). a 3 2n 3 
Because of their smaller surface areas, ‘s 200 
branched alkanes have lower boiling z n-alkanes —___ 
points than unbranched alkanes. & 100, 
= te 
a: \ CH (CH) {CH 
-100}+ isoalkanes CH, 
—200 |- 
1 1 1 1 | 1 it 1 1 | 1 1 1 1 | 1 1 1 1 | 
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number of carbon atoms 
FIGURE 3-4 Alkane melting points. 
The melting-point curve for n-alkanes 50 
with even numbers of carbon atoms ey 0 
is slightly higher than the curve for we even numbers 
alkanes with odd numbers of carbons. s —50 
a, 
2 —100 
i} odd numbers 
& -150 
—200 
1 1 1 1 | 1 1 1 1 | 1 1 1 1 | 1 1 1 1 | 
0 5 10 iB 20 


number of carbon atoms 


PROBLEM 3-10 


List each set of compounds in order of increasing boiling point. 
(a) hexane, octane, and decane 
(b) octane, (CH3)3C — C(CH3)3, and CH3CH,C(CH3),CH,CH»CH; 


3-5 Uses and Sources of Alkanes 


Distillation of petroleum separates alkanes into fractions with similar boiling points. 
These fractions are suited for different uses based on their physical properties, such as 
volatility and viscosity. 


3-5A Major Uses of Alkanes 


C,-C, Methane and ethane are gases at room temperature and atmospheric pressure. 
Methane is the major constituent of natural gas, with a variable amount of ethane 
present as well. Natural gas is widely used as a clean-burning fuel for heating and 
power generation. 

Both methane and ethane are difficult to liquefy, so they are usually handled as 
compressed gases. Upon cooling to cryogenic (very low) temperatures, however, 
methane and ethane become liquids. Liquefied natural gas, mostly methane, can be 
transported in special refrigerated tankers more easily than it can be transported as a 
compressed gas. 


3-5 Uses and Sources of Alkanes 


C3-C, Propane and butane are also gases at room temperature and pressure, but 
they are easily liquefied at room temperature under modest pressure. These gases, 
often obtained along with liquid petroleum, are stored in low-pressure cylinders of 
liquefied petroleum gas (LPG). Propane and butane are good fuels, both for heat- 
ing and for internal combustion engines. They burn cleanly, and pollution-control 
equipment is rarely necessary. In many agricultural areas, propane and butane are 
more cost-effective tractor fuels than gasoline and diesel fuel. Propane and butane 
have largely replaced freons (see Section 6-3D) as propellants in aerosol cans. 
Unlike alkanes, the chlorofluorocarbon Freon propellants are implicated in damag- 
ing Earth’s protective ozone layer. 


Cs-Cg The next four alkanes are free-flowing, volatile liquids. Isomers of pentane, 
hexane, heptane, and octane are the primary constituents of gasoline. Their volatility 
is crucial for this use because the injection system simply squirts a stream of gasoline 
into the intake air as it rushes through. If gasoline did not evaporate easily, it would 
reach the cylinder in the form of droplets. Droplets cannot burn as efficiently as a 
vapor, so the engine would smoke and give low mileage. 

In addition to being volatile, gasoline must resist the potentially damaging explo- 
sive combustion known as knocking. The antiknock properties of gasoline are rated 
by an octane number that is assigned by comparing the gasoline to a mixture of 
n-heptane (which knocks badly) and isooctane (2,2,4-trimethylpentane, which is not 
prone to knocking). The gasoline being tested is used in a test engine with a variable 
compression ratio. Higher compression ratios induce knocking, so the compression 
ratio is increased until knocking begins. Tables are available that show the percent- 
age of isooctane in an isooctane/heptane blend that begins to knock at any given 
compression ratio. The octane number assigned to the gasoline is simply the percent- 
age of isooctane in an isooctane/heptane mixture that begins to knock at that same 
compression ratio. 


CH, CH, 


| | 
CH,CH,CH,CH,CH,CH,CH, CH, : CH,— CH—CH, 


CH, 
2,2,4-trimethylpentane (100 octane) 
“isooctane,” resists knocking 


n-heptane (0 octane) 
prone to knocking 


Cg-Cig The nonanes (Cog) through about the hexadecanes (C6) are higher-boiling 
liquids that are somewhat viscous. These alkanes are used in kerosene, jet fuel, and 
diesel fuel. Kerosene, the lowest-boiling of these fuels, is less volatile than gasoline 
and less prone to forming explosive mixtures. Kerosene has been used in kerosene 
lamps and heaters, which use wicks to allow this heavier fuel to burn. Jet fuel is simi- 
lar to kerosene, but more highly refined and less odorous. 

Diesel fuel is not very volatile, so it does not evaporate in the intake air entering 
an engine. In a diesel engine, the fuel is sprayed directly into the cylinder right at the 
top of the compression stroke. The hot, highly compressed air in the cylinder causes 
the fuel to burn quickly, swirling and vaporizing as it burns. Some of the alkanes in 
diesel fuel have fairly high freezing points, and they may solidify in cold weather. This 
partial solidification causes the diesel fuel to turn into a waxy, semisolid mass. Owners 
of diesel engines in cold climates often mix a small amount of gasoline with their diesel 
fuel in the winter. The added gasoline dissolves the frozen alkanes, diluting the slush 
and allowing it to be pumped to the cylinders. 


Cyg and Up Alkanes with more than 16 carbon atoms are most often used as lubri- 
cating and heating oils. These are sometimes called “mineral” oils because they come 
from petroleum, which was once considered a mineral. 
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Clean-burning vehicles powered by 
natural gas help to reduce air pollution 
in urban areas. 


Application: Fuels 


Tetraethyl lead (TEL), formula 
(CH3CH>)4Pb, was once added to 
gasoline to increase the octane rating 
and lubricate the valves. In the 1970s, 
lead was banned from automotive 
gasoline because it inactivates catalytic 
converters and introduces lead into the 
environment. TEL is still used in 100LL, 
which is low-lead 100-octane avia- 
tion fuel for piston aircraft engines. No 
suitable replacement fuel has yet been 
certified for the old engines. 


Application: Air Pollution 


Incomplete combustion of gasoline and 
other motor fuels releases significant 
quantities of volatile organic compounds 
(VOCs) into the atmosphere. VOCs are 
composed of short-chained alkanes, 
alkenes, aromatic compounds, and a 
variety of other hydrocarbons. VOCs 

are components of air pollution 

and contribute to cardiac and 
respiratory diseases. 
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The large distillation tower at left is used 
to separate petroleum into fractions 
based on their boiling points. The “cat 
cracker” at right uses catalysts and high 
temperatures to crack large molecules 
into smaller ones. 


Paraffin “wax” is not a true wax, but a purified mixture of high-molecular-weight 
alkanes with melting points well above room temperature. The true waxes are long- 
chain esters, discussed in Chapter 25. 


3-5B Alkane Sources; Petroleum Refining 


Alkanes are derived mostly from petroleum and petroleum by-products. Petroleum, 
often called crude oil, is pumped from wells that reach into pockets containing the 
remains of prehistoric plants. The principal constituents of crude oil are alkanes, some 
aromatics, and some undesirable compounds containing sulfur and nitrogen. The com- 
position of petroleum and the amounts of contaminants vary from one source to another, 
and a refinery must be carefully adjusted to process a particular type of crude oil. 
Because of their different qualities, different prices are paid for light Arabian crude, 
West Texas crude, and other classes of crude petroleum. 

The first step in refining petroleum is a careful fractional distillation. The products of 
that distillation are not pure alkanes, but mixtures of alkanes with useful ranges of boiling 
points. Table 3-3 shows the major fractions obtained from the distillation of crude petroleum. 

After distillation, catalytic cracking converts some of the less valuable fractions 
to more valuable products. Catalytic cracking involves heating alkanes in the presence 
of materials that catalyze the cleavage of large molecules into smaller ones. Cracking 
is often used to convert higher-boiling fractions into mixtures that can be blended 
with gasoline. When cracking is done in the presence of hydrogen (hydrocracking), 
the product is a mixture of alkanes free of sulfur and nitrogen impurities. The follow- 
ing reaction shows the catalytic hydrocracking of a molecule of tetradecane into two 
molecules of heptane. 


heat 2 
SiO, or Al,O3 catalyst 


CH; —. (CH)) 12: CH; H, 2 CH; oe (CH))s5 oar CH; 


3-5C Natural Gas; Methane 


Natural gas was once treated as a waste product of petroleum production and 
destroyed by flaring it off. Now natural gas is an equally valuable natural resource, 
pumped and stored throughout the world. Natural gas is about 70% methane, 10% 
ethane, and 15% propane, depending on the source of the gas. Small amounts of other 
hydrocarbons and contaminants are also present. Natural gas is often found above 
pockets of petroleum or coal, although it is also found in places where there is little 
or no recoverable petroleum or coal. Natural gas is used primarily as a fuel to heat 
buildings and to generate electricity. It is also important as a starting material for the 
production of fertilizers. 


TABLE 3-3 Major Fractions Obtained from Distillation of Crude Petroleum 


Boiling Range (°C) Number of Carbons Fraction Use 

under 30° 2-4 petroleum gas LP gas for heating 
30°-180° 4-9 gasoline motor fuel 
160°—230° 8-16 kerosene heating, jet fuel 
200°-320° 10-18 diesel motor fuel 
300°-450° 16-30 heavy oil heating, lubrication 
>300° (vacuum) >25 petroleum “jelly,” 


paraffin “wax” 


residue >35 asphalt 


Although the methane we burn as natural gas is millions of years old, another 
300 million tons per year (estimated) of new methane is synthesized by microbes in 
diverse places such as the stomachs of plant-eating animals and the mud under the 
seafloor. Most of the undersea methane is eaten by other microbes, but some escapes 
at methane seeps. Under the sea, cold, high-pressure conditions may allow formation 
of methane hydrate, with individual methane molecules trapped inside cages of water 
molecules. When methane hydrate is brought to the surface, it quickly melts and the 
methane escapes. Methane is sometimes generated on a small scale from manure and 
landfill waste, but we have no practical methods for capturing and using naturally- 
occuring microbial methane or methane hydrate. Much of this methane escapes to 
the atmosphere, where it acts as a greenhouse gas and contributes to global warming. 


3-6 Reactions of Alkanes 


Alkanes are the least reactive class of organic compounds. Their low reactivity is 
reflected in another term for alkanes: paraffins. The name paraffin comes from two 
Latin terms, parum, meaning “too little,” and affinis, meaning “affinity.” Chemists 
found that alkanes do not react with strong acids or bases or with most other reagents. 
They attributed this low reactivity to a lack of affinity for other reagents, so they coined 
the name “paraffins.” 

Most useful reactions of alkanes take place under energetic or high-temperature 
conditions. These conditions are inconvenient in a laboratory because they require spe- 
cialized equipment, and the rate of the reaction is difficult to control. Alkane reactions 
often form mixtures of products that are difficult to separate. These mixtures may be 
commercially important for an industry, however, where the products may be sepa- 
rated and sold separately. Newer methods of selective functionalization may eventually 
change this picture. For now, however, the following alkane reactions are rarely seen 
in laboratory applications, but they are widely used in the chemical industry and even 
in your home and car. 


3-6A Combustion 


Combustion is a rapid oxidation that takes place at high temperatures, converting 
alkanes to carbon dioxide and water. Little control over the reaction is possible, 
except for moderating the temperature and controlling the fuel/air ratio to achieve 
efficient burning. 


heat 
CH + —_ 


n~(2n + 2) EXCESS O, 


nCO, + (n+ 1)H,O 


Example 


h 
CH,CH,CH, + ee 


50, 3CO, + 4H,O 

Unfortunately, the burning of gasoline and fuel oil pollutes the air and depletes the 
petroleum resources needed for lubricants and chemical feedstocks. Solar and nuclear 
heat sources cause less pollution, and they do not deplete these important natural 
resources. Facilities that use these more environment-friendly heat sources are currently 


more expensive than those that rely on the combustion of alkanes. 


3-6B Cracking and Hydrocracking 


As discussed in Section 3-5B, catalytic cracking of large hydrocarbons at high tem- 
peratures produces smaller hydrocarbons. The cracking process usually operates under 
conditions that give the maximum yields of gasoline. In hydrocracking, hydrogen is 
added to give saturated hydrocarbons; cracking without hydrogen gives mixtures of 
alkanes and alkenes. 
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Methane hydrate, consisting of 
methane molecules surrounded by 
water molecules, is formed under high 
pressure on the cold seafloor. When 
brought to the surface, it quickly melts 
and releases the methane. In this photo, 
the methane has been ignited to make 
it visible. 


Application: Global Warming 


Methane is a stronger greenhouse gas 
than carbon dioxide. If all the methane 
trapped in methane hydrates were sud- 
denly released into the atmosphere (by 
warming of the ocean, for example), 
the rate of global warming could 
increase dramatically. 
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Catalytic hydrocracking 


Re ee 
Og a ge H,, heat C5H,, 
lyst 
CJA cataly: SFO TOR ST 
long-chain alkane 
Chi, 


shorter-chain alkanes 


Catalytic cracking 


So ee 
SOOO ROT heat C Ho 
catalyst 
CHL et OEE ON 
long-chain alkane 
E Chi, 


shorter-chain alkanes and alkenes 


3-6C Halogenation 


Alkanes can react with halogens (F>, Cl, Bro, I,) to form alkyl halides. For example, 
methane reacts with chlorine (Cl,) to form chloromethane (methyl chloride), dichloro- 
methane (methylene chloride), trichloromethane (chloroform), and tetrachloromethane 


Combustion is the most common (carbon tetrachloride). 
reaction of alkanes. Lightning initiated 
is fire i ini illi heat or light 
this fire in a tank containing 3 million CHy 4 ct, eat or Ng CHCl + CHC + CHCh. + cc + HCI 


gallons of gasoline at the Shell Oil 


storage facility in Woodbridge, : ; oe ‘ : : 
New Jersey June 11, 1996). Heat or light is usually needed to initiate this halogenation. Reactions of alkanes 


with chlorine and bromine proceed at moderate rates and are easily controlled. Reactions 
with fluorine are often too fast to control, however. Iodine reacts very slowly or not at 
all. We will discuss the halogenation of alkanes in Chapter 4. 


3-7 Structure and Conformations of Alkanes 


Although alkanes are not as reactive as other classes of organic compounds, they have 
many of the same structural characteristics. We will use simple alkanes as examples 
to study some of the properties of organic compounds, including the structure of sp* 
hybridized carbon atoms and properties of C——C and C—H single bonds. 


3-7A Structure of Methane 


The simplest alkane is methane, CH. Methane is perfectly tetrahedral, with the 109.5° 
bond angles predicted for an sp* hybridized carbon. Four hydrogen atoms are covalently 
bonded to the central carbon atom, with bond lengths of 1.09 A. 


H 

oe 1.09 A 
NA 

a H 


methane methane methane 
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3-7B Conformations of Ethane 


Ethane, the two-carbon alkane, is composed of two methyl groups with overlapping 
sp® hybrid orbitals forming a sigma bond between them. 


ethane ethane ethane 


The two methy] groups are not fixed in a single position, but are relatively free to rotate 
about the sigma bond connecting the two carbon atoms. The bond maintains its linear 
bonding overlap as the carbon atoms turn. The different arrangements formed by rota- 
tions about a single bond are called conformations, and a specific conformation is called 
a conformer (“conformational isomer”). Pure conformers cannot be isolated in most 
cases, because the molecules are constantly rotating through all the possible conformations. 


HY 7 A HY 
H “H H 
linear overlap of sigma bond overlap maintained 


rotate 


In drawing conformations, we often use Newman projections, a way of drawing 
a molecule looking straight down the bond connecting two carbon atoms (Figure 3-5). 
The front carbon atom is represented by three lines (three bonds) coming together in a 
Y shape. The back carbon is represented by a circle with three bonds pointing out from 
it. Until you become familiar with Newman projections, you should make models and 
compare your models with the drawings. 

An infinite number of conformations are possible for ethane, because the angle 
between the hydrogen atoms on the front and back carbons can take on an infinite 
number of values. Figure 3-6 uses Newman projections and sawhorse structures to 


*This is the common definition of conformers. The IUPAC definition also requires that a conformer 
correspond to a distinct potential energy minimum, such as the anti and gauche conformations of butane. 
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FIGURE 3-5 The Newman 
projection looks straight down the 
carbon-carbon bond. 


H (front carbon 
ey" 


<> 


H 
Qa 


Newman projection 


viewed from the end perspective drawing 


FIGURE 3-6 Ethane conformations. 


. ; Newman projections: @ = 0° 6g 
The eclipsed conformation has A 
a dihedral angle @ = 0°, and the HH H~ 6 = 60° et 
staggered conformation has @ = 60°. 4 H 
Any other conformation is called a H H 
skew conformation. H 
H al 
H H H H H H 
H H 
Sawhorse structures: 
H H H 
H H H H H H 
H 
H H 8 
H 
H H 
H H 


eclipsed, 8 = 0° staggered, 0 = 60° skew, @ = anything else 


2 
PROBLEM 3-11 (PARTIALLY SOLVED) 


Draw Newman projections of the following molecules viewed from the direction of the blue arrows. 


(a) CH; or (b) H (c) 
CI“ y \ Cl a Rony 
¢ CH,CH; rN CM 
H 2 | Br 
CH>CH; 


SOLUTION (a) 

Looking from the direction of the arrow, the front carbon has a methyl group pointing straight up, a chlorine pointing down and 
to the left, and a hydrogen pointing down and to the right. The back carbon has an ethyl group pointing straight down, a bromine 
pointing up and to the left, and a hydrogen pointing up and to the right. 


CH, CH; 
Br H Br H 
Cl H Cl H 
CH,CH3 CH,CH3 


front carbon back carbon Newman projection 
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illustrate some of these ethane conformations. Sawhorse structures picture the 
molecule looking down at an angle toward the carbon-carbon bond. Sawhorse struc- 
tures can be misleading, depending on how the eye sees them. We will generally use 
perspective or Newman projections to draw molecular conformations. 

Any conformation can be specified by its dihedral angle (0), the angle between 
the C—H bonds on the front carbon atom and the C—H bonds on the back carbon in 
the Newman projection. Two of the conformations have special names. The conforma- 
tion with 6 = 0° is called the eclipsed conformation because the Newman projection 
shows the hydrogen atoms on the back carbon to be hidden (eclipsed) by those on the 
front carbon. The staggered conformation, with 6 = 60°, has the hydrogen atoms on 
the back carbon staggered halfway between the hydrogens on the front carbon. Any 
other intermediate conformation is called a skew conformation. 

In a sample of ethane gas at room temperature, the ethane molecules rotate mil- 
lions of times per second, and their conformations are constantly changing. These 
conformations are not all equally favored, however. The lowest-energy conforma- 
tion is the staggered conformation, with the electron clouds in the C—H bonds 
separated as much as possible. The interactions of the electrons in the bonds make 
the eclipsed conformation about 12.6 kJ/mol (3.0 kcal/mol) higher in energy than 
the staggered conformation. Three kilocalories is not a large amount of energy, and 
at room temperature, most molecules have enough kinetic energy to overcome this 
small rotational barrier. 

Figure 3-7 shows how the potential energy of ethane changes as the carbon-carbon 
bond rotates. The y axis shows the potential energy relative to the most stable (staggered) 
conformation. The x axis shows the dihedral angle as it increases from 0° (eclipsed) 
through 60° (staggered) and on through additional eclipsed and staggered conformations 
as 9 continues to increase. As ethane rotates toward an eclipsed conformation, its poten- 
tial energy increases, and there is resistance to the rotation. This resistance to twisting 
(torsion) is called torsional strain, and the 12.6 kJ/mol (3.0 kcal/mol) of energy required 
is called torsional energy. 

Conformational analysis is the study of the energetics of different conformations. 
Many reactions depend on a molecule’s ability to twist into a particular conformation; 
conformational analysis can help to predict which conformations are favored and 
which reactions are more likely to take place. We will apply conformational analysis 
to propane and butane first, and later to some interesting cycloalkanes. 


ss = a = 2 
oO 
o 
5 
12.6 kJ/mol 
5 (3.0 kcal/mol) 
i) 
a 
| | > 0 
0° 60° 120° 180° 
dihedral angle 
ia 
ae H HH H 
60° 
mm 120° 
H H H H 
W u 180° 
H H 
eclipsed staggered eclipsed staggered 


FIGURE 3-7 The torsional 

energy of ethane is lowest in the 
staggered conformation. The eclipsed 
conformation is about 12.6 kJ/mol 
(3.0 kcal/mol) higher in energy. At 
room temperature, this barrier is easily 
overcome and the molecules rotate 
constantly. 
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FIGURE 3-8 Propane is shown 
here as a perspective drawing and as a 
Newman projection looking down one 
of the carbon-carbon bonds. 


H 
H < H H 
aH 
— yw C as Cc = 
Hy Ne 
wittH H H 
/ ~H 
H CH; 
viewed from the end perspective drawing Newman projection 


FIGURE 3-9 Torsional energy of 
propane. When a C—C bond of 
propane rotates, the torsional energy 
varies much like it does in ethane, but 
with 13.8 kJ/mol (3.3 kcal/mol) torsional 
energy in the eclipsed conformation. 


> 
oe 
o 
a 13.8 kJ/mol 
5 (3.3 kcal/mol) 
5 
io) 
a, 
0° 60° 120° 
dihedral angle 
H 
H H H H 
H HH O# . C H 
as H 
120° 
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or} 3 3 ee 3 
eclipsed staggered eclipsed 


PROBLEM-SOLVING HINT 


A C—H bond eclipsed with another 
C—H bond contributes 4.2 kJ/mol 


(1.0 kcal/mol) torsional energy (one- 
third of eclipsed ethane). AC—H 

bond eclipsed with a C— CH3 bond 
contributes 5.4 kJ/mol (1.3 kcal/mol). 


3-7C Conformations of Propane 


Propane is the three-carbon alkane, with formula C3Hg. Figure 3-8 shows a three- 
dimensional representation of propane and a Newman projection looking down one of 
the carbon-carbon bonds. 

Figure 3-9 shows a graph of the torsional energy of propane as one of the 
carbon-carbon bonds rotates. The torsional energy of the eclipsed conformation is 
about 13.8 kJ/mol (3.3 kcal/mol), only 1.2 kJ (0.3 kcal) more than that required for 
ethane. Apparently, the torsional strain resulting from eclipsing a carbon—hydrogen 
bond with a carbon—methyl bond is only 1.2 kJ (0.3 kcal) more than the strain of 
eclipsing two carbon—hydrogen bonds. 


PROBLEM 3-12 


Draw a graph, similar to Figure 3-9, of the torsional strain of 2-methylpropane as it 


rotates about the bond between C1 and C2. Show the dihedral angle and draw a Newman 
projection for each staggered and eclipsed conformation. 


3-8 Conformations of Butane 


Butane is the four-carbon alkane, with molecular formula C,H). We refer to n-butane 
as a straight-chain alkane, but the chain of carbon atoms is not really straight. The 
angles between the carbon atoms are close to the tetrahedral angle, about 109.5°. 


CH CH, CH, CH, H CH 
SO eee a. yo 
Sie Cay, C Con, wee Ciny 
HY \/H J \/H WY \/H 
H H H H CH, H 
/\ 
H,CCH3 CH, 60° HCH 
- jan 7 
H H 
i H i H i CH; 
H 
totally eclipsed (0°) gauche (60°) eclipsed (120°) 
(staggered) 


FIGURE 3-10 Butane conformations. Rotations about the center bond in butane give different 
molecular shapes. Three of these conformations have specific names. 


3-8 Conformations of Butane 


H 
H,z 
&R> 


anti (180°) 
(staggered) 
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Rotations about any of the carbon-carbon bonds are possible. Rotations about either 
of the end bonds (C1 —C2 or C3 —C4) just rotate a methyl group like they do in 
ethane and propane. Rotations about the central C2 — C3 bond are more interesting, 
however. Figure 3-10 shows Newman projections, looking along the central C2 — C3 
bond, for four conformations of butane. Construct butane with your molecular mod- 
els, and sight down the C2— C3 bond. Notice that we have defined the dihedral angle 
6 as the angle between the two end methyl groups. 

Three of the conformations shown in Figure 3-10 are given special names. When 
the methyl groups are pointed in the same direction (9 = 0°), they eclipse each other. 
This conformation is called totally eclipsed, to distinguish it from the other eclipsed 
conformations, such as the one at 0 = 120°. At 0 = 60°, the butane molecule is 
staggered and the methyl] groups are toward the left and right of each other. This 60° 
conformation is called gauche (pronounced gosh), a French word meaning “left” or 
“awkward.” 

Another staggered conformation occurs at @ = 180°, with the methyl groups point- 
ing in opposite directions. This conformation is called anti because the methyl groups 
are “opposed.” 


3-8A Torsional Energy of Butane 


A graph of the relative torsional energies of the butane conformations is shown in 
Figure 3-11. All the staggered conformations (anti and gauche) are lower in energy than 
any of the eclipsed conformations. The anti conformation is lowest in energy because 
it places the bulky methyl groups as far apart as possible. The gauche conformations, 
with the methyl groups separated by just 60°, are 3.8 kJ (0.9 kcal) higher in energy than 
the anti conformation because the methyl groups are close enough that their electron 
clouds begin to repel each other. Use your molecular models to compare the crowding 
of the methyl groups in these conformations. 


3-8B Steric Strain 


The totally eclipsed conformation is about 6 kJ (1.4 kcal) higher in energy than 
the other eclipsed conformations because it forces the two end methyl groups so 
close together that their electron clouds experience a strong repulsion. This kind of 
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FIGURE 3-11 Torsional energy of butane. The anti conformation is lowest in energy, and the totally eclipsed 


conformation is highest in energy. 


PROBLEM-SOLVING HINT 


A C—CHs3 bond eclipsed with 
another C— CH3 bond contributes 
about 13 kJ/mol (3 kcal/mol) 
torsional energy. 


Bond 
C—H 


Eclipsed 
with Molar energy 


C—H 4.2 kJ (1.0 kcal) 


interference between two bulky groups is called steric strain. The following structure 
shows the interference between the methyl groups in the totally eclipsed conformation. 


steric 
strain 
i} 
CE; 
H" 7, < H = 
H H 


Totally eclipsed conformation of butane 


Rotating the totally eclipsed conformation 60° to a gauche conformation releases 
most, but not all, of this steric strain. The gauche conformation is still 3.8 kJ (0.9 kcal) 
higher in energy than the most stable anti conformation. 

What we have learned about the conformations of butane can be applied to other 
alkanes. We can predict that carbon-carbon single bonds will assume staggered confor- 
mations whenever possible to avoid eclipsing the groups attached to them. Among the 
staggered conformations, the anti conformation is preferred because it has the lowest 
torsional energy. We must remember, however, that enough thermal energy is present 
at room temperature for the molecules to rotate rapidly among all the different confor- 
mations. The relative stabilities are important because more molecules will be found 
in the more stable conformations than in the less stable ones. 


PROBLEM 3-13 


CH 


C—CH3 5.4 kJ (1.3 kcal) 


Draw a graph, similar to Figure 3-11, of the torsional energy of 2-methylbutane as it 


C—CH3 C—CHs 


13 kJ (3 kcal) 


rotates about the C2 —C3 bond. 


*“Steric strain” is sometimes called “steric hindrance,” a term that more appropriately refers to 
the slowing (hindrance) of a reaction because bulky groups interfere. 
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3-9 Conformations of Higher Alkanes 


The higher alkanes resemble butane in their preference for anti and gauche confor- 
mations about the carbon-carbon bonds. The lowest-energy conformation for any 
straight-chain alkane is the one with all the internal carbon-carbon bonds in their anti 
conformations. These anti conformations give the chain a zigzag shape. At room tem- 
perature, the internal carbon-carbon bonds undergo rotation, and many molecules con- 
tain gauche conformations. Gauche conformations make kinks in the zigzag structure. 
Nevertheless, we frequently draw alkane chains in a zigzag structure to represent the 
most stable arrangement. 

Conformations of long-chain alkyl groups are important in the chemistry 
of lipids (Chapter 25), with interesting implications for their melting points and 
for nutrition. 


R R 
_ H HH HH HH H 
H H H R a A a A 2 
Cc C Cc c H _ 
180° i ae an ao 
a a we oe. 
R H 
anti conformation gauche conformation octane, all anti conformation all anti, zigzag conformation 


PROBLEM 3-14 


Draw a perspective representation of the most stable conformation of 3-methylhexane. 


FOCUS Conformations of Acyclic Alkanes 


Atoms are continuously rotating around single bonds unless constrained. These different rotational positions are called conformers, 
short for conformational isomers, also known as rotational isomers. In theory, an infinite number of conformers can occur around a 
particular single bond, so to simplify, we study those at energy minima or maxima. 
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The lower-energy staggered conformer has groups as far from each other as possible, and the higher-energy eclipsed conformer has 
groups as close together as possible. In general, all staggered conformers are lower in energy than any eclipsed conformer. 
Depending on the groups on each carbon, there may be more than one staggered or eclipsed conformer, as shown directly below. 


Any 60° rotation of a carbon in a Newman projection converts a staggered to an eclipsed conformer, or vice versa. 


There are two types of staggered conformers, depending on the particular alkane CH3 CH3 
represented. This Newman projection of butane, sighting down the C2—C3 H H H CH3 
bond, shows that C1 and C4 can be opposite each other in the staggered-anti 

conformer, or closer to one another in the staggered-gauche conformer. H H H H 

In most cases, a staggered-anti conformer has the lowest possible energy. Gr, H 


Application: Anesthesia 


Cyclopropane was once used as 
general anesthetic because its vapors, 
like those of other simple alkanes and 
cycloalkanes, cause sleepiness and a 
loss of consciousness. After inhalation 
into the lungs, cyclopropane goes into 
the blood. Due to its nonpolar nature, 
it rapidly leaves the blood and passes 
through the nonpolar membranes 
surrounding the central nervous sys- 
tem, where it produces anesthesia. 
Cyclopropane is no longer used as an 
anesthetic because it is highly flam- 
mable (like ether) and can cause explo- 
sions when mixed with air. 


staggered-anti, 
lowest energy 


staggered-gauche, 
higher energy than anti 


3-10 Cycloalkanes 


Many organic compounds are cyclic: they contain rings of atoms. The carbohydrates 
we eat are cyclic, the nucleotides that make up our DNA and RNA are cyclic, and the 
antibiotics we use to treat diseases are cyclic. In this chapter, we use the cycloalkanes 
to illustrate the properties and stability of cyclic compounds. 

Cycloalkanes are alkanes that contain rings of carbon atoms. Simple 
cycloalkanes are named like acyclic (noncyclic) alkanes, with the prefix cyclo- 
indicating the presence of a ring. For example, the cycloalkane with four carbon 
atoms in a ring is called cyclobutane. The cycloalkane with seven carbon atoms in 
a ring is cycloheptane. Line—angle formulas are often used for drawing the rings of 
cycloalkanes (Figure 3-12). 


3-10A General Molecular Formulas of Cycloalkanes 


Simple cycloalkanes are rings of CH, groups (methylene groups). Each one has exactly 
twice as many hydrogen atoms as carbon atoms, giving the general molecular formula 
C,,H2,. This general formula has two fewer hydrogen atoms than the (2n + 2) formula 
for an acyclic alkane because a ring has no ends, and no hydrogens are needed to cap 
off the ends of the chain. 


3-10B Physical Properties of Cycloalkanes 


Most cycloalkanes resemble the acyclic (noncyclic), open-chain alkanes in their physi- 
cal properties and in their chemistry. They are nonpolar, relatively inert compounds 
with boiling points and melting points that depend on their molecular weights. The 
cycloalkanes are held in a more compact cyclic shape, so their physical properties are 
similar to those of the compact, branched alkanes. The physical properties of some 
common cycloalkanes are listed in Table 3-4. 


3-10 Cycloalkanes 


TABLE 3-4 Physical Properties of Some Simple Cycloalkanes 
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Cycloalkane Formula Boiling Point (°C) Melting Point (°C) Density 
cyclopropane C3H6 =33) —128 0.72 
cyclobutane C4Hg —12 —50 0.75 
cyclopentane CsHi0 49 —94 0.75 
cyclohexane CoHy2 81 7 0.78 
cycloheptane C4 118 —12 0.81 
cyclooctane CgH 6 148 14 0.83 
PN HO\/ HH 1 ee 
H H | | H \¢ H LJ H—C C—H 
Me Le a OF Wo-e Cry HV / \ -H 
H \ OH oy #& CN | ces . 
—C —C—C— H—C—C—H Now OC. 
H H | | | | oy 
H H H H 
or or or or or 
cyclopropane cyclobutane cyclopentane cyclohexane cycloheptane 
C3Hy C,Hg CsHi9 CeHio CpHy4 


FIGURE 3-12 Structures of some cycloalkanes. 


3-10C Nomenclature of Cycloalkanes 


Cycloalkanes are named much like acyclic alkanes. Substituted cycloalkanes use the 
cycloalkane for the base name, with the alkyl groups named as substituents. If there is 
just one substituent, no numbering is needed. 


iis CH, ible 
CH = 
3 . CH, 1\C—C—CH, 
CH, | | 
H H 
methylcyclopentane tert-butylcycloheptane (1,2-dimethylpropyl)cyclohexane 


If there are two or more substituents on the ring, the ring carbons are numbered to 
give the lowest possible numbers for the substituted carbons. The numbering begins 
with one of the substituted ring carbons and continues in the direction that gives the 
lowest possible numbers to the other substituents. In the name, the substituents are 
listed in alphabetical order. When the numbering could begin with either of two sub- 
stituted ring carbons (as in a disubstituted cycloalkane), begin with the one that has 
more substituents; otherwise, begin with the one that is first alphabetically. 
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CH, Oh H 
a 2 3 H 
A C) f cn 
H 2-T1, 
CH,CH Hf CH; CH.CH 
2-Ths CH, gT, 


1-ethyl-2-methylcyclobutane 1,1 ,3-trimethylcyclopentane 1,1-diethyl-4-isopropylcyclohexane 


When the acyclic portion of the molecule contains more carbon atoms than the 
cyclic portion (or when it contains an important functional group), the cyclic portion is 
sometimes named as a cycloalkyl! substituent. 


: 


4-cyclopropyl-3-methyloctane 1-cyclobutyl-3,5-dimethylhexane cyclopentylcyclohexane 


3 
PROBLEM-SOLVING HINT PROBLEM 3-15 


Students accidentally draw cyclic Give IUPAC names for the following compounds. 
structures when acyclic structures 


are intended and vice versa. Always (a) CH;—CH—CH,CH, —(b) (c) 
verify whether the name contains CH, 
the prefix cyclo-. : 

CH, CH, 


CH, 


XX 


( PROBLEM 3-16 


Draw the structure and give the molecular formula for each of the following compounds. 


(a) 1-ethyl-3-methylcycloheptane (b) isobutylcyclohexane 

(c) cyclopropylcyclopentane (d) 3-ethyl-1,1-dimethylcyclohexane 

(e) 3-ethyl-2,4-dimethylhexane (f) 1,1-diethyl-4-(3,3-dimethylbutyl)cyclohexane 
\ 


3-11 Cis-trans lsomerism in Cycloalkanes 


Open-chain (acyclic) alkanes undergo rotations about their carbon-carbon single bonds, 
so they are free to assume any of an infinite number of conformations. Alkenes have 
rigid double bonds that prevent rotation, giving rise to cis and trans isomers with dif- 
ferent orientations of the groups on the double bond (Section 1-19B). Cycloalkanes 
are similar to alkenes in this respect. A cycloalkane has two distinct faces. If two sub- 
stituents point toward the same face, they are cis. If they point toward opposite faces, 
they are trans. These geometric isomers cannot interconvert without breaking and 
re-forming bonds. 

Figure 3-13 compares the cis-trans isomers of but-2-ene with those of 
1,2-dimethylcyclopentane. Make models of these compounds to convince yourself that 
cis- and trans-1,2-dimethylcyclopentane cannot interconvert by simple rotations about 
the bonds. Note that in the perspective drawings, the thicker lines indicate the parts of 
the molecule that extend out toward the viewer. 


3-12  Stabilities of Cycloalkanes; Ring Strain 


% # Fer Z 
C=C C=C 
/ \ 7 % 
H,C CH; H CH; 


173 


FIGURE 3-13 Cis-trans isomerism in 
cycloalkanes. Like alkenes, cycloalkane 
rings are restricted from free rotation. 
Two substituents on a cycloalkane must 
be on the same side (cis) or on opposite 
sides (trans) of the ring. 


2 
PROBLEM 3-17 


Which of the following cycloalkanes are capable of geometric (cis-trans) isomerism? 
Draw the cis and trans isomers. 

(a) 3-ethyl-1,1-dimethylcyclohexane 
L (c) 1-ethyl-3-methylcyclopentane 


(b) 1-ethyl-3-methylcycloheptane 
(d) 1-cyclopropyl-2-methylcyclohexane 


7 
PROBLEM 3-18 
Give IUPAC names for the following cycloalkanes. 


(a) H (b) C(CH,), (c) 
=CH, 
Hm H 


3-12 Stabilities of Cycloalkanes; Ring Strain 


Although all the simple cycloalkanes (up to about Cy ) have been synthesized, the 
most common rings contain five or six carbon atoms. We will study the stabilities and 
conformations of these rings in detail because they help to determine the properties of 
many important organic compounds. 

Why are five-membered and six-membered rings more common than the other 
sizes? Adolf von Baeyer first attempted to explain the relative stabilities of cyclic 
molecules in the late 19th century, and he was awarded a Nobel Prize for this work 
in 1905. Baeyer reasoned that the carbon atoms in acyclic alkanes have bond angles 
of 109.5°. (We now explain this bond angle by the tetrahedral geometry of the sp* 
hybridized carbon atoms.) 

If a cycloalkane requires bond angles other than 109.5°, the orbitals of its carbon— 
carbon bonds cannot achieve optimum overlap, and the cycloalkane must have some 
angle strain (sometimes called Baeyer strain) associated with it. Figure 3-14 shows that 
a planar cyclobutane, with 90° bond angles, is expected to have significant angle strain. 

In addition to this angle strain, the Newman projection in Figure 3-14 shows that the 
bonds are eclipsed, resembling the totally eclipsed conformation of butane (Section 3-7). 
This eclipsing of bonds gives rise to torsional strain. Together, the angle strain and the 
torsional strain add to give what we call the ring strain of the cyclic compound. The 
amount of ring strain depends primarily on the size of the ring. 

Before we discuss the ring strain of different cycloalkanes, we need to consider 
how ring strain is measured. In theory, we should measure the total amount of energy in 
the cyclic compound and subtract the amount of energy in a similar strain-free reference 
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FIGURE 3-14 The ring strain of 
a planar cyclobutane results from 
two factors: angle strain from the 
compressing of the bond angles to 
90° rather than the tetrahedral angle 
of 109.5°, and torsional strain from 
eclipsing of the bonds. 


Structure and Stereochemistry of Alkanes 


eclipsed 
109.5° / 
tetrahedral j CH 
— i ios? 
angle 
90° j compression 
c ! Hy HH 


Newman projection 
of planar cyclobutane 


eclipsed 


HW) 


compound. The difference should be the amount of extra energy due to ring strain in the 
cyclic compound. These measurements are commonly made using heats of combustion. 


3-12A Heats of Combustion 


The heat of combustion is the amount of heat released when a compound is burned 
with an excess of oxygen in a sealed container called a bomb calorimeter. If the com- 
pound has extra energy as a result of ring strain, that extra energy is released in the 
combustion. The heat of combustion is usually measured by the temperature rise in the 
water bath surrounding the “bomb.” 

A cycloalkane can be represented by the molecular formula (CH), so the general 
reaction in the bomb calorimeter is 


Fs CH, 
CH, 
| + 
CH, 
CH; 
cycloalkane, (CH,),, 


30, ewe nCO, + nH,O + _ n(energy per CH,) 


heat of combustion 


The molar heat of combustion of cyclohexane is nearly twice that of cyclopropane, 
simply because cyclohexane contains twice as many methylene (CH2) groups per mole. 
To compare the relative stabilities of cycloalkanes, we divide the heat of combustion 
by the number of methylene (CH) groups. The result is the energy per CH) group. 
These normalized energies allow us to compare the relative amounts of ring strain (per 
methylene group) in the cycloalkanes. 

Table 3-5 lists the heats of combustion for some simple cycloalkanes. The refer- 
ence value of 658.6 kJ (157.4 kcal) per mole of CH, groups comes from an unstrained 
long-chain alkane. The values show large amounts of ring strain in cyclopropane and 
cyclobutane. Cyclopentane, cycloheptane, and cyclooctane have much smaller amounts 
of ring strain, and cyclohexane has no ring strain at all. We will discuss several of these 
rings in detail to explain this pattern of ring strain. 


3-12B Cyclopropane 


Table 3-5 shows that cyclopropane bears more ring strain per methylene group than 
any other cycloalkane. Two factors contribute to this large ring strain. First is the angle 
strain required to compress the bond angles from the tetrahedral angle of 109.5° to the 
60° angles of cyclopropane. The bonding overlap of the carbon-carbon sp* orbitals is 
weakened when the bond angles differ so much from the tetrahedral angle. The sp" 
orbitals cannot point directly toward each other, and they overlap at an angle to form 
weaker “bent bonds” (Figure 3-15). 

Torsional strain is the second factor in cyclopropane’ large ring strain. The three- 
membered ring is planar, and all the bonds are eclipsed. A Newman projection of one 
of the carbon-carbon bonds (Figure 3-16) shows that the conformation resembles the 
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TABLE 3-5 Heats of Combustion (per Mole) for Some Simple Cycloalkanes 


Molar Heat of 


Heat of Combustion 


Stabilities of Cycloalkanes; Ring Strain 


Ring Strain per 


Ring Size Cycloalkane Combustion per CH Group CH2 Group Total Ring Strain 
3 cyclopropane 2091 kJ (499.8 kcal) 697.1 kJ (166.6 kcal) 38.5 kJ (9.2 kcal) 115 kJ (27.6 kcal) 
4 cyclobutane 2744 kJ (655.9 kcal) 686.1 kJ (164.0 kcal) 27.5 kJ (6.6 kcal) 110 kJ (26.3 kcal) 
5 cyclopentane 3320 kJ (793.5 kcal) 664.0 kJ (158.7 kcal) 5.4 kJ (1.3 kcal) 27 kJ (6.5 kcal) 
6 cyclohexane 3951 kJ (944.4 kcal) 658.6 kJ (157.4 kcal) 0.0 kJ (0.0 kcal) 0.0 kJ (0.0 kcal) 
ih cycloheptane 4637 kJ (1108.2 kcal) 662.4 kJ (158.3 kcal) 3.8 kJ (0.9 kcal) 27 kJ (6.4 kcal) 
8 cyclooctane 5309 kJ (1268.9 kcal) 663.6 kJ (158.6 kcal) 5.1 kJ (1.2 kcal) 41 kJ (9.7 kcal) 
reference: long-chain alkane 658.6 kJ (157.4 kcal) 0.0 kJ (0.0 kcal) 0.0 kJ (0.0 kcal) 


175 


All units are per mole. 


totally eclipsed conformation of butane. The torsional strain in cyclopropane is not as 
great as its angle strain, but it helps to account for the large total ring strain. 

Cyclopropane is generally more reactive than other alkanes. Reactions that open 
the cyclopropane ring release 115 kJ (27.6 kcal) per mole of ring strain, which provides 
an additional driving force for these reactions. 


PROBLEM 3-19 


The heat of combustion of cis-1,2-dimethylcyclopropane is larger than that of the trans 
isomer. Which isomer is more stable? Use drawings to explain this difference in stability. 


reduced 
109.5° tetrahedral / peers 
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compression H H 


“bent bonds” 
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FIGURE 3-15 Angle strain in 
cyclopropane. The bond angles are 
compressed to 60° from the usual 
109.5° bond angle of sp? hybridized 
carbon atoms. This severe angle strain 
leads to nonlinear overlap of the sp? 
orbitals and “bent bonds.” 


u H 
\ 
C 
if 
HH 


Newman projection 
of cyclopropane 


FIGURE 3-16 Torsional strain in cyclopropane. All the carbon-carbon bonds are eclipsed, 
generating torsional strain that contributes to the total ring strain. 
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88° bond angles 


slightly folded conformation 
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not quite eclipsed 


H 


He quite eclipsed 


Newman projection of one bond 


FIGURE 3-17 The conformation of cyclobutane is slightly folded. Folding gives partial relief 
from the eclipsing of bonds, as shown in the Newman projection. Compare this actual structure 
with the hypothetical planar structure in Figure 3-14. 


Application: Biochemistry 


The conformation of cyclopentane 

is important because ribose and 
deoxyribose, the sugar components 
of RNA and DNA, respectively, assume 
cyclopentane-like ring 

conformations. These conformations 
are crucial to the properties and 
reactions of RNA and DNA. 


3-12C Cyclobutane 


The total ring strain in cyclobutane is almost as great as that in cyclopropane, but is 
distributed over four carbon atoms. If cyclobutane were perfectly planar and square, 
it would have 90° bond angles. A planar geometry requires eclipsing of all the bonds, 
however, as in cyclopropane. To reduce this torsional strain, cyclobutane actually 
assumes a slightly folded form, with bond angles of 88°. These smaller bond angles 
require slightly more angle strain than 90° angles, but the relief of some of the torsional 
strain appears to compensate for a small increase in angle strain (Figure 3-17). 


PROBLEM 3-20 


trans-1,2-Dimethylcyclobutane is more stable than cis-1,2-dimethylcyclobutane, but 
cis-1,3-dimethylcyclobutane is more stable than trans-1,3-dimethylcyclobutane. Use drawings 
to explain these observations. 


3-12D Cyclopentane 


If cyclopentane had the shape of a planar, regular pentagon, its bond angles would 
be 108°, close to the tetrahedral angle of 109.5°. A planar structure would require 
all the bonds to be eclipsed, however. Cyclopentane actually assumes a slightly 
puckered “envelope” conformation that reduces the eclipsing and lowers the torsional 
strain (Figure 3-18). This puckered shape is not fixed, but undulates by the thermal 
up-and-down motion of the five methylene groups. The “flap” of the envelope seems 
to move around the ring as the molecule undulates. 


FIGURE 3-18 The conformation of 
cyclopentane is slightly folded, like the 
shape of an envelope. This puckered 
conformation reduces the eclipsing of 
adjacent CH) groups, which reduces 
the torsional strain. 


a eclipsed 
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’ H 
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eclipsing of bonds 
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3-13 Cyclohexane Conformations 


We will cover the conformations of cyclohexane in more detail than other cycloalkanes 
because cyclohexane ring systems are particularly common. Carbohydrates, steroids, 
plant products, pesticides, and many other important compounds contain cyclohexane- 
like rings whose conformations and stereochemistry are critically important to their 
reactivity. The abundance of cyclohexane rings in nature is probably due to both their 
stability and the selectivity offered by their predictable conformations. Nature probably 
forms more six-membered rings than all other ring sizes combined. 

The combustion data (Table 3-5) show that cyclohexane has no ring strain. 
Cyclohexane must have bond angles that are near the tetrahedral angle (no angle 
strain) and also have no eclipsing of bonds (no torsional strain). A planar, regular 
hexagon would have bond angles of 120° rather than 109.5°, implying some angle 
strain. A planar ring would also have torsional strain because the bonds on adjacent CH, 
groups would be eclipsed. Therefore, the cyclohexane ring cannot be planar. 


3-13A Chair and Boat Conformations 


Cyclohexane achieves tetrahedral bond angles and staggered conformations by assum- 
ing a puckered conformation. The most stable conformation is the chair conformation 
shown in Figure 3-19. Build a molecular model of cyclohexane, and compare its shape 
with the drawings in Figure 3-19. In the chair conformation, the angles between the 
carbon-carbon bonds are all 109.5°. The Newman projection looking down the “seat” 
bonds shows all the bonds in staggered conformations. 

The boat conformation of cyclohexane (Figure 3-20) also has bond angles of 
109.5° and avoids angle strain. The boat conformation resembles the chair conforma- 
tion except that the “footrest” methylene group is folded upward. The boat conformation 
suffers from torsional strain, however, because there is eclipsing of bonds. 

This eclipsing forces two of the hydrogens on the ends of the “boat” to interfere with 
each other. These hydrogens are called flagpole hydrogens because they point upward 
from the ends of the boat like two flagpoles. The Newman projection in Figure 3-20 
shows this eclipsing of the carbon-carbon bonds along the sides of the boat. 

A cyclohexane molecule in the boat conformation actually exists as a slightly skewed 
twist boat conformation, also shown in Figure 3-20. If you assemble your molecular 
model in the boat conformation and twist it slightly, the flagpole hydrogens move away 
from each other and the eclipsing of the bonds is reduced. Even though the twist boat is 
lower in energy than the symmetrical boat, it is still about 23 kJ/mol (5.5 kcal/mol) higher 
in energy than the chair conformation. When someone refers to the “boat conformation,” 
the twist boat (or simply twist) conformation is often intended. 


Y 
7 


chair conformation viewed along the “seat” bonds 


Newman projection 


FIGURE 3-19 Viewed from the side, 
the chair conformation of cyclohexane 
appears to have one methylene 

group puckered upward and another 
puckered downward. Viewed from the 
Newman projection, the chair has no 
eclipsing of the carbon-carbon bonds. 
The bond angles are 109.5°. 
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FIGURE 3-20 In the symmetrical 
boat conformation of cyclohexane, 
eclipsing of bonds results in torsional 
strain. In the actual molecule, the 
boat is skewed to give the twist boat, 
a conformation with less eclipsing of 
bonds and less interference between 
the two flagpole hydrogens. 


Structure and Stereochemistry of Alkanes 


“flagpole” hydrogens 


boat conformation 
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Newman projection 
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Application: Biochemistry 


The conformations of biological 
molecules are critical for their activities. 
For example, steroids fit into their recep- 
tors in only one conformation. The cor- 
rect fit activates the receptor, resulting in 
a biological response. 


At any instant, most of the molecules in a cyclohexane sample are in chair confor- 
mations. The energy barrier between the boat and chair is sufficiently low, however, 
that the conformations interconvert many times each second. The interconversion from 
the chair to the boat takes place by the footrest of the chair flipping upward and form- 
ing the boat. The highest-energy point in this process is the conformation where the 
footrest is planar with the sides of the molecule. This unstable arrangement is called the 
half-chair conformation. Figure 3-21 shows how the energy of cyclohexane varies as 
it interconverts between the boat and chair forms. 


3-13B Axial and Equatorial Positions 


If we could freeze cyclohexane in a chair conformation, we would see that there are two 
different orientations of carbon—hydrogen bonds. Six of the bonds (one on each carbon 
atom) are directed up and down, parallel to the axis of the ring. These are called axial 
bonds. The other six bonds point out from the ring, along the “equator” of the ring. 
These are called equatorial bonds. The axial bonds and hydrogens are shown in red in 
Figure 3-22, and the equatorial bonds and hydrogens are shown in green. 


FIGURE 3-21 Conformational 
energy of cyclohexane. The chair 
conformation is most stable, followed 
by the twist boat. To convert between 
these two conformations, the molecule 
must pass through the unstable half- 
chair conformation. 
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FIGURE 3-22 Axial bonds are 
directed vertically, parallel to the axis of 
the ring. Equatorial bonds are directed 
outward, from the equator of the ring. 
As they are numbered here, the odd- 
numbered carbons have their upward 
bonds axial and their downward bonds 
equatorial. The even-numbered carbons 
have their downward bonds axial and 
their upward bonds equatorial. 


Each carbon atom in cyclohexane is bonded to two hydrogen atoms, one directed 
upward and one downward. As the carbon atoms are numbered in Figure 3-22, Cl has 
an axial bond upward and an equatorial bond downward. C2 has an equatorial bond 
upward and an axial bond downward. The pattern alternates. The odd-numbered carbon 
atoms have axial bonds up and equatorial bonds down, like C1. The even-numbered 
carbons have equatorial bonds up and axial bonds down, like C2. This pattern of alter- 
nating axial and equatorial bonds is helpful for predicting the conformations of substi- 
tuted cyclohexanes, as we see in Sections 3-13 and 3-14. 


PROBLEM-SOLVING STRATEGY Drawing Chair Conformations 


Drawing realistic pictures of cyclohexane conformations is not difficult, but certain rules 
should be followed to show the actual positions and angles of the substituents on the ring. 
Make a cyclohexane ring with your models, put it in a chair conformation, and use it to fol- 
low along with this discussion. When you hold your model at the angle that corresponds to a 
drawing, the angles of the bonds in the model should correspond to the angles in the drawing. 

To draw the carbon-carbon bond framework, first draw two parallel lines slightly slanted 
and slightly offset. The atoms at the ends of these bonds lie in a plane, and they define what 
will be the “armrests” of our chair. 


—* 
a 


Draw the headrest and footrest carbons, and draw the lines connecting them to the armrests. 
The two lines connecting the headrest carbon should be parallel to the two lines connecting 
the footrest. 


in back 
“ ; 1 | 
Z f 


footrest 


headrest 


in front 
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Notice that the carbon-carbon bond framework uses lines with only three different slopes, 
labeled a, b, and c. Compare this drawing with your model, and notice the pairs of carbon— 
carbon bonds with three distinct slopes. 


slope a slope r\ slope c 
pea P 108 
We can draw the chair with the headrest to the left and the footrest to the right or vice versa. 


Practice drawing it both ways. 


Now fill in the axial and equatorial bonds. The axial bonds are drawn vertically, either up 
or down. When a vertex of the chair points upward, its axial bond also points upward. If the 
vertex points downward, its axial bond points downward. C1 is a downward-pointing vertex, 
and its axial bond also points downward. C2 points upward, and its axial bond points upward. 


axis 


The equatorial bonds take more thought. Each carbon atom is represented by a vertex formed 
by two lines (bonds) having two of the possible slopes a, b, and c. Each equatorial bond 
should have the third slope: the slope that is not represented by the two lines forming the 
vertex. 


Look at your model as you add the equatorial bonds. The vertex Cl is formed by lines of 
slopes b and c, so its equatorial bond should have slope a. The equatorial bond at C2 should 
have slope b, and so on. Notice the W- and M-shaped patterns that result when these bonds 
are drawn correctly. 


If your cyclohexane rings look awkward or slanted when using the analytical approach just 
shown, then try the artistic approach:* Draw a wide M, and draw a wide W below it, displaced 
about half a bond length to one side or the other. Connect the second atoms and the fourth 
atoms to give the cyclohexane ring with four equatorial bonds. 


W displaced to the right W displaced to the left 


The other two equatorial bonds are drawn parallel to the ring connections. The axial bonds 
are then drawn vertically. 


: t t 4 
1 @ a 1 1 a & 1 
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= = 4 i oy * 
a a a a 


*See V. Dragojlovic, J. Chem. Educ. 2001, 78, 923. 
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PROBLEM 3-21 


The cyclohexane chair shown in Figure 3-22 has the headrest to the right and the footrest 

to the left. Draw a cyclohexane chair with its axial and equatorial bonds, showing the 
headrest to the left and the footrest to the right. 

\ 


( PROBLEM 3-22 


Draw 1,2,3,4,5,6-hexamethylcyclohexane with all the methyl groups 
(a) in axial positions. (b) in equatorial positions. 
Ne 


3-14 Conformations of Monosubstituted Cyclohexanes 


A substituent on a cyclohexane ring (in the chair conformation) can occupy either an 
axial or equatorial position. In many cases, the reactivity of the substituent depends on 
whether its position is axial or equatorial. The two possible chair conformations for 
methylcyclohexane are shown in Figure 3-23. These conformations are in equilibrium 
because they interconvert at room temperature. The boat (actually the twist boat) serves 
as an intermediate in this chair—chair interconversion, sometimes called a “ring-flip.” 
Place different-colored atoms in the axial and equatorial positions of your cyclohexane 
model, and notice that the chair—chair interconversion changes axial to equatorial and 
equatorial to axial. 

The two chair conformations of methylcyclohexane interconvert at room tempera- 
ture, so the one that is lower in energy predominates. Careful measurements have shown 
that the chair with the methyl! group in an equatorial position is the most stable confor- 
mation. It is about 7.6 kJ/mol (1.8 kcal/mol) lower in energy than the conformation 
with the methyl! group in an axial position. Both of these chair conformations are lower 
in energy than any boat conformation. We can show how the 7.6 kJ energy difference 
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FIGURE 3-23 = Chair—-chair interconversion of methylcyclohexane. The methyl group is axial in one 
conformation, and equatorial in the other. 
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FIGURE 3-24 (a) When the methyl 
substituent is in an axial position on 
C1, it is gauche to C3. (b) The axial 
methyl group on C11 is also gauche to 
C5 of the ring. 
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between the axial and equatorial positions arises by examining molecular models and 
Newman projections of the two conformations. First, make a model of methylcyclohex- 
ane and use it to follow this discussion. 

Consider a Newman projection looking along the armrest bonds of the conforma- 
tion with the methyl group axial (Figure 3-24a): the methyl group is on Cl, and we 
are looking from C1 toward C2. There is a 60° angle between the bond to the methyl 
group and the bond from C2 to C3, placing the axial methyl substituent and C3 in a 
gauche relationship. This axial methyl! group is also gauche to C5, as you will see if you 
look along the C1 — C6 bond in your model. Figure 3-24b shows this second gauche 
relationship. 

The Newman projection for the conformation with the methyl group equatorial 
shows that the methyl group has an anti relationship to both C3 and C5. Figure 3-25 
shows the Newman projection along the Cl — C2 bond, with the anti relationship of 
the methy! group to C3. 


PROBLEM 3-23 


Draw a Newman projection, similar to Figure 3-25, down the Cl— C6 bond in the 
equatorial conformation of methylcyclohexane. Show that the equatorial methyl group 
is also anti to C5. (Using your models will help.) 


The axial methylcyclohexane conformation has two gauche interactions, each 
representing about 3.8 kJ (0.9 kcal) of additional energy. The equatorial methyl group 
has no gauche interactions. Therefore, we predict that the axial conformation is higher 


FIGURE 3-25 Looking down the 
C1—C2 bond of the equatorial 
conformation. Notice that the methyl 
group is anti to C3. 
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FIGURE 3-26 The axial substituent 
interferes with the axial hydrogens on 

C3 and C5. This interference is called a 
1,3-diaxial interaction. 


in energy by 7.6 kJ (1.8 kcal) per mole, in good agreement with the experimental 
value. Figure 3-26 shows that the gauche relationship of the axial methyl group 
with C3 and C5 places the methyl hydrogens close to the axial hydrogens on these 
carbons, causing their electron clouds to interfere. This form of steric strain is called 
a 1,3-diaxial interaction because it involves substituents on carbon atoms of the 
ring that bear a 1,3 relationship. These 1,3-diaxial interactions are not present in the 
equatorial conformation. 

A larger group usually has a larger energy difference between the axial and equato- 
rial positions, because the 1,3-diaxial interaction shown in Figure 3-26 is stronger for 
larger groups. Table 3-6 lists the energy differences between the axial and equatorial 
positions for several alkyl groups and functional groups. The axial position is higher 
in energy in each case. 


( PROBLEM 3-24 


Table 3-6 shows that the axial-equatorial energy difference for methyl, ethyl, and iso- 
propyl groups increases gradually: 7.6, 7.9, and 8.8 kJ/mol (1.8, 1.9, and 2.1 kcal/ 
mol). The tert-butyl group jumps to an energy difference of 23 kJ/mol (5.4 kcal/mol), 
over twice the value for the isopropyl group. Draw pictures of the axial conformations 
of isopropylcyclohexane and tert-butylcyclohexane, and explain why the fert-buty] 
[ Subsatsene experiences such a large increase in axial energy over the isopropyl] group. 


2 
PROBLEM 3-25 

Draw the most stable conformation of 

(a) ethylcyclohexane. (b) 3-isopropyl-1,1-dimethylcyclohexane. 

(c) cis-1-tert-butyl-4-isopropylcyclohexane. 


TABLE 3-6 Energy Differences Between the Axial and Equatorial Conformations of 
Monosubstituted Cyclohexanes 


AG (axial-equatorial) 


X (kJ/mol) (kcal/mol) 
=H 0.8 0.2 
—CN 0.8 0.2 
H =Cl 2.1 0.5 
—Br 2:5 0.6 
7 = xX —oH 4.1 1.0 
—COOH 5.9 1.4 
xX —CH3 7.6 1.8 
axial equatorial —CH.>CH; 719 1.9 
—CH(CH3)o 8.8 21 


—C(CH3)3 23 5.4 
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3-15 Conformations of Disubstituted Cyclohexanes 


The steric interference between substituents in axial positions is particularly severe 
when there are large groups on two carbon atoms that bear a 1,3-diaxial relationship (cis 
on Cl and C3, or on C1 and C5), as in the two chair conformations of cis-1,3-dimethy]- 
cyclohexane shown here. The less stable conformation has both methyl] groups in axial 
positions. The more stable conformation has both methyl! groups in equatorial positions. 
Note the strongly unfavorable 1,3-diaxial interaction between the two methyl groups 
in the diaxial conformation. The molecule can relieve this 1,3-diaxial interference by 
flipping to the diequatorial conformation. Use your models to compare the diaxial and 
diequatorial forms of cis-1,3-dimethylcyclohexane. 


1,3-diaxial interaction H 
H,,, / equatorial 
—C 
Bc. wl i A H 
Cm —~H / equatorial 
axial axial Cue 
H H | 
diaxial diequatorial 
very unfavorable, <0.1% much more stable, >99.9% 


trans-1,3-Dimethylcyclohexane does not have a conformation with a 1,3-diaxial 
interaction between two methyl! groups. Either of its chair conformations places one 
methyl group in an axial position and one in an equatorial position. These conforma- 
tions have equal energies, and they are present in equal amounts. 


Chair conformations of trans-1,3-dimethylcyclohexane 


axial 
CH, H equatorial 
CH, 
H CH, same energy 
equatorial =— H 
H 


CH, axial 


Now we can compare the relative stabilities of the cis and trans isomers of 
1,3-dimethylcyclohexane. The most stable conformation of the cis isomer has both 
methyl groups in equatorial positions. Either conformation of the trans isomer places 
one methyl! group in an axial position. The trans isomer is therefore higher in energy 
than the cis isomer by about 7.6 kJ/mol (1.8 kcal/mol), the energy difference between 
axial and equatorial methyl groups. Remember that the cis and trans isomers cannot 
interconvert, and there is no equilibrium between these isomers. 


PROBLEM-SOLVING STRATEGY Recognizing Cis and Trans Isomers 


Some students find it difficult to look at a chair conformation and tell whether a disubstituted 
cyclohexane is the cis isomer or the trans isomer. In the following drawing, the two methyl groups 
appear to be oriented in similar directions. They are actually trans but are often mistaken for cis. 


up H 
1| down CH, 
CH, i 
CH, 
up CH, 
down H 


trans-1,2-dimethylcyclohexane 
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This ambiguity is resolved by recognizing that each of the ring carbons has 
two available bonds, one upward and one downward. In this drawing, the methyl 
group on Cl is on the downward bond, and the methyl! on C2 is on the upward bond. 
Because one is down and one is up, their relationship is trans. A cis relationship 
would require both groups to be upward or both to be downward. 


PROBLEM 3-26 


Name the following compounds. Remember that two up bonds are cis; two down 
bonds are cis; one up bond and one down bond are trans. 


(c) CH, 


eo aes 
H H 


CH, CH; 


( SOLVED PROBLEM 3-3 


(a) Draw both chair conformations of cis-1,2-dimethylcyclohexane, and determine which 
conformer is more stable. 

(b) Repeat for the trans isomer. 

(c) Predict which isomer (cis or trans) is more stable. 


SOLUTION 

(a) The two possible chair conformations for the cis isomer interconvert at room tempera- 
ture. Each of these conformations places one methyl group axial and one equatorial, 
giving them the same energy. 


axial CH, axial CH, 
H > 
CH, equatorial CH, equatorial 
H 
H same energy H 


(b) The two chair conformations of the trans isomer interconvert at room temperature. 
Both methyl groups are axial in one, and both are equatorial in the other. The diequatorial 
conformation is more stable because neither methyl group occupies the more strained 
axial position. 


axial CH, H 


H 
H CH, equatorial 


equatorial H,C 
axial CH, : ee 


higher energy (diaxial) lower energy (diequatorial) 


(c) The trans isomer is more stable. The most stable conformation of the trans isomer is 
diequatorial and therefore about 7.6 kJ/mol (1.8 kcal/mol) lower in energy than either 
conformation of the cis isomer, each having one methy] axial and one equatorial. 
Remember that cis and trans are distinct isomers and cannot interconvert. 


PROBLEM-SOLVING HINT 


Ring-flips change the axial or 
equatorial positioning of groups, 
but they cannot change their cis- 
trans relationships. Converting cis 
into trans would require breaking 
and re-forming bonds. 


PROBLEM-SOLVING HINT 


If you number the carbons in a 
cyclohexane, the odd-numbered 
carbons are similar, as are the 
even-numbered carbons. If all the 
odd-numbered carbons have their 
up bond axial and their down 
bond equatorial, then all the 
even-numbered carbons will have 
their down bond axial and their 
up bond equatorial. For example, 
cis-1,3 (both up, both odd) will be 
both axial or both equatorial; cis- 
1,2 (both up, one odd, one even) 
will be one axial, one equatori 
This tip allows you to predict 
answers before you draw them. 
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CHAPTER 3 


Structure and Stereochemistry of Alkanes 


PROBLEM 3-27 


(a) Draw both chair conformations of cis-1,4-dimethylcyclohexane, and determine which 
conformer is more stable. 

(b) Repeat for the trans isomer. 

(c) Predict which isomer (cis or trans) is more stable. 


( PROBLEM 3-28 


Use your results from Problem 3-27 to complete the following table. Each entry shows 
the positions of two groups arranged as shown. For example, two groups that are trans 
on adjacent carbons (trans-1,2) must be both equatorial (e,e) or both axial (a,a). 


Positions cis trans 
1:2 (e,a) or (a,e) (e,e) or (a,a) 
1,3 

1,4 


3-15A Substituents of Different Sizes 


In many substituted cyclohexanes, the substituents are different sizes. As shown in 
Table 3-6 (page 183), the energy difference between the axial and equatorial positions 
for a larger group is greater than that for a smaller group. In general, if both groups 
cannot be equatorial, the most stable conformation has the larger group equatorial and 


the smaller group axial. 


SOLVED PROBLEM 3-4 


Draw the most stable conformation of trans-1-ethyl-3-methylcyclohexane. 


SOLUTION 
First, we draw the two conformations. 
axial 
H CH,CH, 
H —> 
CH equatorial 
3 CH, H “4 
equatorial : 
axial 
less stable more stable 


Both conformations require one group to be axial while the other is equatorial. The ethyl 
group is bulkier than the methyl] group, so the conformation with the ethyl group equato- 
rial is more stable. These chair conformations are in equilibrium at room temperature, 
| ane the one with the equatorial ethyl group predominates. 


( PROBLEM 3-29 


Draw the two chair conformations of each of the following substituted cyclohexanes. 
In each case, label the more stable conformation. 

(a) cis-1-ethyl-2-methylcyclohexane 

(b) trans-1,2-diethylcyclohexane 

(ce) cis-1-ethyl-4-isopropylcyclohexane 

(d) trans-1-ethyl-4-methylcyclohexane 


3-15 Conformations of Disubstituted Cyclohexanes 


3-15B Extremely Bulky Groups 


Some groups, such as fertiary-butyl groups, are so bulky that they are extremely 
strained in axial positions. Regardless of the other groups present, cyclohexanes with 
tert-butyl substituents are most stable when the tert-butyl group is in an equatorial posi- 
tion. The following figure shows the severe steric interactions in a chair conformation 
with a fert-buty! group axial. 


HoH 
H H 
| ra ae 


HH P a CH, —- \ “CH, 
extremely crowded 4% ; 
H H strongly preferred conformation 


If two tert-buty] groups are attached to the ring, both of them are much less strained 
in equatorial positions. When neither chair conformation allows both bulky groups to 
be equatorial, they may force the ring into a twist boat conformation. For example, 
both chair conformations of cis-1,4-di-tert-butylcyclohexane require one of the bulky 
tert-butyl groups to occupy an axial position. This compound is more stable in a twist 
boat conformation that allows both bulky groups to avoid axial positions. 


oe 
pr a CH; 4H H 
CH}Y es JeBs 
CH, : H a CH} VA CoH, 
axial CH; = ‘CH, 
ES 
3 
CH Wu: 
tert-butyl group moves out of the axial position twist boat 


PROBLEM 3-30 


Draw the most stable conformation of 

(a) cis-1-tert-butyl-3-ethylcyclohexane. 

(b) trans-1-tert-butyl-2-methylcyclohexane. 

(ce) trans-1-tert-butyl-3-(1,1-dimethylpropyl)cyclohexane. 


FOCUS Conformations of Cyclohexane 


Rings cannot turn themselves inside out, so there is no free rotation in a cycloalkane except for very large rings. 
Rings are constantly in motion, however, and there are conformational extremes in cyclohexane just as in 
acyclic alkanes. 


A high-energy conformer is the boat form. A boat has all 


eclipsed bonds, causing it to rotate into the twist boat 
(or simply twist) conformation. A boat conformer is not 
normally observed except in rare circumstances when 
constrained by bridging groups or extremely large 


substituents. Think of a boat form as a high-energy 


boat conformer twist boat conformer 
state between other conformers. 
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The lowest energy, most stable, and most 


: H H 
abundant cyclohexane conformer is 6 H2 4 
the chair. /, H . H 
2 
1 3 5) 
H C H 
H2 
H H 


view view 
chair conformer 


Newman projection sighting down 
C1—C6 bond and C3—-C4 bond 


H H 
The Newman projection shows that each H zl 
carbon has one bond to H that is vertical H 
(up or down, alternating), called axial. H H 
The other bond to H around the equator ‘ H 
of the ring is called equatorial. H H 
H H 


axial hydrogens equatorial hydrogens 


Each carbon has one axial and one equatorial bond. 
Useful hint: When the bonds to the carbon point up, the axial bond at that carbon points up. 
When the bonds to the carbon point down, the axial bond at that carbon points down. 


Chair conformers can flip into one another. 
During the flip, all equatorial bonds 
become axial, and all axial bonds 
become equatorial. At room 
temperature, unsubstituted and 
monosubstituted cyclohexanes flip 
conformations about 200,000 times 
per second! 


methyl group axial methyl group equatorial 
equatorial H shown in green —=> axial H shown in green 
The H atoms labeled in green are the same ones in both conformers. 


Conformers with substituents in equatorial positions are more stable than those with substituents in 
axial positions. The conformation will flip to maximize large substituents in equatorial positions. 


3-16 Bicyclic Molecules 


Two or more rings can be joined into bicyclic or polycyclic systems. There are three 
ways that two rings may be joined. Fused rings are most common, sharing two adjacent 
carbon atoms and the bond between them. Bridged rings are also common, sharing two 
nonadjacent carbon atoms (the bridgehead carbons) and one or more carbon atoms 
(the bridge) between them. Spirocyclic compounds, in which the two rings share only 
one carbon atom, are relatively rare. These ring systems may be drawn realistically 
puckered or flat, as shown below. 


fused bicyclic bridged bicyclic spirocyclic 
bridgehead 


bicyclo[4.4.0]decane flat drawing bicyclo[2.2.1]heptane flat drawing spiro[4.4]nonane flat drawing 
(decalin) of decalin (norbornane) of norbornane of spiro[4.4]nonane 


3-16A Nomenclature of Bicyclic Alkanes 


The name of a bicyclic compound is based on the name of the alkane having the same 
number of carbons as there are in the ring system. This name follows the prefix bicyclo 
and a set of brackets enclosing three numbers. The following examples contain eight 
carbon atoms and are named bicyclo[4.2.0]octane and bicyclo[3.2.1]octane, respectively. 


zero-carbon bridge 
one-carbon bridge 


four-carbon two-carbon Puecathon 
bridge bridge bridge three-carbon 
bridge 
bicyclo[4.2.0]octane bicyclo[3.2.1]octane 


All fused and bridged bicyclic systems have three bridges connecting the two bridge- 
head atoms (red circles) where the rings connect. The numbers in the brackets give the 
number of carbon atoms in each of the three bridges connecting the bridgehead carbons, 
in order of decreasing size. 


( PROBLEM 3-31 


Name the following compounds. 


(a) C> (b) 7 (c) 2) 


3-16B cis- and trans-Decalin 


2 


Decalin (bicyclo[4.4.0]decane) is the most common example of a fused ring system. 
Two geometric isomers of decalin exist, as shown in Figure 3-27. In one isomer, the 
rings are fused using two cis bonds, while the other is fused using two trans bonds. You 
should make a model of decalin to follow this discussion. 

If we consider the left ring in the drawing of cis-decalin, the bonds to the right ring 
are both directed downward (and the attached hydrogens are directed upward). These 
bonds are therefore cis, and this is a cis ring fusion. One of the bonds to the right ring 
must be axial, and the other is equatorial. In trans-decalin, one of the bonds to the right 
ring is directed upward and the other downward. These bonds are trans, and this is a 
trans ring fusion. Both of the bonds to the right ring are equatorial. The six-membered 
rings in both isomers assume chair conformations, as shown in Figure 3-27. 


N 
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Application: Drugs 


Bicyclic molecules are found in many 

natural product structures. Cocaine is 
a derivative of bicyclo[3.2.1]octane in 
which nitrogen replaces the carbon at 
the one-carbon bridge. 


es 
‘N | 
C—OCH; 
HJ 
O—C—Ph 
H 


cocaine 
in coca leaves 


H H 

A = 

H H 
cis-decalin trans-decalin 

? bridgehead bridgehead 
carbons carbons 
©) 

cis-decalin trans-decalin 


FIGURE 3-27  cis-Decalin has a 

ring fusion where the second ring 

is attached by two cis bonds. trans- 
Decalin is fused using two trans bonds. 
(The other hydrogens are omitted for 
clarity.) 
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The conformation of cis-decalin is somewhat flexible, but the trans isomer is quite 
rigid. If one of the rings in the trans isomer did a chair—chair interconversion, both 
bonds to the second ring would become axial and would be directed 180° apart. This is 
an impossible conformation, and it prevents any chair—chair interconversion in trans- 
decalin. 


PROBLEM 3-32 


Use your models to do a chair—chair interconversion on each ring of the conformation 
of cis-decalin shown in Figure 3-27. Draw the conformation that results. 


Essential Terms 


acyclic Not cyclic. (p. 170) 


alkane A hydrocarbon having only single bonds; a saturated hydrocarbon; general formula: C,H, +2. 
(p. 146) 


alkyl group The group of atoms remaining after a hydrogen atom is removed from an alkane; an 
alkane-like substituent. Symbolized by R. (p. 151) 


amyl An older common name for pentyl. (p. 151) 
angle strain or Baeyer strain The strain associated with distorting bond angles to smaller (or larger) angles. (p. 173) 


anti conformation A conformation with a 180° dihedral angle between the largest groups. Usually the lowest-energy 
conformation. (p. 167) 


aromatic hydrocarbon A hydrocarbon having a benzene-like aromatic ring. (p. 147) 


axial bond One of the six bonds (three up and three down) on the chair conformation of the cyclohexane ring 
that are parallel to the “axis” of the ring. The axial bonds are shown in red, and the equatorial 
bonds in green, in the drawing on page 178. 


bridged bicyclic compound A compound containing two rings joined at nonadjacent carbon atoms. (p. 189) 


bridged bicyclic systems (bridgeheads circled) 


bridgehead carbons The carbon atoms shared by two or more rings. Three chains of carbon atoms (bridges) connect 
the bridgeheads. (p. 188) 

chair-chair interconversion (ring-flip) The process of one chair conformation of a cyclohexane flipping into another one, with 
all the axial and equatorial positions reversed. The boat (or twist boat) conformation is an 
intermediate for the chair—chair interconversion. (p. 181) 


2 


chair (methyls axial) boat chair (methyls equatorial) 


cis-trans isomers (geometric isomers) Stereoisomers that differ only with respect to their cis or trans arrangement 
on a ring or double bond. (p. 172) 


cis: Having two similar groups directed toward the same face of a ring or double bond. (p. 172) 
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Having two similar groups directed toward opposite faces of a ring or double bond. (p. 172) 


H.C CH, HCH, 


cis-but-2-ene trans-but-2-ene cis-1,2-dimethylcyclopentane trans-1,2-dimethylcyclopentane 


combustion 
common names 


conformational analysis 


conformations and 
conformers 


conformations of 
cyclohexanes 


chair conformation: 


boat conformation: 


flagpole hydrogens: 


half-chair conformation: 


constitutional isomers 


cracking 
catalytic cracking: 
hydrocracking: 
cyclic 
cycloalkane 


A rapid oxidation at high temperatures in the presence of air or oxygen. (p. 161) 


The names that have developed historically, generally with a specific name for each compound; 
also called trivial names. (p. 149) 


The study of the energetics of different conformations. (p. 165) 


Structures that are related by rotations about single bonds. Strictly speaking, a conformer 
is a conformation that corresponds to a relative minimum in energy, usually a staggered 
conformation. In most cases, conformations and conformers interconvert at room tempera- 
ture, and they are not true isomers. (p. 163) 


CH; 
totally eclipsed conformation — gauche conformation anti conformation 


(pp. 177-188) 


H 4H H H 

Si  " 
SS 
chair half-chair boat twist boat 


The most stable conformation of cyclohexane, with one part puckered upward and another part 
puckered downward. (p. 177) 


The less stable puckered conformation of cyclohexane, with both parts puckered upward. The 
most stable boat is actually the twist boat (or simply twist) conformation. Twisting minimizes 
torsional strain and steric strain. (p. 177) 


Two hydrogens (blue) in the boat conformation point upward like flagpoles. The twist boat 
reduces the steric repulsion of the flagpole hydrogens. (p. 177) 


The unstable conformation halfway between the chair conformation and the boat conformation. 
Part of the ring is flat in the half-chair conformation. (p. 178) 


(structural isomers) Isomers whose atoms are connected differently; they differ in their bonding 
sequence. (p. 81) 


Heating large alkanes to cleave them into smaller molecules. (p. 161) 

Cracking in the presence of a catalyst. (p. 160) 

Catalytic cracking in the presence of hydrogen to give mixtures of alkanes. (p. 160) 
Containing a ring of atoms. (p. 170) 

An alkane containing a ring of carbon atoms; general formula: C,H2,. (p. 170) 
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degree of alkyl substitution The number of alkyl groups bonded to a carbon atom in a compound or in an alkyl group. 


1,3-diaxial interaction 
dihedral angle (@) 


eclipsed conformation 


equatorial bond 


fused ring system 


gauche conformation 
geometric isomers 
halogenation 


heat of combustion 
homologs 
hydrophilic 
hydrophobic 

IUPAC names 


kerosene 


methane hydrate 


(p. 152) 


H H R R 


ie nis 


| 
se 


eka eh ai 


H R R R 


tertiary (3°) quaternary (4°) 
carbon atom carbon atom 


primary (1°) 
carbon atom 


secondary (2°) 
carbon atom 


The strong steric strain between two axial groups on cyclohexane carbons with one carbon 
between them. (p. 183) 


(see also conformations) The angle between two specified groups in a Newman projection. 
(p. 165) 


Any conformation with bonds directly lined up with each other, one behind the other, in the 
Newman projection. The conformation with 6 = 0° is an eclipsed conformation. See also 
staggered conformation. (p. 165) 


One of the six bonds (three down and three up) on the cyclohexane ring that are directed out toward 
the “equator” of the ring. The equatorial bonds are shown in green in the drawing below. 
(p. 178) 


Hen: 
aai a 
axial bonds in red; 
equatorial bonds in green 


A molecule in which two or more rings share two adjacent carbon atoms. (p. 188) 


O26 © 


fused ring systems 


A conformation with a 60° dihedral angle between the largest groups. (p. 167) 

See cis-trans isomers, the IUPAC term. (p. 172) 

The reaction of alkanes with halogens, in the presence of heat or light, to give products with 
halogen atoms substituted for hydrogen atoms. (p. 162) 


heat or light 


R—H + X; 


> R—X + XH X = F, Cl, Br 


The heat given off when a mole of a compound is burned with excess oxygen to give CO, and 
HO in a bomb calorimeter. A measure of the energy content of a molecule. (p. 174) 


Two compounds that differ only by one or more —CH,— groups. (p. 147) 

Attracted to water; soluble in water. 

Repelled by water; insoluble in water. (p. 157) 

The systematic names that follow the rules adopted by the International Union of Pure and 
Applied Chemistry. (p. 149) 

A thin, volatile oil distilled from petroleum, with a boiling range higher than that of gasoline 
and lower than that of diesel fuel. Kerosene was once used in lanterns and heaters, but now 
most of this petroleum fraction is further refined for use as jet fuel. (p. 159) 

An ice-like substance consisting of individual methane molecules trapped inside cages of water 
molecules. (p. 161) 


methine group 
methylene group 
methyl group 

n-alkane, normal alkane, 


Essential Terms 193 


The —CH— group. 

The —CH,z— group. (p. 147) 

The —CH3 group. (p. 153) 

An alkane with all its carbon atoms in a single chain, with no branching or alkyl substituents. (p. 147) 


or straight-chain alkane 


Newman projections 


octane number 


paraffins 
ring strain 


angle strain or 
Baeyer strain: 
torsional strain: 
saturated 
sawhorse structures 


skew conformation 
spirocyclic compounds 
staggered conformation 


steric strain 


substituent 
systematic names 


torsional energy or 


conformational energy 


torsional strain 


totally eclipsed conformation 


A way of drawing the conformations of a molecule by looking straight down the bond connecting 
two carbon atoms. (p. 163) 


CH, 
ch, H H 
cHe, = 180° dihedral angle 
“A 
H H H 
CH, 


a Newman projection of butane in the anti conformation 


A rating of the antiknock properties of a gasoline blend. Its octane number is the percentage 
of isooctane (2,2,4-trimethylpentane) in an isooctane/heptane blend that begins to knock at 
the same compression ratio as the gasoline being tested. (p. 159) 


Another term for alkanes. (p. 161) 


The extra strain associated with the cyclic structure of a compound, as compared with a similar 
acyclic compound; composed of angle strain and torsional strain. (p. 173) 


The strain associated with distorting bond angles to smaller (or larger) angles. 


The strain associated with eclipsing of bonds in the ring. 

Having no double or triple bonds. (p. 147) 

A way of picturing conformations by looking down at an angle toward the carbon-carbon bond. 
(p. 165) 

Any conformation that is not precisely staggered or eclipsed. (p. 165) 

Bicyclic compounds in which the two rings share only one carbon atom. (p. 188) 


Any conformation with the bonds equally spaced in the Newman projection. The conformation 
with 6 = 60° is a staggered conformation. (p. 165) 


eclipsed conformation of ethane staggered conformation of ethane 


The interference between two bulky groups that are so close together that their electron clouds 
experience a repulsion. (p. 168) 


A side chain or an appendage on the main chain. (p. 150) 


Same as IUPAC names, the names that follow the rules adopted by the International Union of 
Pure and Applied Chemistry. (p. 149) 


The energy required to twist a bond into a specific conformation. (p. 165) 


The resistance to twisting about a bond. (p. 165) 


A conformation with a 0° dihedral angle between the largest groups. Usually the highest-energy 
conformation. (p. 167) 
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Essential Problem-Solving Skills in Chapter 3 


Each skill is followed by problem numbers exemplifying that particular skill. 


1. Given the IUPAC name or common name of an alkane, draw the structure and give 


the molecular formula. Problems 3-36, 37, 41, and 49 
2 Draw isomers of alkanes and cycloalkanes, and use the IUPAC rules to name Problems 3-33, 34, 35, 39, 43, 
alkanes, cycloalkanes, and bicyclic alkanes. and 52 
3 Explain and predict trends in the physical properties of alkanes. Problem 3-42 


Use Newman projections to compare conformational energies and predict the most sta- 
ble conformation. Show how the torsional energy varies as the dihedral angle changes. | Problems 3-40, 44, 48, and 49 


5 Compare the energies of cycloalkanes, and explain how their angle strain and 
torsional strain combine to give the total ring strain. Problem 3-45 


6 Draw accurate cyclohexane chair conformations. Place axial and equatorial groups 


in their proper positions with correct bond angles. Problems 3-45, 46, 47, 51, and 52 

Problem-Solving Strategy: Drawing Chair Conformations Problems 3-45, 46, 47, 51, and 52 
7 Predict the most stable conformations of mono and disubstituted cyclohexanes by 

placing the larger groups in equatorial rather than axial position. Problems 3-45, 46, 47, and 51 

Problem-Solving Strategy: Recognizing Cis and Trans Isomers Problems 3-45, 46, 47, 51, and 52 


Study Problems 


3-33 (a) There are 18 isomeric alkanes of molecular formula CgH;g. Draw and name any eight of them. 
(b) Draw and name the six isomeric cyclopentanes of molecular formula C7Hj4. These will include four constitutional 
isomers, of which two show geometric (cis-trans) stereoisomerism. 
3-34. = Which of the following structures represent the same compound? Which ones represent different compounds? 


rea ke Litt Ce ee re 


Pili” ee doe ee de 


H H CH, H H H H H CH, H H CH, H 


Oc \ 4 \ 4 LX 


*3-35 


3-36 


3-37 


3-38 
3-39 


3-40 


3-41 
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H 
CH; 
CH, 
Hw 
|e H H 
CH; 


CH; 

H 

CH; H HCH; HCH; 
Let/ | 
CH; CH; H CH3 H 
(f) CH; H CH; H H 

H CH; HC CH; H CH; HC CH(CH3), HC CH>CH, 
H CH; HC CH; HC CH; H H H H 

CH, H H H CH; 


(g) Name the structures given in Problem 3-34, parts (a), (c), (e), and (f). Make sure your names are the same for struc- 
tures that are the same, and different for structures that are different. 

(a) Draw and name the five cycloalkane structures of formula C5H9. Can any of these structures give rise to geometric 
(cis-trans) isomerism? If so, show the cis and trans stereoisomers. 

(b) Draw and name the eight cycloalkane structures of formula CgH)2 that do not show geometric isomerism. 

(c) Draw and name the four cycloalkanes of formula CgH,, that do have cis-trans isomers. 

Draw the structure that corresponds with each name. 


(a) 3-ethyloctane (b) 4-isopropyldecane (c) sec-butylcycloheptane 

(d) 2,3-dimethyl-4-propylnonane (e) 2,2,4,4-tetramethylhexane (f) trans-1,3-diethylcyclopentane 
(g) cis-1-ethyl-4-methylcyclohexane (h) isobutylcyclopentane (i) tert-butylcyclohexane 

(j) pentylcyclohexane (k) cyclobutylcyclohexane (I) cis-1-bromo-3-chlorocyclohexane 


Each of the following descriptions applies to more than one alkane. In each case, draw and name two structures that match 
the description. 

(a) an isopropylheptane (b) a diethyldecane (c) acis-diethylcyclohexane 

(d) a trans-dihalocyclopentane (e) a (2,3-dimethylpentyl)cycloalkane (f) a bicyclononane 

Write structures for a homologous series of alkyl chlorides (R—ClI) having from one to six carbons. 

Give the IUPAC names of the following alkanes. 

(a) CH;C(CH;),CH(CH,CH;)CH,CH,CH(CH;)> (b) CH,CH,—CH—CH,CH, —CH—CH, 


CH,CHCH, —_CH,CHCH, 


(c) (d) CH,CH, (e) 
oe 
CH, 


CH,CH,CH, | 


CH(CH,), 


Construct a graph, similar to Figure 3-11, of the torsional energy of 3-methylpentane along the C2 — C3 bond. Place C2 in 
front, represented by three bonds coming together in a Y shape, and C3 in back, represented by a circle with three bonds 
pointing out from it. Define the dihedral angle as the angle between the methyl group on the front carbon and the ethyl 
group on the back carbon. Begin your graph at the 0° dihedral angle and begin to turn the front carbon. Show the Newman 
projection and the approximate energy at each 60° of rotation. Indicate which conformations are the most stable (lowest 
energy) and the least stable (highest energy). 

The following names are all incorrect or incomplete, but they represent real structures. Draw each structure and name it correctly. 
(a) 2-ethylpentane (b) 3-isopropylhexane (c) 5-chloro-4-methylhexane 

(d) 2-dimethylbutane (e) 2-cyclohexylbutane (f) 2,3-diethylcyclopentane 
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3-42 


3-43 


3-44 


3-45 


3-46 


3-47 


3-48 


*3-49 


*3-50 


3-51 


3-52 
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In each pair of compounds, which compound has the higher boiling point? Explain your reasoning. 


(a) nonane or 3-methylheptane (b) octane or 2,3,4-trimethylpentane (c) 2,3,5-trimethylhexane or nonane 

There are eight different five-carbon alkyl groups. 

(a) Draw them. (b) Give them systematic names. 

(c) In each case, label the degree of substitution (primary, secondary, or tertiary) of the head carbon atom bonded to the 
main chain. 


Use a Newman projection about the indicated bond to draw the most stable conformer for each compound. 

(a) 3-methylpentane about the C2 —C3 bond (b) 3,3-dimethylhexane about the C3 — C4 bond 

(a) Draw the two chair conformations of cis-1,3-dimethylcyclohexane, and label all the positions as axial or equatorial. 

(b) Label the higher-energy conformation and the lower-energy conformation. 

(c) The energy difference in these two conformations has been measured to be about 23 kJ (5.4 kcal) per mole. How 
much of this energy difference is due to the torsional energy of gauche relationships? 

(d) How much energy is due to the additional steric strain of the 1,3-diaxial interaction? 

Draw the two chair conformations of each compound, and label the substituents as axial and equatorial. In each case, 

determine which conformation is more stable. 


(a) cis-1-ethyl-2-isopropylcyclohexane (b) trans-1-ethyl-2-isopropylcyclohexane 
(ce) cis-1-ethyl-3-methylcyclohexane (d) trans-1-ethyl-3-methylcyclohexane 
(e) cis-1-ethyl-4-methylcyclohexane (f)  trans-1-ethyl-4-methylcyclohexane 


Using what you know about the conformational energetics of substituted cyclohexanes, predict which of the two 
9-methyldecalin isomers is more stable. Explain your reasoning. 


Convert each Newman ‘a to the equivalent line—angle formula, and assign the IUPAC name. 


(a) (c) (e) 
H ae Br (eee C(CH3)3 
H H Br H 
H H Cl CH, 
ee Ce on CH,CH, 
(h) (jp) 
H ier Br 
CBr; F Cl CH, 
H Br F 
TG, CH,CH, a CH,CH; 


Draw Newman projections along the C3 — C4 bond to show the most stable and least stable conformations of 
3-ethyl-2,4-dimethylheptane. 

Conformational studies on ethane-1,2-diol (HOCH,— CH,OH) have shown the most stable conformation about the central 
C—C bond to be the gauche conformation, which is 9.6 kJ/mol (2.3 kcal/mol) more stable than the anti conformation. 
Draw Newman projections of these conformers, and explain this curious result. 

The most stable form of 1,2,3,4,5,6-cyclohexanehexol contains a six-membered ring in the chair conformation with all the 
substituents equatorial. Draw this most stable conformation of cyclohexanehexol. 


OH 
HO OH 
HO OH 
OH 


cyclohexanehexol 
This is a Newman projection of a substituted cyclohexane. 
(a) Draw the equivalent chair form. 
(b) Draw the equivalent structure using wedge and dash notation on a cyclohexane hexagon. 


(c) Give the IUPAC name. 
Cl H 
H H 
H CH,CH,; 
H H 


4 The Study of Chemical Reactions 


= o units 
September 1981 September 1987 


== 200 300 400 500 


September 1993 September 1999 


4-1 Introduction 


The most interesting part of organic chemistry begins now, with the study of making 
and breaking bonds. Organic chemists study reactions to learn how to use them to make 
interesting and useful products. We also want to understand how reactions occur so that 
we can predict new and useful reactions. 

Nobody can remember thousands of specific organic reactions, but we can orga- 
nize the reactions into logical groups based on how the reactions take place and what 
intermediates are involved. We begin our study by considering the halogenation of 
alkanes, a relatively simple substitution of a halogen for a hydrogen that can occur 
in the gas phase, without a solvent to complicate the reaction. In practice, alkanes 
are so unreactive that they are rarely used as starting materials for laboratory organic 
syntheses. We start with alkanes, however, because we have already studied their 
structure and properties, and their reactions are relatively uncomplicated. Once we 
have used alkanes to introduce the tools for studying reactions, we will apply those 
tools to a variety of more useful synthetic reactions. 


Goals for Chapter 4 


1 Propose mechanisms and explain 
the steps for simple reactions such 
as free-radical halogenation. 


2 Draw a reaction-energy diagram, 
and use it to identify the factors 
controlling the thermodynamics and 
kinetics of a reaction. 


3 Use the mechanism, thermody- 
namics, and kinetics of a reaction 
to predict which of several possible 
products is the major product. 


4 Identify reactive intermediates 
and explain their properties. 


This picture shows the “hole” in the 
protective ozone layer over Antarctica 
that resulted from the release of 
chlorofluorocarbons in refrigerants and 
aerosol spray cans. Chlorofluorocarbon 
refrigerants such as CF)Cly (Freon® 12) 
react with free radicals in the atmosphere 
to generate chlorine radicals, which 
catalyze decomposition of the ozone 
layer. The “hole” is now improving 
because the worst chlorofluorocarbons 
are no longer used. 
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PROBLEM-SOLVING HINT 


Free-radical reactions are some 

of the most common reactions in 
nature, but they are not the most 
common reactions used by organic 
chemists. The ionic reactions, 


covered in Chapters 6 and 7, are 
more common in the laboratory. 
We begin our study with free- 
radical reactions because they are 
not influenced by solvents or other 
variables that must be considered in 
the common ionic reactions. 


Writing the overall equation, with the reactants on the left and the products 
on the right, is only the first step in our study of a reaction. If we truly want to 
understand a reaction, we must also know the mechanism, the step-by-step path- 
way from reactants to products. To predict how well the reaction goes to products, 
we study its thermodynamics, the energetics of the reaction at equilibrium. The 
amounts of reactants and products present at equilibrium depend on their relative 
stabilities. 

Even though the equilibrium may favor the formation of a product, the reaction 
may not take place at a useful rate. To use a reaction in a realistic time period (and to 
keep the reaction from becoming violent), we study its kinetics, the variation of reac- 
tion rates with different conditions and concentrations of reagents. Understanding the 
reaction’s kinetics helps us to propose reaction mechanisms that are consistent with 
the behavior we observe. 


4-2 Chlorination of Methane 


The chlorination of methane is an important industrial reaction, with a relatively simple 
mechanism that illustrates many of the important principles of a reaction. The reaction 
of methane with chlorine produces a mixture of chlorinated products, whose composi- 
tion depends on the amount of chlorine added and also on the reaction conditions. Either 
light or heat is needed for the reaction to take place at a useful rate. When chlorine is 
added to methane, the first reaction is 


H H 


| 
a + H—Cl 


| 
HCH + Cea heat or light 


H H 
methane chlorine chloromethane hydrogen 
(methyl chloride) chloride 


This reaction may continue; heat (A) or light (Av) is needed for each step: 


“ 7 ii 

ck Cl, nels cl; oe 
H H Cl 

+ HCl + HCl + HCl 


This sequence raises several questions about the chlorination of methane. Why is 
heat or light needed for the reaction to go? Why do we get a mixture of products? Is 
there any way to modify the reaction to get just one pure product? Are the observed 
products formed because they are the most stable products possible? Or are they favored 
because they are formed faster than any other products? 

The answers to these questions involve three aspects of the reaction: the mechanism, 
the thermodynamics, and the kinetics. 


1. The mechanism is the complete, step-by-step description of exactly which 
bonds break and which bonds form, and in what order to give the observed 
products. 

2. Thermodynamics is the study of the energy changes that accompany chemical 
and physical transformations. It allows us to compare the stability of reactants 
and products and predict which compounds are favored by the equilibrium. 

3. Kinetics is the study of reaction rates, determining which products are formed 
fastest. Kinetics also helps to predict how the rate will change if we change the 
reaction conditions. 


4-3 The Free-Radical Chain Reaction 


We will use the chlorination of methane to show how to study a reaction. Before we 
can propose a detailed mechanism for the chlorination, we must learn everything we can 
about how the reaction works and what factors affect the reaction rate and the product 
distribution. 

A careful study of the chlorination of methane has established three important 
characteristics: 


1. The chlorination does not occur at room temperature in the absence of light. 
The reaction begins when light falls on the mixture or when it is heated. Thus, 
we know that this reaction requires some form of energy to initiate it. 


2. The most effective wavelength of light is a blue color that is strongly absorbed 
by chlorine gas. This finding implies that absorbing light activates the chlorine 
molecule in some way so that it initiates the reaction with methane. 

3. The light-initiated reaction has a high quantum yield. This means that many mol- 
ecules of the product are formed for every photon of light absorbed. Our mecha- 
nism must explain how hundreds of individual reactions of methane with chlorine 
result from the absorption of a single photon by a single molecule of chlorine. 


4-3 The Free-Radical Chain Reaction 


A chain reaction mechanism has been proposed to explain the chlorination of methane. 
A chain reaction consists of three kinds of steps: 


1. The initiation step, which generates a reactive intermediate. 

2. Propagation steps, in which the reactive intermediate reacts with a stable molecule 
to form a product and another reactive intermediate, allowing the chain to continue 
until the supply of reactants is exhausted or the reactive intermediate is destroyed. 

3. Termination steps, side reactions that destroy reactive intermediates and tend to 
slow or stop the reaction. 


In studying the chlorination of methane, we will consider just the first reaction to 
form chloromethane (common name methyl chloride). This reaction is a substitution: 
Chlorine does not add to methane, but a chlorine atom substitutes for one of the hydro- 
gen atoms, which becomes part of the HCI by-product. 


r | 
HC + Ga Maeno, H—C—G) + @ea 


H H 
methane chlorine chloromethane 
(methyl chloride) 


4-3A The Initiation Step: Generation of Radicals 


Blue light, absorbed by chlorine but not by methane, promotes this reaction. Therefore, 
initiation probably results from the absorption of light by a molecule of chlorine. Blue 
light has about the right energy to split a chlorine molecule (Cl) into two chlorine 
atoms, which requires 242 kJ/mol (58 kcal /mol).* The splitting of a chlorine molecule 


by absorption of a photon is shown as follows: 


fel: + photon (hv) —-? *Cle + “Chi 


*The energy of a photon of light is related to its frequency v by the relationship E = hv, where h is 
Planck’s constant. Blue light has an energy of about 250 kJ (60 kcal) per einstein (an einstein is a mole 
of photons). 


Initiation: Formation of reactive 
intermediates. 
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Application: Aging 


Free radicals may play a role in diseases 
and accelerate aging. In the course of 
everyday life, reactive oxygen species 

are encountered in the environment and 
produced in the body. These compounds 
break down into short-lived hydroxyl 
radicals, which can react with the body's 
proteins and DNA. The resulting damage 
accumulates and may result in heart dis- 
ease, cancer, and premature aging. 


Propagation: Formation of products 
with regeneration of reactive 
intermediates. 


The Study of Chemical Reactions 


Notice the fishhook-shaped half-arrows used to show the movement of single unpaired 
electrons. Just as we use curved arrows to represent the movement of electron pairs, 
we use these curved half-arrows to represent the movement of single electrons. These 
half-arrows show that the two electrons in the Cl—Cl bond separate, and one leaves 
with each chlorine atom. 

The splitting of a Cl, molecule is an initiation step that produces two highly 
reactive chlorine atoms. A chlorine atom is an example of a reactive intermediate, 
a short-lived species that is never present in high concentration because it reacts 
as quickly as it is formed. Each Cl- atom has an odd number of valence electrons 
(seven), one of which is unpaired. The unpaired electron is called the odd electron 
or the radical electron. Species with unpaired electrons are called radicals or 
free radicals. Radicals are electron-deficient because they lack an octet. The odd 
electron readily combines with an electron in another atom to complete an octet and 
form a bond. Figure 4-1 shows the Lewis structures of some free radicals. Radicals 
are often represented by a structure with a single dot representing the unpaired 
odd electron. 


PROBLEM 4-1 


Draw Lewis structures for the following free radicals. 
(a) The ethyl radical, CH; — CH, (b) The tert-butyl radical, (CH3)3C ° 
(c) The isopropyl radical (2-propyl radical) (d) The iodine atom 


4-3B Propagation Steps 


When a chlorine radical collides with a methane molecule, it abstracts (removes) a 
hydrogen atom from methane. One of the electrons in the C—H bond remains on 
carbon while the other combines with the odd electron on the chlorine atom to form 
the H—Cl bond. 


First propagation step 


H H 
haw. | 


H— 5 —H —_ H— i : as H—Cl 
H H 
methane chlorine atom methyl radical hydrogen chloride 


This step forms only one of the final products: the molecule of HCI. A later step 
must form chloromethane. Notice that the first propagation step begins with one free 
radical (the chlorine atom) and produces another free radical (the methyl radical). 
The regeneration of a free radical is characteristic of a propagation step of a 
chain reaction. The reaction can continue because another reactive intermediate 
is produced. 


FIGURE 4-1 Free radicals are 
reactive species with odd numbers 

of electrons. The unpaired electron is 
represented by a single unpaired dot in 
the formula. 


Lewis structures 


‘Cl: ‘Br: H:0- H:C- HiC:C- 
H HH 
Written 
Cl: Br- HO- CH, CH,CH, 


chlorine atom bromine atom hydroxyl radical methyl radical ethyl radical 
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In the second propagation step, the methyl! radical reacts with a molecule of chlo- 
rine to form chloromethane. The odd electron of the methyl] radical combines with one 
of the two electrons in the Cl— Cl bond to give the Cl— CH; bond, and the chlorine 
atom is left with the odd electron. 


Second propagation step 


H H 
a. | 


ail + CI—Cl =— a a + Cl: 
H H 
methyl radical chlorine molecule chloromethane chlorine atom 


In addition to forming chloromethane, the second propagation step produces another 
chlorine radical. The chlorine radical can react with another molecule of methane, 
giving HCl and a methyl! radical, which reacts with Cl) to give chloromethane and 
regenerate yet another chlorine radical. In this way, the chain reaction continues until 
the supply of the reactants is exhausted or some other reaction consumes the radical 
intermediates. The chain reaction explains why hundreds of molecules of methyl 
chloride and HCI are formed by each photon of light that is absorbed. We can summarize 
the reaction mechanism as follows. 


Le : 4 KEY MECHANISM 4-1 Free-Radical Halogenation 


Like many other radical reactions, free-radical halogenation is a chain reaction. Chain reactions usually require one or more initiation 
steps to form radicals, followed by propagation steps that produce products and regenerate radicals. 


Initiation: Radicals are formed. 
Light supplies the energy to split a chlorine molecule. 


me 
CI—Cl + _ by (light) —_ 2 Cis 
Ncw 


Propagation: A radical reacts to generate another radical. 
Step 1: A chlorine radical abstracts a hydrogen to generate an alkyl radical. 


i | i 
H—C-,H, ,+ -Cl: —_ H—C: + H—Cl 
H H 
methyl radical 


continues 

the chain 

Step 2: The alkyl radical reacts with Cl, to generate the product 
and a chlorine radical. 


H 


| | 

a a0 = B=cod « Ge —— 
| mee | 
H H 


chloromethane 


The chlorine radical generated in step 2 goes on to react in another step 1, continuing the chain. 
(continued ) 
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The overall reaction is simply the sum of the propagation steps: 


| 
ee + ci-cl —> le + H—-Cl 


QUESTION: What factors characterize the propagation steps of a chain reaction? 


PROBLEM 4-2 


(a) Write the propagation steps leading to the formation of dichloromethane (CH2Cly) 
from chloromethane. 

(b) Explain why free-radical halogenation usually gives mixtures of products. 

(c) How could an industrial plant control the proportions of methane and chlorine to 

favor production of CCl4? To favor production of CH3Cl? 


4-3C Termination Reactions 


If anything happens to consume some of the free-radical intermediates without gen- 
erating new ones, the chain reaction will slow or stop. Such a side reaction is called a 
Termination: Destruction of reactive termination reaction: a step that produces fewer reactive intermediates (free radicals) 
intermediates. than it consumes. Following are some of the possible termination reactions in the 
chlorination of methane: 


H H 
aA Cl: > H : cl 
i i 
ante cd —> ac 

H HH 
Pe eae H > oH Q : H 
| If 


i = 
—T, collides with wall > H i wall 
| : 


Some foods, additives, and supplements 
contain compounds that react with free Cl: collides with wall .——~> ci wal | 
radicals to terminate chain reactions. 


These radical inhibitors, called anti 
oxidants, help to prevent the air- 
oxidation of foods by free-radical reac- 
tions. Current research is directed toward 
determining whether free-radical inhibi- 
tors in foods also can help cells to avoid 
damage caused by free radicals. 


The combination of any two free radicals is a termination step because it decreases 
the number of free radicals. Other termination steps involve reactions of free radicals 
with the walls of the vessel or with any contaminants. Although the first of these ter- 
mination steps gives chloromethane, one of the products, it consumes the free radicals 
that are necessary for the reaction to continue, thus breaking the chain. Its contribution 
to the amount of product obtained from the reaction is small compared with the contri- 
bution of the propagation steps. 
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While a chain reaction is in progress, the concentration of radicals is very low. 
The probability that two radicals will combine in a termination step is lower than the 
probability that each will encounter a molecule of reactant and give a propagation step. 
The termination steps become important toward the end of the reaction, when there are 
relatively few molecules of reactants available. At this point, the free radicals are less 
likely to encounter a molecule of reactant than they are to encounter each other (or the 
wall of the container). The chain reaction quickly stops. 


PROBLEM 4-3 


Each of the following proposed mechanisms for the free-radical chlorination of methane is 
wrong. Explain how the experimental evidence disproves each mechanism. 
(a) Cl, + hv > Cl5 (an “activated” form of Cl) 
Cl + CH, > HCl + CHC] 
(b) CH, + hy — +CH; + H: 
*CH; + Cl, — CH;Cl + Cl: 
Cl- +H: — HCl 


PROBLEM 4-4 


Free-radical chlorination of hexane gives very poor yields of 1-chlorohexane, while cyclo- 

hexane can be converted to chlorocyclohexane in good yield. 

(a) How do you account for this difference? 

(b) What ratio of reactants (cyclohexane and chlorine) would you use for the synthesis of 
chlorocyclohexane? 


4-4 Equilibrium Constants and Free Energy 


Now that we have determined a mechanism for the chlorination of methane, we can 
consider the energetics of the individual steps. Let’s begin by reviewing some of the 
principles needed for this discussion. 

Thermodynamics is the branch of chemistry that deals with the energy changes 
accompanying chemical and physical transformations. These energy changes are most 
useful for describing the properties of systems at equilibrium. Let’s review how energy 
and entropy variables describe an equilibrium. 

The equilibrium concentrations of reactants and products are governed by the 
equilibrium constant of the reaction. For example, if a moles of A and b moles of B 
react to give c moles of C and d moles of D, then the equilibrium constant Keg is defined 
by the following equation: 


aA + bB == cC + dD 
[products] _ [C]*[D]“ 
“1 [reactants] [A}[B]’ 


The value of K,, tells us the position of the equilibrium: whether the products or the 
reactants are more stable, and therefore energetically favored. If K,, is larger than 1, the 
reaction is favored as written from left to right. If K,, is less than 1, the reverse reaction 
is favored (from right to left as written). 

The chlorination of methane has a large equilibrium constant of about 1.1 X 101”. 


CH, + Cl, — CHCl + HCl 
_ (CH;CH[HCH] 


~= = 11 *« 10" 
[CH4][Cls] 


PROBLEM-SOLVING HINT 

In a free-radical chain reaction, 
initiation steps generally create new 
free radicals. Propagation steps 


usually combine a free radical and 

a reactant to give a product and 
another free radical. Termination 
steps generally decrease the number 
of free radicals. 
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Some chemists use the terms exergonic 
and endergonic to describe changes in free 
energy. 

Exergonic = having a negative AG°. 
Endergonic = having a positive AG°. 


PROBLEM-SOLVING HINT 


A reaction with a negative AG is 
favorable. 
A reaction with a positive AG is 


unfavorable. 

Compounds with lower free energy 
are more stable than those with 
higher free energy. 


The equilibrium constant for chlorination is so large that the remaining amounts of the 
reactants are close to zero at equilibrium. Such a reaction is said to go to completion, 
and the value of K,, is a measure of the reaction’s tendency to go to completion. 
From the value of Kg, we can calculate the change in free energy (sometimes 
called Gibbs free energy) that accompanies the reaction. Free energy is represented by 
G, and the change (A) in free energy associated with a reaction is represented by AG, 
the difference between the free energy of the products and the free energy of the reac- 


tants. AG is a measure of the amount of energy available to do work. 
AG = (free energy of products) — (free energy of reactants) 


If the energy levels of the products are lower than the energy levels of the reactants 
(a “downhill” reaction), then the reaction is energetically favored; and this equation 
gives a negative value of AG, corresponding to a decrease in the energy of the system. 

The standard Gibbs free energy change, AG°, is most commonly used. The 
symbol ° designates a reaction involving reactants and products in their standard states 
(pure substances in their most stable states at 25 °C and | atm pressure). The relation- 
ship between AG® and K,, is given by the expression 

i= e AG /RT 
or, conversely, by 
AG° = —RT(n K,,) = —2.303RT(log io Keg) 


where 
R= 8.314 J/kelvin-mol (1.987 cal/kelvin-mol), the gas constant 
T = absolute temperature, in kelvins* 
e = 2.718, the base of natural logarithms 

The value of RT at 25 °C is about 2.48 kJ/mol (0.592 kcal/mol). 

The formula shows that a reaction is favored (K,, > 1) if it has a negative value 
of AG® (energy is released). A reaction that has a positive value of AG®° (energy must 
be added) is unfavorable. These predictions agree with our intuition that reactions 
should go from higher-energy states to lower-energy states, with a net decrease in 
free energy. 


7 
SOLVED PROBLEM 4-1 


Calculate the value of AG®° for the chlorination of methane. 


SOLUTION 
We know the value of K., for this reaction, so we can use the equation relating the free energy 
change with the equilibrium constant. 


AG’ = —2.303RT(log Keq) 
K,, for the chlorination is 1.1 x 10), and log Keg = 19.04 
At 25 °C (about 298 °K), the value of RT is 
RT = (8.314 J/kelvin-mol)(298 kelvin) = 2478 J/mol, or 2.48 kJ/mol 
Substituting, we have 
AG® = (—2.303)(2.478 kJ/mol)(19.04) = — 108.7 kJ/mol (—25.9 kcal/mol) 
This is a large negative value for AG°, showing that this chlorination has a large driving force 


that pushes it toward completion. J 
\ 


*Absolute temperatures (in kelvins) are correctly given without a degree sign, as in the equation 25 °C = 298 K. 
We will include the degree sign, however, to distinguish absolute temperatures (K) from equilibrium constants 
(K) as in 25 °C = 298 °K. 


TABLE 4-1 Product Composition as a Function of AG° at 25 °C 
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AG? 
kJ/mol kcal/mol K Conversion 
to Products 
+4.0 (+1.0) 0.20 17% 100% 
+2.0 (+0.5) 0.45 31% 
2 90% 
0.0 (0.0) 1.0 50% 3 
se) 
—2.0 (—0.5) 22 69% &. 80% 
° 
—4.0 —1.0 3.0 83% = 
at : S 70% 
—8.0 (-1.9) 25 96% 3 
< 
—12.0 (-2.9) 127 99.2% § 60% 
—16.0 (—3.8) 638 99.8% 50% 
0.0 -4.0 —8.0 -12.0 
—20.0 (—4.8) 3200 99.96% AG?. kJ/mol 


In general, a reaction goes nearly to completion (>99%) for values of AG® that 
are more negative than about —12 kJ/mol or —3 kcal/mol. Table 4-1 shows what per- 
centages of the starting materials are converted to products at equilibrium for reactions 
with various values of AG®. 


7 
PROBLEM 4-5 
The following reaction has a value of AG° = —2.1 kJ/mol (—0.50 kcal/mol). 


CH;Br + H,S —— CH,SH + HBr 


(a) Calculate K,, at room temperature (25 °C) for this reaction as written. 
(b) Starting with a 1 M solution of CH;Br and H,S, calculate the final concentrations of 
all four species at equilibrium. 


PROBLEM 4-6 


Under base-catalyzed conditions, two molecules of acetone can condense to form diacetone 
alcohol. At room temperature (25 °C), about 5% of the acetone is converted to diacetone 
alcohol. Determine the value of AG° for this reaction. 


O O OH 
| -OH | | 
2. CH;—C— CH, rs CH;—C—CH,—C(CH,), 
acetone diacetone alcohol 


XN 


4-5 Enthalpy and Entropy 


Two factors contribute to the change in free energy: the change in enthalpy and the 
change in entropy multiplied by the temperature. 


AG° = AH® — TAS® 
AG*° = (free energy of products) — (free energy of reactants) 
AH® = (enthalpy of products) — (enthalpy of reactants) 
AS° = (entropy of products) — (entropy of reactants) 


At low temperatures, the enthalpy term (AH) is usually much larger than the entropy 
term (—7AS°), and the entropy term is sometimes ignored. 


— 16.0 


— 20.0 


206 CHAPTER 4 The Study of Chemical Reactions 


PROBLEM-SOLVING HINT 


Breaking a bond is always 


endothermic and absorbs energy. 


Forming a bond is always 
exothermic and releases energy. 


4-5A Enthalpy 


The change in enthalpy (AH°) is the heat of reaction—the amount of heat evolved 
or consumed in the course of a reaction, usually given in kilojoules (or kilocalories) 
per mole. The enthalpy change is a measure of the relative strength of bonding in the 
products and reactants. Reactions tend to favor products with the lowest enthalpy (those 
with the strongest bonds). 

If weaker bonds are broken and stronger bonds are formed, heat is evolved and the 
reaction is exothermic (negative value of AH°). In an exothermic reaction, the enthalpy 
term makes a favorable negative contribution to AG®. If stronger bonds are broken and 
weaker bonds are formed, then energy is consumed in the reaction, and the reaction is 
endothermic (positive value of AH°). In an endothermic reaction, the enthalpy term 
makes an unfavorable positive contribution to AG®. 

The value of AH® for the chlorination of methane is about —105.1 kJ/mol 
(—25.0 kcal/mol). This is a highly exothermic reaction, with the decrease in enthalpy 
serving as the primary driving force. 


4-5B Entropy 


Entropy is often described as a measure of randomness, disorder, or freedom 
of motion. Reactions tend to favor products with the greatest entropy. Notice 
the negative sign in the entropy term (—TAS°) of the free-energy expression. A 
positive value of the entropy change (AS*), indicating that the products have more 
freedom of motion than the reactants, makes a favorable (negative) contribution 
to AG®. 

In many cases, the enthalpy change (AH°) is much larger than the entropy change 
(AS°), and the enthalpy term dominates the equation for AG®. Thus, a negative value 
of AS® does not necessarily mean that the reaction has an unfavorable value of AG°. 
The formation of strong bonds (the change in enthalpy) is usually the most important 
component in the driving force for a reaction. 

In the chlorination of methane, the value of AS®° is +12.1 J/kelvin-mole 
(2.89 cal/kelvin-mole). The —7AS° term in the free energy is 


—TAS°® = —(298 °K)(12.1 J/kelvin-mol) = —3610J/mol 


—3.61 kJ/mol (—0.86 kcal/mol) 
The value of AG° = —108.7 kJ/mol is divided into enthalpy and entropy terms: 


AG° = AH® — TAS® = —105.1 kJ/mol — 3.61 kJ/mol 
—108.7 kJ/mol (—25.9 kcal/mol) 


The enthalpy change is the largest factor in the driving force for chlorination. This is the 
case in most organic reactions: The entropy term is often small in relation to the enthalpy 
term. When we discuss chemical reactions involving the breaking and forming of bonds, 
we can often use the values of the enthalpy changes (AH), under the assumption that 
AG° = AH?®. We must be cautious in making this approximation, however, because 
some reactions have relatively small changes in enthalpy and larger changes in entropy. 


Z 
SOLVED PROBLEM 4-2 


Predict whether the value of AS®° for the dissociation of Cl, is positive (favorable) or nega- 
tive (unfavorable). What effect does the entropy term have on the sign of the value of AG®° 
for this reaction? 


hv 


ch “2a: 
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SOLUTION 
Two isolated chlorine atoms have more freedom of motion than a single chlorine molecule. 
Therefore, the change in entropy is positive, and the entropy term (—7AS°) is negative. This 


negative (favorable) value of (—TAS®) is small, however, compared with the much larger, 
positive (unfavorable) value of AH® required to break the CI— Cl bond.The chlorine mol- 
ecule is much more stable than two chlorine atoms, showing that the positive enthalpy term 
predominates. 


= 
PROBLEM 4-7 


When ethene is mixed with hydrogen in the presence of a platinum catalyst, hydrogen adds 
across the double bond to form ethane. At room temperature, the reaction goes to completion. 
Predict the signs of AH® and AS° for this reaction. Explain these signs in terms of bonding 
and freedom of motion. 


H H 
H H Pt catalyst 
De=cQ + H, = => H-C—C—H 
H H 
H H 
ethene ethane 


“ 
PROBLEM 4-8 


For each reaction, estimate whether AS° for the reaction is positive, negative, or impossible 
to predict. 


heat 2 : 
(a) CioH22 eal C3He + C7Hy6 (catalytic cracking) 
n-decane propene heptane 


(b) The formation of diacetone alcohol: 


O O OH 
-OH | | 
2CH;C—CH, ==> CH;C—CH—C(CH)), 
1 1 
(c) CH—C—OH + CH,OH @—* CH;-C—OCH, + H,O 


N 


4-6 Bond-Dissociation Enthalpies 


We can put known amounts of methane and chlorine into a bomb calorimeter and use a hot 
wire to initiate the reaction. The temperature rise in the calorimeter is used to calculate the 
precise value of the heat of reaction, AH°. This measurement shows that 105 kJ (25 kcal) 
of heat is evolved (exothermic) for each mole of methane converted to chloromethane. 
Thus, AH” for the reaction is negative, and the heat of reaction is given as 


AH® = —105 kJ/mol (—25 kcal/mol) 


In many cases, we want to predict whether a particular reaction will be endothermic 
or exothermic, without actually measuring the heat of reaction. We can calculate an 
approximate heat of reaction by adding and subtracting the energies involved in the 
breaking and forming of bonds. To do this calculation, we need to know the energies 
of the affected bonds. 

The bond-dissociation enthalpy (BDE, also called bond-dissociation energy) is 
the amount of enthalpy required to break a particular bond homolytically—that is, in 
such a way that each bonded atom retains one of the bond’s two electrons. In contrast, 


PROBLEM-SOLVING HINT 


In general, two smaller molecules 


(or fragments, such as radicals) have 
more freedom of motion (greater 
entropy) than one larger molecule. 
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when a bond is broken heterolytically (as in an acid—base reaction), one of the atoms 
retains both electrons. 


Homolytic cleavage (free radicals result) 


aa 
A5B — A: + °B AH? = bond-dissociation enthalpy 


SG: — 2:1: AH? = 242 kJ/mol (58 kcal/mol) 


Heterolytic cleavage (ions result) 


f* 
A‘B —> At + 7B 
(CH3);C— Cl: — (CH;)3;C* + Cl? (AH? varies with solvent) 


Homolytic cleavage (radical cleavage) forms free radicals, while heterolytic 
cleavage (ionic cleavage) forms ions. Enthalpies for heterolytic (ionic) cleavage depend 
strongly on the solvent’s ability to solvate the ions that result. Homolytic cleavage is 
used to define bond-dissociation enthalpies because the values do not vary so much 
with different solvents or with no solvent. Note that a curved arrow is used to show the 
movement of the electron pair in an ionic cleavage and that curved half-arrows are used 
to show the separation of individual electrons in a homolytic cleavage. 

Energy is released when bonds are formed, and energy is consumed to 
break bonds. Therefore, bond-dissociation enthalpies are always positive (endo- 
thermic). The overall enthalpy change for a reaction is the sum of the dissociation 
enthalpies of the bonds broken minus the sum of the dissociation enthalpies of the 
bonds formed. 


AH° = >&(BDE of bonds broken) — >(BDE of bonds formed) 
For the hypothetical reaction 
A—B + C—D =] A—C+ B—D 
AH° = (BDE of A—B) + (BDE of C—D) — (BDE of A — C) — (BDE of B—D) 


By studying the heats of reaction for many different reactions, chemists have 
developed reliable tables of bond-dissociation enthalpies. Table 4-2 gives the bond- 
dissociation enthalpies for the homolysis of bonds in a variety of molecules. 


4-7 Enthalpy Changes in Chlorination 


We can use values from Table 4-2 to predict the heat of reaction for the chlorination 
of methane. This reaction involves the breaking (positive values) of a CH;—H bond 
and a Cl—Cl bond, and the formation (negative values) of a CH;— Cl bond and a 
H— Cl bond. 


Overall reaction 
CH3=H. +:Cl—€l —> CH,—Cl + HCl 


Bonds broken AH” (per mole) Bonds formed AH? (per mole) 
CI—Cl +240 kJ (+57 kcal) H—Cl —432 kJ (—103 kcal) 

CH;—H +439 kJ (+105 kcal) CH;—Cl  —350kJ (—84 kcal) 

Total +679 kJ (+162 kcal) Total —782 kJ (—187 kcal) 


AH° = +679 kJ/mol + (—782) kJ/mol = —103 kJ/mol (—25 kcal/mol) 


4-7 Enthalpy Changes in Chlorination 


TABLE 4-2 Bond-Dissociation Enthalpies for Homolytic Cleavages 


Bond-Dissociation 


A:B — A-+-B 


Bond-Dissociation 
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Enthalpy Enthalpy 

Bond kJ/mol kcal/mol Bond kJ/mol kcal/mol 
H— X bonds and X— X bonds Bonds to secondary carbons 

H—H 436 104 (CH3)9CH — H 413 99 

D—D 440 105 (CH3)2CH— F 463 1 

F—F 154 37 (CH3)2CH— Cl 356 85 

cl—Cl 240 57 (CH3)2CH— Br 309 74 

Br—Br 190 45 (CH3)2CH— I 238 57 

I= 149 36 (CH3)2CH — OH 399 95 

H=F 570 136 Bonds to tertiary carbons 

H=c€l 432 103 (CH3)3C —H 403 96 

H—Br 366 88 (CH3)3C — F 464* 111* 

H—I 298 71 (CH3)3C — Cl 355 85 

HO—H 497 119 (CH3)3C — Br 304 73 

HS—H 382 91 (CH3)3C— I 233 56 

HOO—H 367 88 (CH3)3C — OH 401 96 

HO— OH 213 51 Other C— H bonds 

H.N—H 450 108 PhCH, — H (benzylic) 376 90 
Methyl bonds H,C=CHCH)— H (allylic) 372 89 

CH3;—H 439 105 H,C=CH— H (vinyl) 463 111 

CH3—F 481 115 Ph—H (aromatic) 472 113 

CH3;—Cl 350 84 HC=C~—H (acetylenic) 558 133 

CH3— Br 302 72 C—C bonds 

CH3—I 241 58 CH; — CH3 377 90 

CH;— OH 385 92 CH3CH,— CH; 372 89 

CH3— NH» 356 85 CH3CH,— CH,CH3 368 88 
Bonds to primary carbons (CH3)2CH — CH3 371 89 

CH3CH,— H 423 101 (CH3)3C — CH3 366 87 

CH3CH,— F 464* 111* C=C and C= xX bonds 

CH3CH,— Cl 355 85 H,C—=CH) 728 174 

CH3CH,— Br 303 72 H,C=NH 736* 176 

CH3CH,—I 238 57 H,C=O 749 179 

CH3CH,— OH 393 94 

CH3CH2CH,— H 423 101 

CH3CH»CH,— F 464* 111* 

CH3CH2CH,— Cl 30D) 85 

CH3CH,CH,— Br 303 72 

CH3CH»CH,— I 238 57 


*approximate 
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PROBLEM-SOLVING HINT 


Bond-dissociation enthalpies are for 
breaking bonds, which costs energy. 


In calculating values of AH®, use 
positive BDE values for bonds that 
are broken and negative values for 
bonds that are formed. 


(a) Cl: + CH; —-H —~ CH;—Cl + H: 
(b) H: + Cl—Cl —~> H—Cl1 + Cl: 


The Study of Chemical Reactions 


The bond-dissociation enthalpies also provide the heat of reaction for each indi- 
vidual step: 


First propagation step 
Cle = CHa, —— > #CHa HCl 
Breaking a CH; —H bond +439 kJ/mol (+105 kcal/mol) 
Forming a H—Cl bond —432 kJ/mol (—103 kcal/mol) 
Step total +7kJ/mol( +2 kcal/mol) 


Second propagation step 
ig CH; tt Cl, 
Breaking a Cl— Cl bond 


Forming a CH;— Cl bond 
Step total 


— CHCl + Cl: 


+240 kJ/mol (+57 kcal/mol) 
—350 kJ/mol (—84 kcal/mol) 
—110 kJ/mol (—27 kcal/mol) 


Grand total = +7kJ/mol + (—110kJ/mol) = —103 kJ/mol (—25 kcal/mol) 


The sum of the values of AH° for the individual propagation steps gives the overall 
enthalpy change for the reaction. The initiation step, Cl, — 2 Cl-, is not added to give 
the overall enthalpy change because it is not necessary for each molecule of product 
formed. The first splitting of a chlorine molecule simply begins the chain reaction, 
which generates hundreds or thousands of molecules of chloromethane. The energy 
needed to break the Cl— Cl bond is already included in the second propagation step. 


PROBLEM 4-9 


(a) Propose a mechanism for the free-radical chlorination of ethane, 
CH,;—CH, + Cl, “> CH,;—CH,Cl + HCI 

(b) Calculate AH® for each step in this reaction. 

(c) Calculate the overall value of AH for this reaction. 


Alternative Mechanism The mechanism we have used is not the only one that might 
be proposed to explain the reaction of methane with chlorine. We know that the initiat- 
ing step must be the splitting of a molecule of Cl , but there are other propagation steps 
that would form the correct products: 


AH? = +439 kJ —350 kJ = +89kJ (+105 kcal— 84 kcal =+21 kcal) 
AH® = +240 kJ — 432 kJ =—192 kJ (4 57 kcal — 103 kcal = —-46 kcal) 


Total —103 kJ (Total —25 kcal) 


This alternative mechanism seems plausible, but step (a) is endothermic by 89 kJ/mol 
(21 kcal/mol). Reactions generally follow the lowest-energy pathway available, and 
the previous mechanism provides a lower-energy alternative. When a chlorine atom 
collides with a methane molecule, it will not react to give methyl chloride and a hydro- 
gen atom (AH® = +89kJ = +21 kcal); it will react to give HCl and a methyl radical 
(AH® = +7kJ = +2 kcal), the first propagation step of the correct mechanism. 


PROBLEM 4-10 


(a) Using bond-dissociation enthalpies from Table 4-2 (page 209), calculate the heat of 
reaction for each step in the free-radical bromination of methane. 


Be, + CH, ee Cer + He 


(b) Calculate the overall heat of reaction. 


4-8 


4-8 Kinetics and the Rate Equation 


Kinetics is the study of reaction rates. How fast a reaction goes is just as important 
as the position of its equilibrium. Just because thermodynamics favors a reaction 
(negative AG°) does not necessarily mean the reaction will actually occur. For 
example, a mixture of gasoline and oxygen does not react without a spark or a 
catalyst. Similarly, a mixture of methane and chlorine does not react if it is kept 
cold and dark. 

The rate of a reaction is a measure of how fast the products appear and the 
reactants disappear. We can determine the rate by measuring the increase in the con- 
centrations of the products with time, or the decrease in the concentrations of the 
reactants with time. 

Reaction rates depend on the concentrations of the reactants. The greater the 
concentrations, the more often the reactants collide and the greater the chance of 
reaction. A rate equation (sometimes called a rate law) is the relationship between 
the concentrations of the reactants and the observed reaction rate. Each reaction 
has its own rate equation, determined experimentally by changing the concentra- 
tions of the reactants and measuring the change in the rate. For example, consider 
the general reaction 


A+B—>C+D 


The reaction rate is usually proportional to the concentrations of the reactants ([A] and 
[B]) raised to some powers, a and b. We can use a general rate expression to represent 
this relationship as 


rate = k,[A]“[B]’ 


where k, is the rate constant, and the values of the powers (a and b) must be determined 
experimentally. We cannot guess or calculate the rate equation from just the stoichiom- 
etry of the reaction. The rate equation depends on the mechanism of the reaction and 
on the rates of the individual steps. 

In the general rate equation, the power a is called the order of the reaction with 
respect to reactant A, and 5 is the order of the reaction with respect to B. The sum of 
these powers, (a + b), is called the overall order of the reaction. 

The following reaction has a simple rate equation: 


CH,—Br + ~OH  HO/acetone, CH;,—OH + Br 


Experiments show that doubling the concentration of methyl bromide, [CH3Br], dou- 
bles the rate of reaction. Doubling the concentration of hydroxide ion, [OH], also 
doubles the rate. Thus, the rate is proportional to both [CH3Br] and [OH], so the rate 
equation has the following form: 


rate = k,[CH3Br][ OH] 


This rate equation is first order in each of the two reagents because it is proportional 
to the first power of their concentrations. The rate equation is second order overall 
because the sum of the powers of the concentrations in the rate equation is 2; that is, 
(first order) + (first order) = second order overall. 

Reactions of the same overall type do not necessarily have the same form of rate 
equation. For example, the following similar reaction has a different kinetic order: 


(CH;);C—Br + “OH 'W0/acetong = (CH,),;C—OH + Br 


Doubling the concentration of tert-butyl bromide [(CH3);C — Br] causes the rate to 
double, but doubling the concentration of hydroxide ion [OH] has no effect on the rate 
of this particular reaction. The rate equation is 


rate = k,[(CH3)3C — Br] 


Kinetics and the Rate Equation 
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This reaction is first order in tert-butyl bromide, and zeroth order in hydroxide ion 
(proportional to [ OH] to the zeroth power). It is first order overall. This reaction is 
zeroth order in hydroxide ion because the slow step involves only tert-butyl bromide 
and not hydroxide ion: 


(CH3)3C — Br —2 (CH;)3C * + Bro 


The most important fact to remember is that the rate equation must be determined 
experimentally. We cannot predict the form of the rate equation from the stoichiometry 
of the reaction. We determine the rate equation experimentally, then use that informa- 
tion to propose consistent mechanisms. 


SOLVED PROBLEM 4-3 


Chloromethane reacts with dilute sodium cyanide (Na* “C==N) according to the following 
equation: 


CH;—Cl + “C=N > CH;—C=N + Cl” 
chloromethane cyanide acetonitrile chloride 


When the concentration of chloromethane is doubled, the rate is observed to double. When 
the concentration of cyanide ion is tripled, the rate is observed to triple. 


(a) What is the kinetic order with respect to chloromethane? 
(b) What is the kinetic order with respect to cyanide ion? 
(c) What is the kinetic order overall? 

(d) Write the rate equation for this reaction. 


SOLUTION 

(a) When [CH3C]] is doubled, the rate doubles, which is 2 to the first power. The reaction is 
first order with respect to chloromethane. 

(b) When [ CN] is tripled, the reaction rate triples, which is 3 to the first power. The reaction 
is first order with respect to cyanide ion. 

(c) First order plus first order equals second order overall. 

(d) rate = k,[(CH3Cl][ CN] 


@ 4 

PROBLEM 4-11 

The reaction of tert-butyl chloride with methanol 

(CH3)3 C Cl t CH; OH > (CH3)3C — OCH; + HCl 
tert-butyl chloride methanol methyl tert-butyl ether 
is found to follow the rate equation 
rate = k,[(CH3);C — Cl] 

(a) What is the kinetic order with respect to tert-butyl chloride? 

(b) What is the kinetic order with respect to methanol? 

(c) What is the kinetic order overall? J 
\ 


PROBLEM 4-12 


Under certain conditions, the bromination of cyclohexene follows an unusual rate law: 


H H 
Br ; 
+ Br, —> B rate = k,[cyclohexene][Br,]° 
r 
H 


(a) What is the kinetic order with respect to cyclohexene? 
(b) What is the kinetic order with respect to bromine? 
(c) What is the overall kinetic order? 


4-9 Activation Energy and the Temperature Dependence of Rates 


( . 
PROBLEM 4-13 


When a small piece of platinum is added to a mixture of ethene and hydrogen, the following 
reaction occurs: 


H H 
H H Pt catalyst 
Sc=cQ + OH, SC —C—H 
H H 
ethene hydrogen H 4H 
ethane 


Doubling the concentration of hydrogen has no effect on the reaction rate. Doubling the 
concentration of ethene also has no effect. 


(a) What is the kinetic order of this reaction with respect to ethene? With respect to hydro- 
gen? What is the overall order? 
(b) Write the unusual rate equation for this reaction. 
ew Explain this strange rate equation, and suggest what one might do to accelerate the reaction. 


4-9 Activation Energy and the Temperature 
Dependence of Rates 


Each reaction has its own characteristic rate constant, k,. Its value depends on the 
conditions of the reaction, especially the temperature. This temperature dependence is 
expressed by the Arrhenius equation, 


k, = Ae Edt 


where 
A =aconstant (the “frequency factor”) 
E, = activation energy 
R= the gas constant, 8.314 J /kelvin-mole (1.987 cal/kelvin-mole) 
T= the absolute temperature 


The activation energy, £,, is the minimum kinetic energy the molecules must 
have to overcome the repulsions between their electron clouds when they collide. The 
exponential term e~**/"7 corresponds to the fraction of collisions in which the particles 
have the minimum energy £, needed to react. We can calculate FE, for a reaction by 
measuring how k, varies with temperature, and substituting into the Arrhenius equation. 

The frequency factor A accounts for the frequency of collisions and the fraction of 
collisions with the proper orientation for the reaction to occur. In most cases, only a small 
fraction of collisions occur between molecules with enough speed and with just the right 
orientation for reaction to occur. Far more collisions occur without enough kinetic energy 
or without the proper orientation, and the molecules simply bounce off each other. 

The Arrhenius equation implies that the rate of a reaction depends on the fraction 
of collisions with kinetic energy of at least E,. Figure 4-2 shows how the distribution 
of kinetic energies in a sample of a gas depends on the temperature. The black curved 
line shows the molecular energy distribution at room temperature, and the dashed lines 
show the energy needed to overcome barriers of 4 kJ/mol (1 kcal/mol), 40 kJ/mol 
(10 kcal /mol), and 80 kJ (19 kcal/mol). The area under the curve to the right of each bar- 
rier corresponds to the fraction of molecules with enough energy to overcome that barrier. 

The red curve shows how the energy distribution is shifted at 100 °C. At 100 °C, 
many more molecules have the energy needed to overcome the energy barriers, 
especially the 80 kJ/mol barrier. For smaller temperature changes, chemists often 
use an approximation: for reactions with typical activation energies of about 40 
to 60 kJ/mol (10 to 15 kcal/mol), the reaction rate approximately doubles when 
the temperature is raised by 10 °C, as from 27 °C (near room temperature) to 37 °C 
(body temperature). 
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FIGURE 4-2 The dependence 

of Kinetic energies on temperature. cee Ie 

This graph shows how the fraction za ° 

f ; gs (300 °K) (373 °K) 

of molecules with a given activation : piled 

energy decreases as the activation 4 - As in ; 

energy increases. At a higher 8p ( cal/mo ) 

temperature (red curve), more collisions g 5 40 kJ/mol 

have the needed energy. = 5 (0 kealel) 
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——> energy (E£) 


Because the rate constant increases quickly when the temperature is raised, it might 
seem that raising the temperature would always be a good way to save time by making reac- 
tions go faster. The problem with raising the temperature is that all reactions are accelerated, 
including all the unwanted side reactions. We try to find a temperature that allows the desired 
reaction to go at a reasonable rate without producing unacceptable rates of side reactions. 


4-10 Transition States 


The activation energy EF, represents the energy difference between the reactants and the 
transition state, the highest-energy state in a molecular collision that leads to reaction. 
In effect, the activation energy is the barrier that must be overcome for the reaction to 
take place. The value of FE, is always positive, and its magnitude depends on the relative 
energy of the transition state. The term transition state implies that this configuration 
is the transition between the reactants and products, and the molecules can either go on 
to products or return to reactants. 

Unlike the reactants or products, a transition state is unstable and cannot be iso- 
lated. It is not an intermediate, because an intermediate is a species that exists for some 
finite length of time, even if itis very short. An intermediate has at least some stability, 
but the transition state is a transient on the path from one intermediate to another. 
The transition state is often symbolized by a superscript double dagger (+), and the 
changes in variables such as free energy, enthalpy, and entropy involved in achieving 
the transition state are symbolized AG, AH*, and AS*. AG? is similar to E,, and the 
symbol AG* is often used in speaking of the activation energy. 

Transition states have high energies because bonds must begin to break before 
other bonds can form. The following equation shows the reaction of a chlorine radi- 
cal with methane. The transition state shows the C—H bond partially broken and 
the H— Cl bond partially formed. Transition states are often enclosed by brackets to 
emphasize their transient nature. The double dagger next to the bracket means that this 
is a transition state, and the dot means that it contains a radical (unpaired) electron. 


H H + 
| ee 
ee - == oe ei ee: —> FHC... Bc 
H 
H H 


transition state 


Reaction-Energy Diagrams The concepts of transition state and activation energy 
are easier to understand graphically. Figure 4-3 shows a reaction-energy diagram 
for a one-step exothermic reaction. The vertical axis of the energy diagram represents 
the total potential energy of all the species involved in the reaction. The horizontal 
axis is called the reaction coordinate. The reaction coordinate symbolizes the prog- 
ress of the reaction, going from the reactants on the left to the products on the right. 
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FIGURE 4-3  Reaction-energy 
diagram for a one-step exothermic 
reaction. The reactants are toward the 
left, and the products are toward the 
right. The vertical axis represents the 
potential energy. The transition state 
is the highest point on the graph, and 
the activation energy is the energy 
difference between the reactants and 
the transition state. 


The transition state is the highest point on the graph, and the activation energy is the 
energy difference between the reactants and the transition state. The heat of reaction 
(AH*°) is the difference in energy between the reactants and the products. 

If a catalyst were added to the reaction in Figure 4-3, it would create a transition 
state of lower energy, thereby lowering the activation energy and increasing the reaction 
rate. Addition of a catalyst would not change the energies of the reactants and products, 
however, so the heat of reaction and the equilibrium constant would be unaffected. 


e 
SOLVED PROBLEM 4-4 


Consider the following reaction: 


CH, + Cl bs 


—s * CH; + HCl 


This reaction has an activation energy (E,) of +17 kJ/mol (+4 kcal/mol) and a AH® of 
+7 kJ/mol (+2 kcal/mol). Draw a reaction-energy diagram for this reaction. 


SOLUTION 
We draw a diagram that shows the products to be 7 kJ higher in energy than the reactants. 
The barrier is made to be 17 kJ higher in energy than the reactants. 


[H.C—H—Cclyt 
transition state 


‘CH, + HCl 


energy ——> 
ss] 
I 
+ 
se 
a 


reaction coordinate ——»> 
Ne 


- 
PROBLEM 4-14 
(a) Draw the reaction-energy diagram for the following reverse reaction: 
*CH; + HCl —~> CH, + Cl: 


(b) What is the activation energy for this reverse reaction? 
(c) What is the heat of reaction (AH°) for this reverse reaction? 
KS 


ie 
PROBLEM 4-15 


(a) Draw a reaction-energy diagram for the following reaction: 
-CH; + Cl, —~> CH;Cl + Cl 
The activation energy is 4 kJ/mol (1 kcal/mol), and the overall AH? for the reaction is 
—110 kJ/mol (—27 kcal/mol). 
(b) Give the equation for the reverse reaction. 
L© What is the activation energy for the reverse reaction? 


Application: Biochemistry 


Enzymes serve as biological 

catalysts. They speed up reactions 
without changing the energies of 

the reactants (called substrates) and 
products. Without enzymes, most of 
the reactions in our cells would not 
go fast enough to keep us alive. The 
enzyme shown is carbonic anhydrase, 
which increases the rate of the reaction 
COz +H20 @ H2CO3 by a factor of 
7.7 X 10°. This rate enhancement 


corresponds to a reduction in E, of 
40 kJ/mol (9.5 kcal/mol). 
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4-11 Rates of Multistep Reactions 


Many reactions proceed by mechanisms involving several steps and several intermedi- 
ates. As we saw in Section 4-7, for example, the reaction of methane with chlorine goes 
through two propagation steps. The propagation steps are shown here, along with their 
heats of reaction and their activation energies. Just the propagation steps are shown 
because the rate of the initiation step is controlled by the amount of light or heat avail- 
able to split chlorine molecules. 


Step AH” (per mole) 
CH, + Cl: ——> -CH; + HCl +7kJ (+2 kcal) 
-CH; + Cl, —> CH;Cl + Cl: —110 kJ (—27 kcal) 


E, (per mole) 
17 kJ (4 kcal) 
4kJ (1 kcal) 


In this reaction, Cl - and CH; : are reactive intermediates. Unlike transition states, 
reactive intermediates are stable as long as they do not collide with other atoms 
or molecules. As free radicals, however, Cl: and -CH; are quite reactive toward 
other molecules. Figure 4-4 shows a single reaction-energy profile that includes 
both propagation steps of the chlorination. The energy maxima (high points) are the 
unstable transition states, and the energy minima (low points) are the intermediates. 
This complete energy profile provides most of the important information about the 
energetics of the reaction. 


The Rate-Limiting Step Ina multistep reaction, each step has its own character- 
istic rate. There can be only one overall reaction rate, however, and it is controlled 
by the rate-limiting step (also called the rate-determining step). In general, 
the highest-energy step of a multistep reaction is the “bottleneck,” and it deter- 
mines the overall rate. How can we tell which step is rate limiting? If we have the 
reaction-energy diagram, it is simple: The highest point in the energy diagram is 
the transition state with the highest energy—generally the transition state for the 
rate-limiting step. 

The highest point in the energy diagram of the chlorination of methane 
(Figure 4-4) is the transition state for the reaction of methane with a chlorine radical. 
This step must be rate limiting. If we calculate a rate for this slow step, it will be the 
rate for the overall reaction. The second, faster step will consume the products of the 
slow step as fast as they are formed. 


FIGURE 4-4 Combined reaction- 
energy diagram for the chlorination 
of methane. (Units are kJ/mol.) 

The energy maxima are transition 
states, and the energy minima are 
intermediates. Cle and -CH3 are 
the reactive intermediates in this 
mechanism. 


rate-limiting 
transition state 


CH,+Cl- [| +CHy 
overall + HCl 
AH? = -105 


CH,CI+ Cl- 


AH? = -110 kJ/mol 


energy ———> 


reaction coordinate ———>~ 


4-12 Temperature Dependence of Halogenation 


4-12 Temperature Dependence of Halogenation 


We now apply what we know about rates to the reaction of methane with halogens. The 
rate-limiting step for chlorination is the endothermic reaction of the chlorine atom with 
methane to form a methyl] radical and a molecule of HCI. 


Rate-limiting step 
CH, + Cl: — - CH; + HCl 


The activation energy for this step is 17 kJ/mol (4 kcal/mol). At room temperature, the 
value of e */R? is 1300 X 10°. This value represents a rate that is fast but controllable. 

In a free-radical chain reaction, every propagation step must occur quickly; otherwise, 
the free radicals will undergo unproductive collisions and participate in termination steps. 
We can predict how quickly the various halogen atoms react with methane given relative 
rates based on the measured activation energies of the slowest steps: 


Relative Rate (e £2/"7 x 10°) 


Reaction E, (per mole) ~ 27°C (300 °K) 227 °C (500 °K) _ 
F- + CH, —> HF + -CH, 5 kJ (1.2 kcal) 140,000 300,000 

Cl- + CH, —~> HCl + -CH, 17kJ (4kcal) 1300 18,000 

Bry + CH, ——> HBr + -CH, 75 kJ (18 kcal) 9x 10% 0.015 
I: + CH, —> HI + -CH;, — 140kJ (34 kcal) 2x 10! 2x 10° 


These relative rates suggest how easily and quickly methane reacts with the different 
halogen radicals. The reaction with fluorine should be difficult to control because its 
rate is very high. Chlorine should react moderately at room temperature, but it may 
become difficult to control if the temperature rises much (the rate at 500 °K is rather 
high). The reaction with bromine is very slow, but heating might give an observable 
rate. Iodination is probably out of the question because its rate is exceedingly slow, 
even at 500 °K. 

Laboratory halogenations show that our predictions are right. In fact, fluorine reacts 
explosively with methane, and chlorine reacts at a moderate rate. A mixture of bromine 
and methane must be heated to react, and iodine does not react at all. 


( >) 
PROBLEM 4-16 
The bromination of methane proceeds through the following steps: 
AH” (per mole) E,, (per mole) 
Bro —”, 2Br- +190kJ (45 kcal) 190 kJ (45 kcal) 
CH, + Br: — -:CH; + HBr +73kJ(17_ kcal) 79kJ (19 kcal) 
*CH; + Bry — CH3Br + Br-  —112kJ (—27kcal) 4kJ (1. kcal) 


(a) Draw a complete reaction-energy diagram for this reaction. 
(b) Label the rate-limiting step. 
(c) Draw the structure of each transition state. 
(d) Compute the overall value of AH° for the bromination. 
Ne 


P 
PROBLEM 4-17 


(a) Using the BDEs in Table 4-2 (page 209), compute the value of AH® for each step in the 
iodination of methane. 
(b) Compute the overall value of AH® for iodination. 
Le Suggest two reasons why iodine does not react well with methane. 


217 


218 


CHAPTER 4 


The Study of Chemical Reactions 


FOCUS 


Reaction Kinetics and Thermodynamics 


The energetics of chemical reactions can be divided into kinetics and thermodynamics. They are 
determined in different ways, and tell us different things about reactions. 


balanced chemical equation: 


ee 
~= 


aA + bB 


cC + dD 


A and B are reactants; C and D are products; a, b, c, and d are coefficients 


Gives what 
information? 


Determined by? 


Does the reaction 
path matter? 


Measured how? 


Does temperature 
matter? 


KINETICS 


how fast a reaction occurs; does 


not need to be an equilibrium 


activation energy, E,, the 
highest energy barrier between 
reactants and products 


YES! Kinetics is a path function. 


Activation energy and rate laws 
can be determined only by 
experiment. 


rate law: 
reaction rate = K, [A}[B]” 


where K; is the rate constant, 


[A] and [B] are the concentrations 


of reactants, and x and y are the 
order of the rate expression in 
each reactant. The order of each 
reactant is helpful in determining 
the role of each reactant in the 


rate-limiting step of the mechanism. 


YES! Virtually all reactions go 
faster at higher temperature. 


Keg = 


THERMODYNAMICS 


whether products or reactants are 
favored at equilibrium 


the energy difference between 
reactants and products, AG 


NO! Thermodynamics is a 
state function; only the starting 
and ending points matter. 


Equilibrium constant expression 
can be determined from the 
balanced equation. Bond energy 
differences can be calculated 
from tables to give AH values 
that approximate AG. 


[C]‘([D]}¢ _ from balanced 
[A]*[B]? 


Equilibrium constant expression 
can be determined from the 
balanced equation. Bond energy 
differences can be calculated 
from tables. 


YES! Equilibrium depends on 
temperature, but not always in 
an obvious way. 
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chemical equation 


Up to now, we have limited our discussions to the halogenation of methane. Beginning 
our study with such a simple compound allowed us to concentrate on the thermodynam- 
ics and kinetics of the reaction. Now we consider halogenation of the “higher” alkanes, 
meaning those of higher molecular weight. 


4-13A Chlorination of Propane: Product Ratios 


Halogenation is a substitution, where a halogen atom replaces a hydrogen. 
R—H + X, —~> R—-X + H—X 


In methane, all four hydrogen atoms are identical, and it does not matter which 
hydrogen is replaced. In the higher alkanes, replacement of different hydrogen atoms 
may lead to different products. In the chlorination of propane, for example, two 
monochlorinated (just one chlorine atom) products are possible. One has the chlorine 
atom on a primary carbon atom, and the other has the chlorine atom on the secondary 
carbon atom. 
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1° carbon 2° carbon El Cl 
. f hy, 25 °C | | 
CH—CH—CH, + Cl, “> CH;-CH;-CH, + CH;—-CH—CH, 
propane 1-chloropropane, 40% 2-chloropropane, 60% 
(n-propyl chloride) (isopropyl chloride) 


The product ratio shows that replacement of hydrogen atoms by chlorine is not 
random. Propane has six primary hydrogens (hydrogens bonded to primary carbons) 
and only two secondary hydrogens (bonded to the secondary carbon), yet the major 
product results from substitution of a secondary hydrogen. We can calculate how reac- 
tive each kind of hydrogen is by dividing the amount of product observed by the number 
of hydrogens that can be replaced to give that product. 

Figure 4-5 shows the definition of primary, secondary, and tertiary hydrogens 
and the calculation of their relative reactivity. Replacing either of the two secondary 
hydrogens accounts for 60% of the product, and replacing any of the six primary hydro- 
gens accounts for 40% of the product. We calculate that each secondary hydrogen is 
4.5 times as reactive as each primary hydrogen. 

To explain this preference for reaction at the secondary position, we must look 
carefully at the reaction mechanism, as shown in Figure 4-6. When a chlorine atom 
reacts with propane, abstraction of a hydrogen atom can give either a primary radical 


i | i 
aan ica abies => = 
H H R 


primary (1°) hydrogens secondary (2°) hydrogens 


Six primary (1°) hydrogens 


tertiary (3°) hydrogen 


relative reactivity 


CH 
43 Cy hy 40% 
= 6.67% per H 
ne replacement oe CH CH, Cl 6 hydrogens P 
CH, primary chloride 
Two secondary (2°) hydrogens 
H CH _ 
Se 3 Le | 60% 
——_——> — — = = 30.0% per H 
x S replacement CH3—CH CHg 2 hydrogens °P 
H CH; secondary chloride 
30.0 


The 2° hydrogens are 667" 4.5 times as reactive as the 1° hydrogens. 


FIGURE 4-5 Definitions of primary, 
secondary, and tertiary hydrogens. 
There are six primary hydrogens in 
propane and only two secondary 
hydrogens, yet the major product 
results from replacement of a 
secondary hydrogen. 
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FIGURE 4-6 The mechanism 

for free-radical chlorination of 

propane. The first propagation 

step forms either a primary radical 

or a secondary radical. This radical 
determines whether the final 

product will be the primary alkyl or 
chloride or the secondary alkyl 

chloride. 


Initiation: Splitting of the chlorine molecule 
Cl + hy — 2CL 


First propagation step: Abstraction (removal) of a primary or secondary hydrogen 


‘CH,—CH,;—CH, or CH,—CH—CH, + HCl 


primary radical secondary radical 


Second propagation step: Reaction with chlorine to form the alkyl chloride 


primary radical primary chloride 
(1-chloropropane) 


Cl 


| 
secondary radical secondary chloride 
(2-chloropropane) 


or a secondary radical. The structure of the radical formed in this step determines 
the structure of the observed product, either 1-chloropropane or 2-chloropropane. The 
product ratio shows that the secondary radical is formed preferentially. This preference 
for reaction at the secondary position results from the greater stability of the secondary 
free radical and the transition state leading to it. We explain this preference in more 
detail in the next section. 


e 
PROBLEM 4-18 


What would be the product ratio in the chlorination of propane if all the hydrogens were 
abstracted at equal rates? 
NX 


PROBLEM 4-19 


Classify each hydrogen atom in the following compounds as primary (1°), secondary (2°), 
or tertiary (3°). 

(a) butane (b) isobutane (c) 2-methylbutane 
 @) cyclohexane (e) norbornane (bicyclo[2.2.1]heptane) 


4-13B Free-Radical Stabilities 


Figure 4-7 shows the energy required (the bond-dissociation enthalpy) to form a free 
radical by breaking a bond between a hydrogen atom and a carbon atom. This energy is 
greatest for a methyl! carbon, and it decreases for a primary carbon, a secondary carbon, 
and a tertiary carbon. The more highly substituted the carbon atom, the less energy 
required to form the free radical. 

From the information in Figure 4-7, we conclude that free radicals are more stable 
when they are more highly substituted. The following free radicals are listed in increasing 
order of stability. 
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H R R 

aoe < 4 < = < Boe 
ood kg 
Me: << 1° < 22 < 3° 


methyl < primary <_ secondary < _ tertiary 


PROBLEM-SOLVING HINT 
In the chlorination of propane, the secondary hydrogen atom is abstracted MOTE | the first propagation step of 
often because the secondary radical and the transition state leading to it are lower in | ioination is exothermic for 
energy than the primary radical and its transition state. Using the bond-dissociation all alkanes except methane. For 
enthalpies in Table 4-2 (page 209), we can calculate AH® for each of the possible methane, it is slightly endothermic 
reaction steps. Abstraction of the secondary hydrogen is 13 kJ /mol (3 kcal/mol) more cee a4 erent ' 
exothermic than abstraction of the primary hydrogen. 


Formation of a methyl radical Bond-dissociation enthalpy FIGURE 4-7 Enthalpy required to 
form a free radical. Bond-dissociation 
enthalpies show that more highly 
substituted free radicals are more stable 
Formation of a primary (1°) radical than less highly substituted ones. 


CH,—CH,—CH, ——~ H- + CH,;—CH,—CH) Af? = 423 kJ (101 kcal) 


CH, —~> H + ‘CH; AH® = 439 kJ (105 kcal) 


Formation of a secondary (2°) radical 


CH;—CH,—CH, —— H: + CH,;—CH—CH, AH? = 413kJ (99 kcal) 


Formation of a tertiary (3°) radical 


cis os 
ae il — H + ee AH? = 403 kJ (96 kcal) 

CH, CH, 
FIGURE 4-8 — Reaction-energy 
diagram for the first propagation step in 
the chlorination of propane. Formation 

: : ar of the secondary radical has a lower 
difference in activation activation energy than does formation of 


energies (about 4 kJ) the primary radical. 


1° radical 


CH,CH,CH, + Cl- : 
; CH,CH,CH, + HCI 


energy ——> 


10 kJ difference 


CH,CHCH, + HCl 
2° radical 


reaction coordinate ———> 
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1° H: CH,—CH,—CH, + Cl: —>7 CH,—CH,—CH,- + H—Cl 
Energy required to break the CH,CH,CH,H bond = +423 kJ/mol (+ 101 kcal/mol) 


Energy released in forming the HCl bond — 432 kJ/mol (— 103 kcal/mol) 
Total energy for reaction at the primary position: —9kJ/mol (—2 kcal/mol) 
CH, CH, 


| | 
2°H: CH;-CH, + Cl. —>  CH,—CH-: + H—Cl 


i 
Energy required to break the CH,—CH-+H bond +413 kJ/mol (+99 kcal/mol) 
Energy released in forming the H-3-Cl bond — 432 kJ/mol (— 103 kcal/mol) 
Total energy for reaction at the secondary position: —19kJ/mol (—4 kcal/mol) 


A reaction-energy diagram for this rate-limiting first propagation step appears in 
Figure 4-8. The activation energy to form the secondary radical is slightly lower, so the 
secondary radical is formed faster than the primary radical. 


SOLVED PROBLEM 4-5 


Tertiary hydrogen atoms react with Cl- about 5.5 times as fast as primary ones. Predict the 
product ratios for chlorination of isobutane. 


SOLUTION 
Isobutane has nine primary hydrogens and one tertiary hydrogen. 


H,C 


nine primary hydrogens H.C—C —H 
: one tertiary hydrogen 


HC 


(9 primary hydrogens) X (reactivity 1.0) = 9.0 relative amount of reaction 


(1 tertiary hydrogen) X (reactivity 5.5) = 5.5 relative amount of reaction 


Even though the primary hydrogens are less reactive, there are so many of them that the 
primary product is the major product. The product ratio will be 9.0:5.5, or about 1.6:1. 
fraction of primary = a 62% 
ee 90 + 55 ° 


D2 
fraction of tertiary = 0 4 55 = 38% 


CH,—Cl CH, 


| 
a oo 


CH, CH, 
major product minor product 
62% 38% 


PROBLEM 4-20 
CH; 


| Use the bond-dissociation enthalpies in Table 4-2 (page 209) to calculate the heats of reaction 
CH,;—CH—CH; for the two possible first propagation steps in the chlorination of isobutane. Use this informa- 
. tion to draw a reaction-energy diagram like Figure 4-8, comparing the activation energies for 


isobutane : E 
formation of the two radicals. 


2-methylpropane 


4-13 


PROBLEM 4-21 


Predict the ratios of products that result from chlorination of isopentane (2-methylbutane). 


4 ) 
PROBLEM 4-22 
(a) When n-heptane burns in a gasoline engine, the combustion process takes place too quickly. 
The explosive detonation makes a noise called knocking. When 2,2,4-trimethylpentane 
(isooctane) is burned, combustion takes place in a slower, more controlled manner. 
Combustion is a free-radical chain reaction, and its rate depends on the reactivity of the 
free-radical intermediates. Explain why isooctane has less tendency to knock than does 
n-heptane. 
Alkoxy radicals (R—O-) are generally more stable than alkyl (R- ) radicals. Write 
an equation showing an alkyl free radical (from burning gasoline) abstracting a 
hydrogen atom from tert-butyl alcohol, (CH 3)3COH. Explain why tert-butyl alcohol 
works as an antiknock additive for gasoline. 
Use the information in Table 4-2 (page 209) to explain why toluene (PhCH3) has a 
very high octane rating of 111. Write an equation to show how toluene reacts with an 
alkyl free radical to give a relatively stable radical. 


(b) 


4-13C Bromination of Propane 


Figure 4-9 shows the free-radical reaction of propane with bromine. Notice that this 
reaction is both heated to 125 °C and irradiated with light to achieve a moderate rate. 
The secondary bromide (2-bromopropane) is favored by a 97:3 product ratio. From 
this product ratio, we calculate that each of the two secondary hydrogens is 97 times as 
reactive as one of the six primary hydrogens. 

The 97:1 reactivity ratio for bromination is much larger than the 4.5:1 ratio for 
chlorination. We say that bromination is more selective than chlorination because 
the major reaction is favored by a larger amount. To explain this enhanced selec- 
tivity, we must consider the transition states and activation energies for the rate- 
limiting step. 

As with chlorination, the rate-limiting step in bromination is the first propagation 
step: abstraction of a hydrogen atom by a bromine radical. The energetics of the two 
possible hydrogen abstractions are shown on the next page. Compare these numbers 
with the energetics of the first propagation step of chlorination shown on page 221. 
The bond dissociation enthalpies are taken from Table 4-2 (page 209). 
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ii 
CH =x CH ——- CH,CH3 
isopentane 
2-methylbutane 


CH, CHs 
CH; 7 —CH), —CH—CH, 
CH; 


isooctane 
2,2,4-trimethylpentane 


Br Br 


hy, 125 ° | 


primary bromide, 3% 


Relative reactivity 


3% 


6 


ue = 48.5% per H 


six primary hydrogens = 0.5% per H 


two secondary hydrogens 


The 2° hydrogens are pic 


05 = 97 times as reactive as the 1° hydrogens. 


secondary bromide, 97% 


+ HBr 


FIGURE 4-9 The free-radical 
reaction of propane with bromine. 
This 97:3 ratio of products shows 
that bromine abstracts a secondary 
hydrogen 97 times as rapidly as 

a primary hydrogen. Bromination 
(reactivity ratio 97:1) is much 

more selective than chlorination 
(reactivity ratio 4.5:1). 
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1° H: CH,—CH,—CH, + Bre —> CH,—CH,—CH, + H—Br 
Energy required to break the CH,CH,CH,H bond +423 kJ/mol (+ 101 kcal/mol) 


Energy released in forming the HBr bond — 366 kJ/mol (—88 kcal/mol) 
Total energy for reaction at the primary position: +57 kJ/mol (+13 kcal/mol) 
CH, CH, 


| | 
2°H: CH=CH, + Bry —>» CH;-CH + H—Br 


its 
Energy required to break the CH;—CH-+H bond +413 kJ/mol (+99 kcal/mol) 
Energy released in forming the HBr bond — 366 kJ/mol (— 88 kcal/mol) 
Total energy for reaction at the secondary position: +47 kJ/mol (+ 11 kcal/mol) 


The energy differences between chlorination and bromination result from the 
difference in the bond-dissociation enthalpies of H— Cl (432 kJ) and H— Br (366 kJ). 
The HBr bond is weaker, and abstraction of a hydrogen atom by Br- is endothermic. 
This endothermic step explains why bromination is much slower than chlorination, but 
it still does not explain the enhanced selectivity observed with bromination. 

Consider the reaction-energy diagram for the first propagation step in the bromination 
of propane (Figure 4-10). Although the difference in values of AH° between abstraction 
of a primary hydrogen and a secondary hydrogen is still 10 kJ/mol (2 kcal/mol), 
the energy diagram for bromination shows a much larger difference in activation energies 
for abstraction of the primary and secondary hydrogens than we saw for chlorination 
(Figure 4-8). 

In bromination, the rate-limiting first propagation step is endothermic, and the 
energy maxima (corresponding to the activation energies) are closer to the products 
than to the reactants. A smooth graph (Figure 4-10) shows the activation energies 
nearly as far apart as the product energies. In chlorination, on the other hand, this 
first step is exothermic, and the energy maxima are closer to the reactants, which 
are the same and have the same energy for either route. The graph for chlorination 
(Figure 4-8) shows the activation energies separated by only a small fraction of 
the difference in product energies. This intuitive, graphic principle is formalized in 
Hammond’s postulate. 


FIGURE 4-10  Reaction-energy 
diagram for the first propagation step 
in the bromination of propane. The 
energy difference in the transition 
states is nearly as large as the energy 
difference in the products. 


difference in activation 
energies (about 9 kJ) 


1° radical 
CH3CH,CH, + HBr 


10 kJ difference 
CH,CHCH, + HBr 
2° radical 


energy ——» 
ars 
es] 


CH,CH,CH, + Br- 


reaction coordinate ——~> 


4-14 Hammond's Postulate 


Hammond’s postulate is a general statement summarizing the differences we have 
seen in comparing the chlorination and bromination of propane. We call it a postulate, 
rather than a rule, because we cannot prove it, yet it appears to be self-evident. 


HAMMOND’S POSTULATE: Related species that are closer in energy 
are also closer in structure. The structure of a transition state resembles the 
structure of the closest stable species. 


Figure 4-11 summarizes the energy diagrams for the first propagation steps in the 
bromination and chlorination of propane. Together, these energy diagrams explain the 
enhanced selectivity observed in bromination, and they show how Hammond’s postu- 
late applies to this reaction. 

Two important differences are apparent in the reaction-energy diagrams for the 
first propagation steps of chlorination and bromination: 


1. The first propagation step is endothermic for bromination but exothermic for 
chlorination. 

2. The transition states forming the 1° and 2° radicals for the endothermic bromination 
have a larger energy difference than those for the exothermic chlorination, even though 
the energy difference of the products is the same (10 kJ, or 2 kcal) in both reactions. 


Hammond’s postulate tells us that the structures of the transition states in the 
endothermic bromination should resemble the products more than the reactants because 
they are closer in energy to the products. In the exothermic chlorination, the transition 
states are closer in energy to the reactants than the products; so we expect their structure 
to resemble the reactants more than the products. Figure 4-12 compares the transition 
states for bromination and chlorination. 

In the product-like transition state for bromination, the C— H bond is nearly broken 
and the carbon atom has a great deal of radical character. The energy of this transition state 
reflects most of the energy difference of the radical products. In the reactant-like transition 
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George Simms Hammond 
(1921-2005) was an American 
theoretical chemist who devel- 
oped “Hammond's postulate.” His 
pioneering work established the 
field of organic photochemistry, in 


addition to his research describing 
the geometric structures of transi- 
tion states in organic chemical 
reactions. For his groundbreaking 
work, he was awarded the Priestley 
Medal in 1976. 


1° CH,CH,CH, 


in E, 
10 kJ | +Cl 
Ba 2° = 
2 CH,CHCH, + HBr Q 
o eat o 
CH,CH,CH, 
+ Br 


about 4 kJ 
F i ae difference 
about 9 kJ CH;CH,CH, inE 
difference i + HBr 7 


CH,CH,CH, + HCl 


2° 
CH,CHCH; + HCl 


reaction coordinate ——~> 


(a) BROMINATION 
endothermic 
TS close to products 
large difference in E, 


exothermic 


reaction coordinate ——>- 


(b) CHLORINATION 


TS close to reactants 
small difference in E, 


(b) In the exothermic chlorination, the transition states 

are closer to the reactants in energy and in structure. 

The difference in activation energies for chlorination is about 
4kJ (1 kcal), less than half of the energy difference of the 
radicals. 


FIGURE 4-11 The energy diagrams for bromination and 
chlorination of propane. (a) In the endothermic bromination, 
the transition states are closer to the products (the radicals) 
in energy and in structure. The difference in the 1° and 2° 
activation energies is about 9 kJ (2.2 kcal), nearly the entire 
energy difference of the radicals. 
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FIGURE 4-12 Comparison of 
transition states for bromination 

and chlorination. In the endothermic 
bromination, the transition state 
resembles the products (the free 
radical and HBr). In the exothermic 
chlorination, the free radical has just 
begun to form in the transition state, 
so the transition state resembles the 
reactants. 
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transition state close in 


energy 
\ : Pa 
Seseees close in { 
| | , energy reactants | 
products 
Nea 
S— close in 


close in 
structure 


structure 


reactants products 


PROBLEM-SOLVING HINT 


Free-radical bromination is highly 


selective, chlorination is moderately 
selective, and fluorination is nearly 
nonselective. 


state for chlorination, the C— H bond is just beginning to break, and the carbon atom has 
little radical character. This transition state reflects only a small part (less than half) of the 
energy difference of the radical products. Therefore, chlorination is less selective. We can 
state this conclusion as a general rule: 


In an endothermic reaction, the transition state is closer to the products in 
energy and in structure. In an exothermic reaction, the transition state is 
closer to the reactants in energy and in structure. 


The transition state is always the point of highest energy on the energy diagram. Its 
structure resembles either the reactants or the products, whichever are higher in energy. 
In an endothermic reaction, the products are higher in energy, and the transition state 
is product-like. In an exothermic reaction, the reactants are higher in energy, and the 
transition state is reactant-like. Thus, the Hammond postulate helps us understand why 
exothermic processes tend to be less selective than similar endothermic processes. 


2 
PROBLEM 4-23 


(a) Compute the heats of reaction for abstraction of a primary hydrogen and a secondary 
hydrogen from propane by a fluorine radical. 


CH,—CH,—CH, + F- > Ch —Cy— ch + BF 
CH,—CH,—CH, + F- > (CH,—CH—CH, + HF 


(b) How selective do you expect free-radical fluorination to be? 


(c) What product distribution would you expect to obtain from the free-radical fluorination 
of propane? 


PROBLEM-SOLVING STRATEGY Proposing Reaction Mechanisms 


Throughout this course, we will propose mechanisms to explain reactions. We will discuss 
methods for dealing with different types of mechanisms as we encounter them. These tech- 
niques for dealing with a variety of mechanisms are collected in Appendix 3A. At this point, 
however, we focus on free-radical mechanisms like those in this chapter. 


Free-Radical Reactions 


General principles: Free-radical reactions generally proceed by chain-reaction mechanisms, 
using an initiator with an easily broken bond (such as chlorine, bromine, or a peroxide) to 
start the chain reaction. In drawing the mechanism, expect free-radical intermediates (espe- 
cially highly substituted or resonance-stabilized intermediates). Watch for the most stable free 
radicals, and avoid any high-energy radicals such as hydrogen atoms. 


1. Draw a step that breaks the weak bond in the initiator. 
A free-radical reaction usually begins with an initiation step in which the initiator 
undergoes homolytic (free-radical) cleavage to give two radicals. 


2. Draw a reaction of the initiator with one of the starting materials. 
One of the initiator radicals reacts with one of the starting materials to give a free-radical 
version of the starting material. The initiator might abstract a hydrogen atom or add to a 
double bond, depending on what reaction leads to formation of the observed product. You 
might want to consider bond-dissociation enthalpies to see which reaction is energetically 
favored. 


3. Draw a reaction of the free-radical version of the starting material with another 
starting-material molecule to form a bond needed in the product and to generate 
a new radical intermediate. 
Check your intermediates to be sure that you have used the most stable radical inter- 
mediates. For a realistic chain reaction, no new initiation steps should be required; a 
radical should be regenerated in each propagation step. 

4. Draw termination step(s). 
The reaction ends with termination steps, which are side reactions rather than part of 
the product-forming mechanism. The reaction of any two free radicals to give a stable 
molecule is a termination step, as is a collision of a free radical with the reaction vessel. 


Before we illustrate this procedure, let’s consider a few common mistakes. Avoiding these 
mistakes will help you to draw correct mechanisms throughout this course. 


Common Mistakes to Avoid 


1. Do not use condensed or line—angle formulas for reaction sites. Draw all the bonds 
and all the substituents of each carbon atom affected throughout the mechanism. 
Three-bonded carbon atoms in intermediates are most likely to be radicals in the free-radi- 
cal reactions we have studied. If you draw condensed formulas or line—angle formulas, you 
will likely misplace a hydrogen atom and show a reactive species on the wrong carbon. 


2. Do not show more than one step occurring at once, unless they really do occur at once. 


Sample Problem 


Draw a mechanism for the reaction of methylcyclopentane with bromine under irradiation 
with light. Predict the major product. 


CH, ny 
2 
hy 


In every mechanism problem, we first draw what we know, showing all the bonds and all the 
substituents of each carbon atom that may be affected throughout the mechanism. 


H CH 
H ‘\~% ‘H 
Cc 
Ne Br, 
2h Co. = 
H \ / “HH ¥ 
a a ke 
H H 


1. Draw a step involving cleavage of the weak bond in the initiator. 
The use of light with bromine suggests a free-radical reaction, with light providing the 
energy for dissociation of Br,. This homolytic cleavage initiates the chain reaction by 
generating two Br~ radicals. 


a a hy 
Initiation step Br-Br —_——_> Br: + Br: 


2. Draw a reaction of the initiator with one of the starting materials. 
One of these initiator radicals should react with methylcyclopentane to give a free-radical 
version of methylcyclopentane. As we have seen, a bromine or chlorine radical can 
abstract a hydrogen atom from an alkane to generate an alkyl radical. The bromine 
radical is highly selective, and the most stable alkyl radical should result. Abstraction 
of the tertiary hydrogen atom gives a tertiary radical. 
(continued) 
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First propagation step 


f° 3° (Br 


nS AY H,C. 3° radical 
H Cc H H Cc: H 
NUATN ZF NAN ZF 
gon | | “Abe H~ \ /-H +. HBr 
Ti i i 
H H H H 


3. Draw a reaction of the free-radical version of the starting material with another 
starting-material molecule to form a bond needed in the product and to generate 
a new radical intermediate. 
The alkyl radical should react with another starting-material molecule, in another 
propagation step, to generate a product and another radical. Reaction of the alkyl] radi- 
cal with Br, gives 1-bromo-1-methylcyclopentane (the major product) and another 
bromine radical to continue the chain. 


Second propagation step 


cH. ,fBryP CH, Br 
H ee H \ 7 H 
\e7 No% No7 Nef 
H~ \ is —_—_ H~ \ ie 
= TT 
H H 


major product 


4. Draw termination step(s). 
It is left to you to add some possible termination steps and summarize the mechanism 
developed here. 


As practice in using a systematic approach to proposing mechanisms for free-radical 
reactions, work Problem 4-24 by going through the four steps just outlined. 


1 [ PROBLEM 4-24 


CH, —CH—CH—CH, 2,3-Dimethylbutane reacts with bromine in the presence of light to give a monobrominated 
product. Further reaction gives a good yield of a dibrominated product. Predict the struc- 
tures of these products, and propose a mechanism for the formation of the monobrominated 
product. 


2,3-dimethylbutane 


PROBLEM 4-25 


In the presence of a small amount of bromine, cyclohexene undergoes the following light- 
promoted reaction: 


Br 
h 
C) + trace Br, Ss + HBr 


cyclohexene 3-bromocyclohexene 


(a) Propose a mechanism for this reaction. 

(b) Draw the structure of the rate-limiting transition state. 

(c) Use Hammond’s postulate to predict which intermediate most closely resembles this 
transition state. 

(d) Explain why cyclohexene reacts with bromine much faster than cyclohexane, which 
must be heated to react. 


4-15 Radical Inhibitors 


We often want to prevent or retard free-radical reactions. For example, oxygen in the air 
oxidizes and spoils foods, solvents, and other compounds mostly by free-radical chain 
reactions. Chemical intermediates may decompose or polymerize by free-radical chain 
reactions. Even the cells in living systems are damaged by radical reactions, which can 
lead to aging, cancerous mutations, or cell death. 

Radical inhibitors are often added to foods and chemicals to retard spoilage by 
radical chain reactions. Chain reactions depend on the individual steps being fast, so 
that each initiation step results in many molecules reacting, as in the reaction-energy 
diagram at the left in Figure 4-13. (Only the radicals are shown.) 

The diagram at right in the figure shows how an inhibitor (I) can stop the chain by 
reacting with a radical intermediate in a fast, highly exothermic step to form an intermedi- 
ate that is relatively stable. The next step in the chain becomes endothermic and very slow. 
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endothermic, 
too slow 


st exothermic steps | 


A: 


with inhibitor I 


chain reaction 


FIGURE 4-13 A radical chain 
reaction must be a series of exothermic 
(or mildly endothermic) steps because 
each step must go quickly, before 

a termination reaction occurs. An 
inhibitor reacts with a radical to give 

a relatively stable product that ends 
the chain, because it would require a 
strongly endothermic step for the chain 
reaction to continue. 


“Butylated hydroxyanisole” (BHA) is often added to foods as an antioxidant. 
It stops oxidation by reacting with radical intermediates to form a relatively stable 
free-radical intermediate (BHA radical). The BHA radical can react with a second free 
radical to form an even more stable quinone with all its electrons paired. 


OH O- O 
RO- 
+ — + OER + 
O 


OCH, OCH, 
a quinone 


ROCH, 
or RCH3 


RO: 
or R* 


ROH 
or RH 


BHA BHA radical 


Radical inhibitors also help to protect the cells of living systems. Like BHA, vitamin E 
is a phenol (an aromatic ring with an — OH group), and it is thought to react with radicals 
by losing the OH hydrogen atom as just shown for BHA. Ascorbic acid (vitamin C) is also 
thought to protect cells from free radicals, possibly by the following mechanism: 


Application: Cancer Drugs 


Some anti-cancer agents act by 
generating highly reactive hydroxyl 
radicals, which damage and degrade 
the DNA of the rapidly dividing tumor 
cells. As a result, the cells die and the 
tumor shrinks. One example of a radical 
generator is bleomycin, which is used for 
the treatment of testicular cancer. 


OH H OH 
O ae CH,OH O oA CH,OH 
RO- ' ROH z OH 
oO rd +/O 
orR Ze or RH ZZ O | 
OH O: CH—CH,OH 
HO | HO <—> -O \ 
ascorbic acid O 
(vitamin C) HO 


stabilized free radical 
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HO 


iC 


CH; 


CH; 


vitamin E 
(R = alkyl chain) 


PROBLEM 4-26 


Draw resonance forms to show how the BHA radical is stabilized by delocalization of the 
radical electron over other atoms in the molecule. 


PROBLEM 4-27 


Write an equation for the reaction of vitamin E with an oxidizing radical (RO-) to give ROH 
and a less reactive free radical. 


4-16 Reactive Intermediates 


The free radicals we have studied are one class of reactive intermediates. Reactive 
intermediates are short-lived species that are never present in high concentrations 
because they react as quickly as they are formed. In most cases, reactive intermediates 
are fragments of molecules (like free radicals), often having atoms with unusual num- 
bers of bonds. Some of the common reactive intermediates contain carbon atoms with 
only two or three bonds, compared with carbon’s four bonds in its stable compounds. 
Such species react quickly with a variety of compounds to give more stable products 
with tetravalent carbon atoms. 

Although reactive intermediates are not stable compounds, they are important to 
our study of organic chemistry. Most reaction mechanisms involve reactive intermedi- 
ates. If you are to understand these mechanisms and propose mechanisms of your own, 
you need to know how reactive intermediates are formed and how they are likely to 
react. In this chapter, we consider their structure and stability. In later chapters, we see 
how they are formed and ways they react to give stable compounds. 

Species with trivalent (three-bonded) carbon are classified according to their charge, 
which depends on the number of nonbonding electrons. The carbocations have no nonbond- 
ing electrons and are positively charged. The radicals have one nonbonding electron and 
are neutral. The carbanions have a pair of nonbonding electrons and are negatively charged. 


H H H H 
| | | Me 
and — = ae 
H H H Hi 
carbocation radical carbanion carbene 


The most common intermediates with a divalent (two-bonded) carbon atom are the 
carbenes. A carbene has two nonbonding electrons on the divalent carbon atom, making 
it uncharged. Carbenes are not as common as carbocations, radicals, and carbanions. 


4-16A Carbocations 


A carbocation (also called a carbonium ion or a carbenium ion) is a species that 
contains a carbon atom bearing a positive charge. The positively charged carbon atom is 
bonded to three other atoms, and it has no nonbonding electrons, so it has only six elec- 
trons in its valence shell. It is sp” hybridized, with a planar structure and bond angles 
of about 120°. For example, the methyl cation (*CH;) is planar, with bond angles of 
exactly 120°. The unhybridized p orbital is vacant and lies perpendicular to the plane 
of the C—H bonds (Figure 4-14). The structure of *CHs is similar to the structure of 
BH, discussed in Chapter 1. 

With only six electrons in the positive carbon’s valence shell, a carbocation is a 
powerful electrophile (Lewis acid), and it may react with any nucleophile it encounters. 
Like other strong acids, carbocations are unlikely to be found in basic solutions. 


vacant 
p orbital 


Hin. ct _y 


“¢ 


side view 


top view 
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FIGURE 4-14 Orbital diagram of 
the methyl cation. The methyl cation 
is similar to BH3. The carbon atom is 
a bonded to three hydrogen atoms by 
overlap of its sp* hybrid orbitals with 
the s orbitals of hydrogen. A vacant p 
orbital lies perpendicular to the plane 
of the three C—H bonds. 


vacant 


p orbital ee 


overlap / 


6 
CH CH 
o+ 3 3 
Nt 
x C vs Hin Gt Cc 


4 a 


carbocation 


alkyl group 


FIGURE 4-15 Effect of alkyl 
substituent on carbocation stability. 
A carbocation is stabilized by overlap 
of filled orbitals on an adjacent alkyl 
group with the vacant p orbital of 
the carbocation. Overlap between 
ao bond and ap orbital is called 
hyperconjugation. 


Carbocations are proposed as intermediates in many types of organic reactions, some 
of which we will encounter in Chapter 6. 

Like free radicals, carbocations are electron-deficient species: They have fewer 
than eight electrons in the valence shell. Also like free radicals, carbocations are stabi- 
lized by alkyl substituents. An alkyl group stabilizes an electron-deficient carbocation 
in two ways: (1) through an inductive effect, and (2) through the partial overlap of filled 
orbitals with empty ones. The inductive effect is a donation of electron density through 
the sigma (a) bonds of the molecule. The positively charged carbon atom withdraws 
some electron density from the polarizable alkyl groups bonded to it. 

Alkyl substituents also have filled sp’ orbitals that can overlap with the empty p orbital 
on the positively charged carbon atom, further stabilizing the carbocation (Figure 4-15). 
Even though the attached alkyl group rotates, one of its sigma bonds is always aligned 
with the empty p orbital on the carbocation. The pair of electrons in this o bond spreads 
out into the empty p orbital, stabilizing the electron-deficient carbon atom. This type of 
overlap between a p orbital and a sigma bond is called hyperconjugation. 

In general, more highly substituted carbocations are more stable. 


Stability of carbocations 


I I i 1 
a di > a > ame i > — 
R H H H 


most stable least stable 


3° > 2? > 1° > methyl 


Unsaturated carbocations are also stabilized by resonance stabilization. If a 
pi (77) bond is adjacent to a carbocation, the filled p orbitals of the 7 bond will overlap 
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with the empty p orbital of the carbocation. The result is a delocalized ion, with the 
positive charge shared by two atoms. Resonance delocalization is particularly effective 
in stabilizing carbocations. 


i i i 
H C CH, H C CH, H C CH, 
Noe ee i a ye 
gered es Se = \¢c’ ‘ 
| | | | i) le 
H H H H 


Carbocations are common intermediates in organic reactions. Highly substituted 
alkyl halides can ionize when they are heated in a polar solvent. The strongly electro- 
philic carbocation reacts with any available nucleophile, often the solvent. 


| heat, CH,CH,OH | CH,CH,OH | ~4/ 
O 
* 


ees = H,C—Ct+ a ——— H,C—C—O: 

:Br: 
CH, CH; ” CH, CH,CH; 
tert-butyl bromide tert-butyl cation 


Carbocations are also strong proton acids. The tert-butyl cation shown above can also 
lose a proton to a weak base, often the solvent. 


ia a 9 HL soll H 
a as CH,CH,OH I + re 
H ae: : a 
3 | H,C~ CH, CH3CH, H 
CH, 


tert-butyl cation 


( PROBLEM 4-28 


The triphenylmethyl cation is so stable that some of its salts can be stored for months. Explain 
why this cation is so stable. 


triphenylmethy] cation 


( PROBLEM 4-29 


Rank the following carbocations in decreasing order of stability. Classify each as primary, 
secondary, or tertiary. +4 
(a) The isopentyl cation, (CH;),CHCH,— CH, (d) 


(b) The 3-methyl-2-buty] cation, CH; — CH— CH(CH3), 


(c) The 2-methyl-2-butyl cation, CH; — C(CH3)CH,CH; 


4-16B Free Radicals 


Like carbocations, free radicals are sp” hybridized and planar (or nearly planar). Unlike 
carbocations, however, the p orbital perpendicular to the plane of the C—H bonds of 
the radical is not empty; it contains the odd electron. Figure 4-16 shows the structure 
of the methyl radical. 

Both radicals and carbocations are electron-deficient because they lack an octet 
around the carbon atom. Like carbocations, radicals are stabilized by the electron- 
donating effect of alkyl groups, making more highly substituted radicals more stable. 
This effect is confirmed by the bond-dissociation enthalpies shown in Figure 4-7: Less 
energy is required to break a C—H bond to form a more highly substituted radical. 


Stability of radicals 
R R H H 
R—C: > pe . > bea - > H—-C: 
R H H H 
most stable least stable 
3. > 2° > 1° > methyl 


Like carbocations, radicals can be stabilized by resonance. Overlap with the p 
orbitals of a 7 bond allows the odd electron to be delocalized over two carbon atoms. 
Resonance delocalization is particularly effective in stabilizing a radical. 


{ PROBLEM 4-30 


Rank the following radicals in decreasing order of stability. Classify each as primary, second- 
ary, or tertiary. 
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Application: Biochemistry 


Vitamin By is an essential dietary factor, 
and a deficiency results in anemia and 
neurological damage. The vitamin assists 
two different enzymes in the produc- 
tion and stabilization of methyl radicals. 
These methyl radicals are then used 

for the synthesis of important cellular 
components. 


PROBLEM-SOLVING HINT 


We describe atoms as being electron- 
deficient when they lack a full octet, 
whether or not they bear a formal 
charge. Recall that the boron atoms 
in BH3 and BF3 are uncharged, yet 


they are electron-deficient and are 
powerful electrophiles (Lewis acids). 
Similarly, carbocations (6 electrons, 
positive charge) and free radicals 

(7 electrons, uncharged) are both 
electron-deficient and highly reactive. 


(a) The isopentyl radical, (CH;),CHCH,— CH) (d) 
(b) The 3-methyl-2-buty] radical, CH; — CH— CH(CH;), 
(c) The 2-methyl-2-buty] radical, CH;— C(CH;)CH,CH; 
L 
p orbital FIGURE 4-16 Orbital diagram of 


odd electron 


side view 


top view 


the methyl radical. The structure of the 
methyl radical is like that of the methyl 
cation (Figure 4-14), except there is an 
additional electron. The odd electron 

is in the p orbital perpendicular to the 
plane of the three C—H bonds. 
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methyl anion 


ammonia 


FIGURE 4-17 Comparison of 
orbital structures of the methyl anion 
and ammonia. Both the methyl anion 
and ammonia have an sp? hybridized 
central atom, with a nonbonding pair 
of electrons occupying one of the 
tetrahedral positions. 


4-16C Carbanions 


A carbanion has a trivalent carbon atom that bears a negative charge. There are eight 
electrons around the carbon atom (three bonds and one lone pair), so it is not electron- 
deficient; rather, it is electron-rich and a strong nucleophile (Lewis base). A carbanion 
has the same electronic structure as an amine. Compare the structures of a methyl 
carbanion and ammonia: 


1 i 
H—C: — 
H H 


methyl anion ammonia 


The hybridization and bond angles of a simple carbanion also resemble those of 
an amine. The carbon atom is sp* hybridized and tetrahedral. One of the tetrahedral 
positions is occupied by an unshared lone pair of electrons. Figure 4-17 compares the 
orbital structures and geometry of ammonia and the methyl] anion. 

Like amines, carbanions are nucleophilic and basic. A carbanion has a negative 
charge on its carbon atom, however, making it a more powerful base and a stronger 
nucleophile compared with an amine. For example, a carbanion is sufficiently basic to 
remove a proton from ammonia. 


ws. O KS 
\ = \ ae 
ee : ON. —_- 
RZ i/o WH 
R H 


.C—H N 
RY ie i ' 
7 i C/ 
R,C- + +NH, — R,CH + NH, 


Like other strong bases, carbanions are unlikely to be found in acidic solutions. 
The stability order of carbanions reflects their high electron density. Alkyl groups and 
other electron-donating groups slightly destabilize a carbanion. The order of stability 
is usually the opposite of that for carbocations and free radicals. 


Stability of carbanions 


R i ‘i H 
R—-C: < i = a < H—-C: 
R H H H 
least stable most stable 


3° < px < I° < methyl 


Carbanions that occur as intermediates in organic reactions are almost always sta- 
bilized by neighboring groups. They can be stabilized either by inductive effects or 
by resonance. For example, halogen atoms are electron-withdrawing, so they stabilize 
carbanions through the inductive withdrawal of electron density. Resonance also plays 
an important role in stabilizing carbanions. A carbonyl group (C=O) stabilizes an 
adjacent carbanion by overlap of its 7 bond with the nonbonding electrons of the 
carbanion. The negative charge is delocalized onto the electronegative oxygen atom 
of the carbonyl! group. 


eee <—> 


H H H H 


resonance-stabilized carbanion 


\_ 4A 


Ht @) H :O \n H :O: H 
Nee eS Zi \ 7 
C=C + 
va Vie X% 
H H 


This resonance-stabilized carbanion must be sp” hybridized and planar for effective 
delocalization of the negative charge onto oxygen (Section 1-17). Resonance-stabilized 
carbanions are the most common type of carbanions we will encounter in organic 
reactions. 


z 
PROBLEM 4-31 


Acetylacetone (pentane-2,4-dione) reacts with sodium hydroxide to give water and the 
sodium salt of a carbanion. Write a complete structural formula for the carbanion, and use 
resonance forms to show the stabilization of the carbanion. 


1 of 
H,C—C—CH,—C—CH, 


acetylacetone (pentane-2,4-dione) 


PROBLEM 4-32 


Propionitrile (:N==C— CH,CHs) is deprotonated by very strong bases. Write resonance 
forms to show the stabilization of the carbanion that results. 


4-16D Carbenes 


Carbenes are uncharged reactive intermediates containing a divalent carbon atom. The 
simplest carbene has the formula :CH, and is called methylene, just as a —CH,— 
group in a molecule is called a methylene group. One way of generating carbenes is to 
form a carbanion that can expel a halide ion. For example, a strong base can abstract 
a proton from tribromomethane (CHBr;) to give an inductively stabilized carbanion. 
This carbanion expels bromide ion to give dibromocarbene. 


Br Bry 
| aaa lat Bry 
Br—C—H *OH <— H,O + Br—C: —_—_ ype 
| | Br 
Br Br 
tribromomethane a carbanion dibromocarbene 


The carbon atom in dibromocarbene has only six electrons in its valence shell. It is 
sp” hybridized, with trigonal geometry. An unshared pair of electrons occupies one of 
the sp” hybrid orbitals, and there is an empty p orbital extending above and below the 
plane of the atoms. A carbene has both a lone pair of electrons and an empty p orbital, 
so it can react as a nucleophile or as an electrophile. 
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H,O 


Br- 
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nonbonding electrons 
paired in this 


t bital 
poeg ere sp* orbital 


Brin, 


C 
Br™ 


sp* hybridized 


Methylene itself is formed when diazomethane (CH,N>) is heated or irradiated 
with light. The diazomethane molecule splits to form a stable nitrogen molecule and 
the very reactive carbene. 


HL - + . H 
NA __ heat or light ~ oe 
UL CN N > UC: + ('(N=N 
H 
diazomethane methylene nitrogen 


The most common synthetic reaction of carbenes is their addition to double bonds 
to form cyclopropane rings. For example, dibromocarbene adds to cyclohexene to give 
an interesting bicyclic compound. 


wer Pas 
+ c <2 C 
a \ 
Br Br 
cyclohexene dibromocarbene 


No simple carbenes have ever been purified or even made in a high concentration, 
because when two carbenes collide, they immediately dimerize (two of them bond 
together) to give an alkene. 


very fast 
_very fast 


NL. eee 
yor = *CL 


Carbenes and carbenoids (carbene-like reagents) are useful both for the synthesis 
of other compounds and for the investigation of reaction mechanisms. The carbene 
intermediate is generated in the presence of its target compound, so that it can react 
immediately, and the concentration of the carbene is always low. Reactions using 
carbenes are discussed in Chapter 8. 


( PROBLEM 4-33 


When it is strongly heated, methyl diazoacetate decomposes to give nitrogen gas and a 
carbene. Draw a Lewis structure of the carbene. 


O 
+ - | 
:N=N—CH—C—O—CH, 


methyl diazoacetate 


Essential Terms 237 


SUMMARY Reactive Intermediates 


Structure 


Stability Properties 


carbocations —=C 


electrophilic 
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radicals 
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carbanions 


nucleophilic 
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carbenes 
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Essential Terms 


activation energy (E,) 


bond-dissociation 
enthalpy (BDE) 


carbanion 
carbene 
carbocation 
catalyst 

chain reaction 


initiation step: 
propagation steps: 


termination steps: 


enthalpy 


endothermic: 
exothermic: 
entropy (S) 


equilibrium 


equilibrium constant 


The energy difference between the reactants and the transition state; the minimum energy the 
reactants must have for the reaction to occur. (p. 213) 


The amount of enthalpy required to break a particular bond homolytically, to give radicals. 
(p. 207) 


A:BBo— > A +-+B  AH® = BDE 
A strongly nucleophilic species with a negatively charged carbon atom having only three bonds. 
The carbon atom has a nonbonding pair of electrons. (p. 234) 


A highly reactive species with only two bonds to an uncharged carbon atom with a nonbonding 
pair of electrons. The simplest carbene is methylene, :CHp, (p. 235) 


(carbonium ion, carbenium ion) A strongly electrophilic species with a positively charged carbon 
atom having only three bonds. (p. 230) 


A substance that increases the rate of a reaction (by lowering £4) without being consumed in the 
reaction. (p. 215) 


A multistep reaction where a reactive intermediate formed in one step brings about a second step 
that generates the intermediate needed for the following step. (p. 199) 


The preliminary step in a chain reaction, where the reactive intermediate is first formed. 


The steps in a chain reaction that are repeated over and over to form the product. The sum of the 
propagation steps should give the net reaction. 


Any steps where a reactive intermediate is consumed without another one being generated. 


(heat content; H) A measure of the heat energy in a system. In a reaction, the heat absorbed or 
evolved is called the heat of reaction, AH®°. A decrease in enthalpy (negative AH°) is favorable 
for a reaction. (p. 205) 


Consuming heat (having a positive AH). 

Giving off heat (having a negative AH°). 

A measure of disorder or freedom of motion. An increase in entropy (positive AS°) is favorable for 
a reaction. (p. 205) 

A state of a system such that no more net change is taking place; the rate of the forward reaction 
equals the rate of the reverse reaction. (p. 203) 

A quantity calculated from the relative amounts of the products and reactants present at 
equilibrium. (p. 203) For the reaction 

aA + bB = cC + dD 
the equilibrium constant is 


_ [cytpl? 
[A}°[B]° 
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free energy 


standard Gibbs free 
energy change: 


endergonic: 
exergonic: 
halogenation 


Hammond's postulate 


heterolytic cleavage 


homolytic cleavage 


inductive effect 
intermediate 


reactive intermediate: 


kinetics 
mechanism 


potential-energy diagram 


radical 


radical inhibitor 


rate equation 


order: 


rate constant: 
rate-limiting step 


(Gibbs free energy; G) A measure of a reaction’s tendency to go in the direction written. A decrease 
in free energy (negative AG) is favorable for a reaction. (p. 204) 
Free-energy change is defined: AG=AH-—TAS 


(AG°) The free-energy change corresponding to reactants and products in their standard states 
(pure substances in their most stable states) at 25 °C and 1 atm pressure. AG? is related to Keg by 


Keg = @ AG/RT (p. 204) 
Having a positive AG° (unfavorable). 
Having a negative AG° (favorable). 
The reaction of a halogen (X2) or halogen-containing reagent that incorporates one or more halogen 
atoms into a molecule. Free-radical halogenation of alkanes is an important industrial synthesis, 


but it is rarely used in a laboratory setting. We study the reaction primarily because it serves as an 
uncomplicated example for studying its thermodynamics and kinetics. (pp. 197, 201) 


R—H oe R=X + HX 
heat or light 

Related species (on a reaction-energy diagram) that are closer in energy are also closer in structure. 
In an exothermic reaction, the transition state is closer to the reactants in energy and in 
structure. In an endothermic reaction, the transition state is closer to the products in energy 
and in structure. (p. 224) 

(ionic cleavage) The breaking of a bond in such a way that one of the atoms retains both of the 
bond's electrons. A heterolytic cleavage forms two ions. (p. 208) 


: bes + 
A’B A:- + B 


(radical cleavage) The breaking of a bond in such a way that each atom retains one of the bond’s 
two electrons. A homolytic cleavage produces two radicals. (p. 208) 


ASB A: + °B 
) 
A donation (or withdrawal) of electron density through sigma bonds. (p. 231) 


A molecule or a fragment of a molecule that is formed in a reaction and exists for a finite length 
of time before it reacts in the next step. An intermediate corresponds to a relative minimum 
(a low point) in the reaction-energy diagram. (pp. 215, 221) 


A short-lived species that is never present in high concentration because it reacts as quickly as it is 
formed. (pp. 199, 200) 


The study of reaction rates. (pp. 198, 211) 


The step-by-step pathway from reactants to products, showing which bonds break and which bonds 
form in what order. The mechanism should include the structures of all intermediates and curved 
arrows to show the movement of electrons. (p. 198) 


See reaction-energy diagram. (p. 214) 


(free radical) A highly reactive species in which one of the atoms has an odd number of electrons. 
Most commonly, a radical contains a carbon atom with three bonds and an “odd” (unpaired) 
electron. (p. 200) 


A compound added to prevent the propagation of free-radical chain reactions. In most cases, the 
inhibitor reacts to form a radical that is too stable to propagate the chain. (p. 229) 


(rate law) The relationship between the concentrations of the reagents and the observed reaction 
rate. (p. 211) 


A general rate law for the reactionA+B — > C+Dis 
rate = k,[A]?[B]° 
(kinetic order) The power of a concentration term in the rate equation. The preceding rate equa- 
tion is ath order in [A], bth order in [B], and (a + b)th order overall. 
The proportionality constant k, in the rate equation. 


(rate-determining step) The slowest step in a multistep sequence of reactions. In general, the rate- 
limiting step is the step with the highest-energy transition state. (p. 216) 
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rate of a reaction The amount of product formed or reactant consumed per unit of time. (p. 211) 

reaction-energy diagram (potential-energy diagram) A plot of potential-energy changes as the reactants are converted to 
products. The vertical axis is potential energy (usually free energy, but occasionally enthalpy). 
The horizontal axis is the reaction coordinate, a measure of the progress of the reaction. (p. 214) 


transition state 
to 


products 


reaction coordinate ———> 


resonance stabilization Stabilization that takes place by delocalization of electrons in a 7 bonded system. Cations, radicals, 
and anions are often stabilized by resonance delocalization. (p. 231) 


au 


C=C 
/ \ 
H H 


resonance-stabilized carbanion 


substitution A reaction in which one atom replaces another, usually as a substituent on a carbon atom. (p. 199) 

termination reaction A step that produces fewer reactive intermediates (usually free radicals) than it consumes. (p. 202) 

thermodynamics The study of the energy changes accompanying chemical transformations. Thermodynamics is 
generally concerned with systems at equilibrium. (pp. 198, 203) 

transition state (activated complex) The state of highest energy between reactants and products. A relative 
maximum (high point) on the reaction-energy diagram. (p. 214) 


Essential Problem-Solving Skills in Chapter 4 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Propose a detailed mechanism for the free-radical halogenation of an alkane. Problems 4-44, 46, 48, 51, 55, 56, and 58 


2 Predict the major halogenation products based on the stability of the intermediates 
and the selectivity of the halogenation. Problems 4-43, 47, 48, and 49 


3 Draw a reaction-energy diagram for a mechanism, and point out the corresponding 
transition states, activation energies, intermediates, and rate-limiting steps. Problems 4-35, 36, 37, and 38 


4 Use bond-dissociation enthalpies to calculate the enthalpy change for each step 


of a reaction and the overall enthalpy change for the reaction. Problems 4-41, 51, 54, 55, 56, and 58 
5 Calculate free-energy changes from equilibrium constants, and calculate the 

position of an equilibrium from the free-energy changes. Problems 4-53 and 58 
6 Determine the kinetic order of a reaction based on its rate equation. Problems 4-34 and 39 


Use Hammond's postulate to predict whether a transition state will be reactant-like 
or product-like, and explain how this distinction affects the selectivity of a reaction. Problems 4-50 and 57 


Problem-Solving Strategy: Proposing Reaction Mechanisms: Free-Radical Reactions _ Problems 4-44, 46, 48, 51, 55, 56, and 58 


8 Draw and describe the structures of carbocations, carbanions, free radicals, 
and carbenes and the structural features that stabilize them. Explain which are 
electrophilic and which are nucleophilic. Problems 4-40, 42, 45, 46, 47, and 52 
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Study Problems 


4-34 


4-35 


4-36 


4-37 
4-38 


4-39 


The following reaction is a common synthesis used in the organic chemistry laboratory course. 


CH,CH,CH,Br + CH,O- 


1-bromopropane methoxide ion 


CH,CH,CH,OCH, + Br 


methoxypropane bromide ion 


CH,OH 


(methanol solvent) 


When we double the concentration of methoxide ion (CH;O ), we find that the reaction rate doubles. When we triple the 

concentration of 1-bromopropane, we find that the reaction rate triples. 

(a) What is the order of this reaction with respect to 1-bromopropane? What is the order with respect to methoxide ion? 
Write the rate equation for this reaction. What is the overall order? 

(b) One lab textbook recommends forming the sodium methoxide in methanol solvent, but before adding 1-bromopropane, 
it first distills off enough methanol to reduce the mixture to half of its original volume. What difference in rate will 
we see when we run the reaction (using the same amounts of reagents) in half the volume of solvent? 

Consider the following reaction-energy diagram. 


(a) Label the reactants and the products. Label the activation energy for the first step and the second step. 

(b) Is the overall reaction endothermic or exothermic? What is the sign of AH°? 

(c) Which points in the curve correspond to intermediates? Which correspond to transition states? 

(d) Label the transition state of the rate-limiting step. Does its structure resemble the reactants, the products, or an 
intermediate? 

Draw a reaction-energy diagram for a one-step endothermic reaction. Label the parts that represent the reactants, products, 

transition state, activation energy, and heat of reaction. 

Draw a reaction-energy diagram for a two-step endothermic reaction with a rate-limiting first step. 

(a) Draw an approximate reaction-energy diagram for the acid—base reaction of phenol (see below) with 1-molar aqueous 
sodium hydroxide solution. 

(b) On the same diagram, draw an approximate reaction-energy diagram for the acid—base reaction of tert-butyl alcohol 
(see below) with 1-molar aqueous sodium hydroxide solution. 


CH, 


| 
€ \-on CHj—C—OH 


CH; 
phenol, pK, = 10.0 tert-butyl alcohol, pK, = 18.0 


Treatment of tert-butyl alcohol with concentrated HBr gives tert-butyl bromide. 
CH, Gi 
H,C—C—OH + Ht + Br —_ H,C—C—Br + H,O 


CH, CH, 
tert-butyl alcohol tert-butyl bromide 
When the concentration of H* is doubled, the reaction rate doubles. When the concentration of tert-butyl alcohol is tripled, 


the reaction rate triples. When the bromide ion concentration is quadrupled, however, the reaction rate is unchanged. Write 
the rate equation for this reaction. 


4-40 


4-41 


4-42 


4-43 


4-44 


4-45 


*4-46 


4-47 
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Label each hydrogen atom in the following compounds as primary (1°), secondary (2°), or tertiary (3°). 
(a) CH(CHs3)3 (b) (CH3)3CCH,CH CH; (c) (CH3)sCHCH(CHs3)2 


/ CBs 
(d) eS ) [| (f An 


Use bond-dissociation enthalpies (Table 4-2, p. 203) to calculate values of AH° for the following reactions. 
(a) CH, - CH, AP lL —z CH; CHI + HI 

(d) CH; CH, CH; + H, —- CH; CH; + CH, 

(e) CH; CH, OH + HBr — CH; CH, =<bBr, = H, O 

Use the information in Table 4-2 to rank the following radicals in decreasing order of stability. 


CH, 
CO Cy C(CH,), CH, CH,CH, HC=C 
For each alkane, 


1. draw all the possible monochlorinated derivatives. 

2. determine whether free-radical chlorination would be a good way to make any of these monochlorinated derivatives. 
(Will the reaction give mostly one major product?) 

3. which monobrominated derivatives could you form in good yield by free-radical bromination? 

(a) cyclopentane (b) methylcyclopentane 

(c) 2-methylpentane (d) 2,2,3,3-tetramethylbutane 

Write a mechanism for the light-initiated reaction of cyclobutane with chlorine to give chlorocyclobutane. Label the initia- 

tion and propagation steps. 


Cl 


+ Ci, eS + HCl 


cyclobutane chlorocyclobutane 


Draw the important resonance forms of the following free radicals. 


(a) CH.=CH—CH, (b) CH, (c) | 


Y ‘ 
1 CGMEEEIC! 


In the presence of a small amount of bromine, the following light-promoted reaction has been observed. 
HC CH, iy EBC ai HAC CH, 
+ Brn — a. Br t+ + HBr 
H 
Br 


(a) Write a mechanism for this reaction. Your mechanism should explain how both products are formed. (Hint: Notice 
which H atom has been lost in both products.) 

(b) Explain why only this one type of hydrogen atom has been replaced, in preference to any of the other hydrogen atoms 
in the starting material. 

For each compound, predict the major product of free-radical bromination. Remember that bromination is highly selective, 

and only the most stable radical will be formed. 

(a) cyclohexane (b) methylcyclopentane (c) decalin 


CH,CH, 
(d) hexane (e) Cy (f) CO (2 products) 


ethylbenzene 
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4-48 


4-49 


4-50 


4-51 


*4-52 


*4.53 


*4.54 


*4.55 
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When exactly 1 mole of methane is mixed with exactly | mole of chlorine and light is shone on the mixture, a chlorination 

reaction occurs. The products are found to contain substantial amounts of di-, tri-, and tetrachloromethane, as well as 

unreacted methane. 

(a) Explain how a mixture is formed from this stoichiometric mixture of reactants, and propose mechanisms for the 
formation of these compounds from chloromethane. 

(b) How would you run this reaction to get a good conversion of methane to CH;Cl? Of methane to CCl? 

The chlorination of pentane gives a mixture of three monochlorinated products. 

(a) Draw their structures. 

(b) Predict the ratios in which these monochlorination products will be formed, remembering that a chlorine atom 
abstracts a secondary hydrogen about 4.5 times as fast as it abstracts a primary hydrogen. 

(a) Draw the structure of the transition state for the second propagation step in the chlorination of methane. 


F CH; + Cl, —_ CH; Cl + Cl: 


Show whether the transition state is product-like or reactant-like and which of the two partial bonds is stronger. 
(b) Repeat for the second propagation step in the bromination of methane. 
Peroxides are often added to free-radical reactions as initiators because the oxygen—oxygen bond cleaves homolytically 
rather easily. For example, the bond-dissociation enthalpy of the O— O bond in hydrogen peroxide (H—O—O—H) 
is only 213 kJ/mol (51 kcal/mol). Give a mechanism for the hydrogen peroxide-initiated reaction of cyclopentane with 
chlorine. The BDE for HO— Cl is 210 kJ/mol (50 kcal/mol). 
When dichloromethane is treated with strong NaOH, an intermediate is generated that reacts like a carbene. Draw the 
structure of this reactive intermediate, and propose a mechanism for its formation. 
When ethene is treated in a calorimeter with H, and a Pt catalyst, the heat of reaction is found to be — 137 kJ/mol 
(—32.7 kcal/mol), and the reaction goes to completion. When the reaction takes place at 1400 °K, the equilibrium is found 
to be evenly balanced, with K,, = 1. Compute the value of AS for this reaction. 


Pt catalyst 
ul > 


CH, a CH, t H, 


CH; — CH; AH = ~—137kJ/mol (—32.7 kcal/mol) 


When a small amount of iodine is added to a mixture of chlorine and methane, it prevents chlorination from occurring. 
Therefore, iodine is a free-radical inhibitor for this reaction. Calculate AH° values for the possible reactions of iodine 
with species present in the chlorination of methane, and use these values to explain why iodine inhibits the reaction. 
(The I—Cl bond-dissociation enthalpy is 211 kJ/mol or 50 kcal/mol.) 

Tributyltin hydride (Bu3SnH) is used synthetically to reduce alkyl halides, replacing a halogen atom with hydrogen. 
Free-radical initiators promote this reaction, and free-radical inhibitors are known to slow or stop it. Your job is to 
develop a mechanism, using the following reaction as the example. 


H H 
trace Bro, hv 
Br + Bu3SnH > H a Bu3SnBr 


The following bond-dissociation enthalpies may be helpful: 
Br—Br 190 kJ/mol 
H—Br 366 kJ/mol 
Bu3Sn—H 310 kJ/mol 


H Br 
413 kJ/mol 309 kJ/mol 


Bu3Sn— Br 552 kJ/mol 


(a) Propose initiation and propagation steps to account for this reaction. 

(b) Calculate values of AH for your proposed steps to show that they are energetically feasible. (Hint: A trace of Bry and 
light suggests it’s there only as an initiator, to create Br* radicals. Then decide which atom can be abstracted most 
favorably from the starting materials by the Br* radical. That should complete the initiation. Finally, decide what 
energetically favored propagation steps will accomplish the reaction.) 


*4-56 


*4-57 
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When healthy, Earth’s stratosphere contains a low concentration of ozone (O3) that absorbs poten- hy 

tially harmful ultraviolet (UV) radiation by the cycle shown at right. ( 
Chlorofluorocarbon refrigerants, such as Freon 12 (CF,Cl,), are stable in the lower atmosphere, foN 

but in the stratosphere they absorb high-energy UV radiation to generate chlorine radicals. 


Gch Sc. + ai: 
The presence of a small number of chlorine radicals appears to lower ozone concentrations dramati- 
cally. The following reactions are all known to be exothermic (except the one requiring light) and 
to have high rate constants. Propose two mechanisms to explain how a small number of chlorine 
radicals can destroy large numbers of ozone molecules. Which of the two mechanisms is more likely when the concentra- 
tion of chlorine atoms is very small? 


i—0=0=—ci 56, + 20k iG—o + 6. — + GG, + ck 
c+ + O-—— c+ + 0) 20-6 —> c-o—o=—ci 


Deuterium (D) is the hydrogen isotope of mass number 2, with a proton and a neutron in its nucleus. The chemistry of 
deuterium is nearly identical to the chemistry of hydrogen, except that the C—D bond is slightly stronger than the C—H 
bond by 5.0 kJ/mol (1.2 kcal/mol). Reaction rates tend to be slower when a C—D bond (as opposed to a C—H bond) is 
broken in a rate-limiting step. 

This effect, called a kinetic isotope effect, is clearly seen in the chlorination of methane. Methane undergoes free- 
radical chlorination 12 times as fast as tetradeuteriomethane (CD,). 


Faster. CH, + Cl» —~ CH;3Cl + HCl relative rate = 12 


Slower: CD, + Cl» —~>CD;Cl + DCI relative rate = | 
(a) Draw the transition state for the rate-limiting step of each of these reactions, showing how a bond to hydrogen or 
deuterium is being broken in this step. 
(b) Monochlorination of deuterioethane (C,H; D) leads to a mixture containing 93% C,H4DCl and 7% C,H;Cl. Calculate 
the relative rates of abstraction per hydrogen and deuterium in the chlorination of deuterioethane. 
(c) Consider the thermodynamics of the chlorination of methane and the chlorination of ethane, and use the Hammond 
postulate to explain why one of these reactions has a much larger isotope effect than the other. 
Iodination of alkanes using iodine (I2) is usually an unfavorable reaction. (See Problem 4-17, for example.) 
Tetraiodomethane (CI4) can be used as the iodine source for iodination in the presence of a free-radical initiator such as 
hydrogen peroxide. Propose a mechanism (involving mildly exothermic propagation steps) for the following proposed 
reaction. Calculate the value of AH for each of the steps in your proposed mechanism. 


H,0, I 
+ Cl — + HCI, 
heat 


The following bond-dissociation energies may be helpful: 


heat 


IC —I 188 kJ/mol HO—I 234 kJ/mol 1,C—H 418 kJ/mol 
(45 kcal/mol) (56 kcal/mol) (100 kcal/mol) 


H I 
HO—OH 213 kJ/mol Cy 413 kJ/mol Cy 238 kJ/mol 
(51 kcal/mol) (99 kcal/mol) (57 kcal/mol) 


Goals for Chapter 5 


1 Recognize structures that have 
stereoisomers, and identify the 
relationships between the stereoiso- 
mers. 


2 Recognize chiral structures, draw 
their mirror images, and identify 
features that may suggest chirality. 


3 Identify asymmetric carbon atoms 
and other stereocenters, and assign 
their configurations. 


4 Explain the relationships between 
optical activity and chirality, optical 
purity, and enantiomeric excess. 


5 Explain how the different types 
of stereoisomers differ in their 
physical and chemical properties. 


> Chirality is not an obscure scientific 
concept. Almost all of nature is chiral, 
and all living things are chiral. Hands, 
feet, paws, plants, flowers, hooves, 
protein, DNA, and people are all chiral. 
This photo shows two otherwise 
identical snails with mirror-image shells 
(Section 5-2). 
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Stereochemistry 


5-1 Introduction 


Stereochemistry is the study of the three-dimensional structure of molecules. No 
one can understand organic chemistry, biochemistry, or biology without using 
stereochemistry. Biological systems are exquisitely selective, and they often dis- 
criminate between molecules with subtle stereochemical differences. We have seen 
(Section 1-19) that isomers are grouped into two broad classes: constitutional iso- 
mers and stereoisomers. Constitutional isomers (structural isomers) differ in their 
bonding sequence; their atoms are connected differently. Stereoisomers (also called 
configurational isomers) have the same bonding sequence, but they differ in the 
orientation of their atoms in space. 

Differences in spatial orientation might seem unimportant, but stereoisomers often 
have remarkably different physical, chemical, and biological properties. For example, 
the cis and trans isomers of butenedioic acid (next page) are a special type of stereo- 
isomers called cis-trans isomers (or geometric isomers). Both compounds have the 
formula HOOC— CH=CH — COOH, but they differ in how these atoms are arranged 
in space. The cis isomer is called maleic acid, and the trans isomer is called fumaric 
acid. Fumaric acid is an essential metabolic intermediate in both plants and animals, 
but maleic acid is toxic and irritating to tissues. 


1 , off 
| 
H C—OH HO—C C—OH 
C=C C=C 
/ \ / \ 
HO—C H H H 


maleic acid, mp 138 °C 
toxic irritant 


fumaric acid, mp 287 °C 
essential metabolite 


The discovery of stereochemistry was one of the most important breakthroughs 
in the structural theory of organic chemistry. Stereochemistry explained why several 
types of isomers exist, and it forced scientists to propose the tetrahedral carbon atom. 
In this chapter, we study the three-dimensional structures of molecules to understand 
their stereochemical relationships. We compare the various types of stereoisomers and 
study ways to differentiate among stereoisomers. In later chapters, we will see how ste- 
reochemistry plays a major role in the properties and reactions of organic compounds. 


5-2 Chirality 


What is the difference between your left hand and your right hand? They look similar, yet 
a left-handed glove does not fit the right hand. The same principle applies to your feet. 
They look almost identical, yet the left shoe fits painfully on the right foot. The relation- 
ship between your two hands or your two feet is that they are nonsuperimposable (non- 
identical) mirror images of each other. Objects that have left-handed and right-handed 
forms are called chiral (Ai'rel, rhymes with “spiral’’), the Greek word for “handed.” 

We can tell whether an object is chiral by looking at its mirror image (Figure 5-1). 
Every physical object (with the possible exception of a vampire) has a mirror image, 
but a chiral object has a mirror image that is different from the original object. For 
example, a chair and a spoon and a glass of water all look the same in a mirror. Such 
objects are called achiral, meaning “not chiral.” A hand looks different in the mirror. 
If the original hand were the right hand, it would look like a left hand in the mirror. 
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Application: Mirror-lmage People 


Most people have their heart on their left 
side and their liver and appendix on the 
right. About 1 person in 10,000 is born 
with a congenital condition called situs 
inversus, in which their major organs 
are in the mirror image positions, with 
the heart on the right and the liver and 
appendix on the left. People with situs 
inversus are approximately (but not in 
minute detail) the mirror image of the 
majority of people. 


achiral (not chiral) chiral 


left hand ‘ 


Identical right hand 


FIGURE 5-1 Use of a mirror to 
test for chirality. An object is chiral if 
its mirror image is different from the 
original object. 


Besides shoes and gloves, we encounter many other chiral objects every day 
(Figure 5-2). What is the difference between an English car and an American car? The 
English car has the steering wheel on the right-hand side, while the American car has it on 
the left. To a first approximation, the English and American cars are nonsuperimposable 
mirror images. Most screws have right-hand threads and are turned clockwise to tighten. 
The mirror image of a right-handed screw is a left-handed screw, turned counterclockwise 
to tighten. Those of us who are left-handed realize that scissors are chiral. Most scissors 
are right-handed. If you use them in your left hand, they cut poorly, if at all. A left-handed 
person must go to a well-stocked store (or a specialized “Leftorium’’) to find a pair of 
left-handed scissors, the mirror image of the “standard” right-handed scissors. 
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FIGURE 5-2) Common chiral 
objects. Many objects come in “left- 
handed” and “right-handed” versions. 


mirror mirror 


PROBLEM 5-1 


Determine whether the following objects are chiral or achiral. 
<= 


“—_ 


—_ 


5-2A Chirality and Enantiomers in Organic Molecules 


Like other objects, molecules are either chiral or achiral. For example, consider the two 
geometric isomers of 1,2-dichlorocyclopentane (Figure 5-3). The cis isomer is achiral 
because its mirror image is superimposable on the original molecule. Two molecules 
are said to be superimposable if they can be placed on top of each other and the three- 
dimensional position of each atom of one molecule coincides with the equivalent atom 
of the other molecule. To draw the mirror image of a molecule, simply draw the same 
structure with left and right reversed. The up-and-down and front-and-back directions 
are unchanged. The two mirror-image structures of the cis isomer are identical (super- 
imposable), and cis-1,2-dichlorocyclopentane is achiral. 


FIGURE 5-3 Stereoisomers of 
1,2-dichlorocyclopentane. The cis 
isomer has no enantiomers; it is achiral. 
The trans isomer is chiral; it can exist 

in either of two nonsuperimposable 
enantiomeric forms. 


same compound different compounds 


Cl Cl cl Cl 


cis-1,2-dichlorocyclopentane trans-1,2-dichlorocyclopentane 
(achiral) (chiral) 


The mirror image of trans-1,2-dichlorocyclopentane is different from (nonsuper- 
imposable with) the original molecule. These are two different compounds, and we 
should expect to discover two mirror-image isomers of trans-1,2-dichlorocyclopentane. 
Make models of these isomers to convince yourself that they are different no matter 
how you twist and turn them. Nonsuperimposable mirror-image molecules are called 
enantiomers. A chiral compound always has an enantiomer (a nonsuperimposable 
mirror image). An achiral compound always has a mirror image that is the same as the 
original molecule. Let’s review the definitions of these words. 


enantiomers: mirror-image isomers; pairs of compounds that are nonsuper- 
imposable mirror images 

(“handed”’) different from its mirror image; having an enantiomer 
(“not handed”’) identical with its mirror image; not chiral 


chiral: 
achiral: 


Any compound that is chiral must have an enantiomer. Any compound that is achiral 
cannot have an enantiomer. 


PROBLEM 5-2 


Make a model and draw a three-dimensional structure for each compound. Then draw the 
mirror image of your original structure and determine whether the mirror image is the same 
compound. Label each structure as being chiral or achiral, and label pairs of enantiomers. 
(a) cis-1,2-dimethylcyclobutane (b) trans-1,2-dimethylcyclobutane 
(c) cis- and trans-1,3-dimethylcyclobutane (d) 2-bromobutane 

OH 


(e) (f) O , 
O “NCH 3 


5-2B Asymmetric Carbon Atoms, Chiral Centers, and Stereocenters 


The three-dimensional drawing of 2-bromobutane in Figure 5-4 shows that 2-bromobutane 
cannot be superimposed on its mirror image. This simple molecule is chiral, with two 
distinct enantiomers. What is it about a molecule that makes it chiral? The most common 
feature (but not the only one) that leads to chirality is a carbon atom that is bonded to four 
different groups. Such a carbon atom is called an asymmetric carbon atom or a chiral 
carbon atom, and is often designated by an asterisk (**). Carbon atom 2 of 2-bromobutane 
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PROBLEM-SOLVING HINT 


Every object has a mirror image. 


Is its mirror image the same or 
different? Different: The object is 
chiral. Same: The object is achiral. 


PROBLEM-SOLVING HINT 


Stereochemistry is a difficult topic 
for many students. Use your models 
to help you see the relationships 
between structures. Once you have 


experience working with these 
three-dimensional relationships, 
you may be able to visualize them 
without constructing models. 


FIGURE 5-4 _— Enantiomers 
(nonsuperimposable mirror image 
isomers) of 2-bromobutane. 
2-Bromobutane is chiral by virtue of an 
asymmetric carbon atom (chiral carbon 
atom), marked with an *. 
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is bonded to a hydrogen atom, a bromine atom, a methyl group, and an ethyl group. It 
is an asymmetric carbon atom, and it is responsible for the chirality of 2-bromobutane. 
An asymmetric carbon atom is the most common example of a chiral center (or 
chirality center), the IUPAC term for any atom holding a set of ligands in a spatial 
arrangement that is not superimposable on its mirror image. Chiral centers belong to 
an even broader group called stereocenters. A stereocenter (or stereogenic atom) is 
any atom at which the interchange of two groups gives a stereoisomer.” Asymmetric 
carbons and the double-bonded carbon atoms in cis-trans isomers are the most common 
types of stereocenters. Figure 5-5 compares these successively broader definitions. 


FIGURE 5-5 Asymmetric carbon 
atoms are examples of chiral centers, 
which are examples of stereocenters. 


CH,CH3 CH)CH>CH, H CH, 
Cex un IC CN CH,CH; 
ms Br CH(CH3), H CH; 


| asymmetric carbon 


chiral centers (*) 


stereocenters (circled) 


Make a model of an asymmetric carbon atom, bonded to four different-colored 
atoms. Also make its mirror image and try to superimpose the two (Figure 5-6). No 
matter how you twist and turn the models, they never look exactly the same. 

If two of the four groups on a carbon atom are the same, however, the arrangement 
usually is not chiral. Figure 5-7 shows the mirror image of a tetrahedral structure with 
only three different groups; two of the four groups are the same. If the structure on the 
right is rotated 180°, it can be superimposed on the left structure. 


FIGURE 5-6 _— Enantiomers of an 
asymmetric carbon atom. These two 
mirror images are nonsuperimposable. 


enantiomers 


mirror 


FIGURE 5-7) Acarbon atom 
bonded to just three different types of 
groups is not chiral. 


| rotate 180° 


same as the 


u first structure 


“The term stereocenter (stereogenic atom) is not consistently defined. The original (Mislow) definition is 
given here. Some sources simply define it as a synonym for an asymmetric carbon (chiral carbon) or for 
a chiral center. 


We can generalize at this point, but keep in mind that the ultimate test for chirality 


is always whether the molecule’s mirror image is the same or different. 


1. If acompound has no asymmetric carbon atom, it is usually achiral. (We will see 


exceptions in Section 5-9.) 
2. If a compound has just one asymmetric carbon atom, it must be chiral. 


3. Ifa compound has more than one asymmetric carbon, it may or may not be chiral. 


(We will see examples in Section 5-12.) 


, 
SOLVED PROBLEM 5-1 


Identify each asymmetric carbon atom in the following structure: 


H i 
ae CH—CH, 
H Cl 


SOLUTION 
This structure contains three asymmetric carbons: 


1. The (CHOH) carbon of the side chain is asymmetric. Its four substituents are the ring, 
a hydrogen atom, a hydroxy group, and a methyl group. 

2. Carbon atom Cl of the ring is asymmetric. Its four substituents are the side chain, a 
hydrogen atom, the part of the ring closer to the chlorine atom (—-CH,— CHCI— ), and 
the part of the ring farther from the chlorine atom (— CH, — CH, — CH, — CHC1— ). 

3. The ring carbon C3 bearing the chlorine atom is asymmetric. Its four substituents are 
the chlorine atom, a hydrogen atom, the part of the ring closer to the side chain, and 
the part of the ring farther from the side chain. 


Notice that different groups might be different in any manner. For example, the ring car- 
bon bearing the chlorine atom is asymmetric even though two of its ring substituents initially 
appear to be —-CH,— groups. These two parts of the ring are different because one is closer 


to the side chain and one is farther away. The entire structure of the group must be considered. J 


( PROBLEM 5-3 


Draw a three-dimensional structure for each compound, and star all asymmetric carbon 
atoms. Draw the mirror image for each structure, and state whether you have drawn a pair 
of enantiomers or just the same molecule twice. Build molecular models of any of these 
examples that seem difficult to you. 


NH 
(a) OH (b) Oli (c) ye 
ie Pe CH,—CH—COOH 
pentan-2-ol pentan-3-ol alanine 
(d) 1-bromo-2-methylbutane (e) chlorocyclohexane  (f)_ cis-1,2-dichlorocyclobutane 
(g) (h) (i) H 
CH, 
H 
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COMMON TERMINOLOGY 
Many organic chemists use the 
broad term stereocenter to mean 
“chiral center.” You may need to 


determine the meaning from the 
context. Most of the rules that apply 
to asymmetric carbons and other 
chiral centers do not apply to the 
stereocenters in double bonds. 


PROBLEM-SOLVING HINT 


To draw the mirror image of a 
structure, keep up-and-down and 


front-and-back aspects as they are 
in the original structure, but reverse 
left and right. 


PROBLEM-SOLVING HINT 


To determine whether a ring 
carbon is asymmetric, see if there 


is a difference in the path around 
the ring in each direction. If there 
is, then the two ring bonds are 
“different groups.” 
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PROBLEM 5-4 


For each of the stereocenters (circled) in Figure 5-5, 


(a) draw the compound with two of the groups on the stereocenter interchanged. 
(b) give the relationship of the new compound to the original compound. 


5-2C Mirror Planes of Symmetry 


In Figure 5-3, we saw that cis-1,2-dichlorocyclopentane is achiral. Its mirror image 
was found to be identical with the original molecule. Figure 5-8 illustrates a shortcut 
that often shows whether a molecule is chiral. If we draw a line down the middle of 
cis-1,2-dichlorocyclopentane, bisecting a carbon atom and its two hydrogen atoms, 
the part of the molecule that appears to the right of the line is the mirror image of the 
part on the left. This kind of symmetry is called an internal mirror plane, sometimes 
symbolized by the Greek lowercase letter sigma (a). Because the right-hand side of 
the molecule is the reflection of the left-hand side, the molecule’s mirror image is the 
same as the original molecule. 


FIGURE 5-8 Internal mirror plane. 
cis-1,2-Dichlorocyclopentane has an 
internal mirror plane of symmetry. Any 
compound with an internal mirror 
plane of symmetry cannot be chiral. 


Cl 
Cl Cl Cl 


internal mirror plane 
of symmetry (0) 


Notice in the following figure that the chiral trans isomer of 1,2-dichlorocyclopentane 
does not have a mirror plane of symmetry. The chlorine atoms do not reflect into each 
other across our hypothetical mirror plane. One of them is directed up, and the other is 
directed down. 


nota plane enantiomers 


of symmetry i \ 
| 


H Cl Cl dH 
does not correspond different from the 


structure at left 


We can generalize from these and other examples to state the following principle: 


Any molecule that has an internal mirror plane of symmetry cannot be chiral, 
even though it may contain asymmetric carbon atoms. 


The converse is not true, however. When we cannot find a mirror plane of symmetry, 
that does not necessarily mean that the molecule must be chiral. The following example 
has no internal mirror plane of symmetry, yet the mirror image is superimposable on 
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the original molecule. You may need to make models to show that these mirror images 
are just two drawings of the same compound. 


Cl Wn, oe “CY 
Br cl cl Br 
(identical mirror images) 


Using what we know about mirror planes of symmetry, we can see why a chiral 
(asymmetric) carbon atom is special. Figure 5-4 showed that an asymmetric carbon has 
a mirror image that is nonsuperimposable on the original structure; it has no internal 
mirror plane of symmetry. If a carbon atom has only three different kinds of substitu- 
ents, however, it has an internal mirror plane of symmetry (Figure 5-9). Therefore, it 
cannot contribute to chirality in a molecule. 


FIGURE 5-9 Acarbon atom with 
two identical substituents (only three 
different substituents) usually has an 
internal mirror plane of symmetry. The 
structure is not chiral. 


viewed from 


this angle 
¢ >) 
PROBLEM 5-5 PROBLEM-SOLVING HINT 
For each compound, determine whether the molecule has an internal mirror plane of sym- Various methods are used to show 
metry. If it does, draw the mirror plane on a three-dimensional drawing of the molecule. If the stereochemistry of bonds. 
the molecule does not have an internal mirror plane, determine whether the structure is chiral. Bonds toward the viewer are 
(a) methane (b) cis-1,2-dibromocyclobutane shown as heavy or dark, often 
(ce) trans-1,2-dibromocyclobutane (d) 1,2-dichloropropane with perspective (the end toward 
(e) itl (f) We the viewer appears larger). Bonds 
HOCH.—CH—CHO CH,—CH—COOH away from the viewer are shown as 
: : . dashed or dotted, with or without 
glyceraldehyde alanine ; 
perspective. The IUPAC has recently 
(g) ds (h) recommended the convention that 
cun{ a we follow in this book. All four 
CH, structures shown below depict 
) exactly the same molecule. 
. O. OH 
5-3 (R) and (S) Nomenclature of Asymmetric CH (force, 
Ca rbon Atoms perspective no perspective 
Alanine, from Problem 5-5(f), is one of the amino acids found in common proteins. OQ. OH O. .OH 
Alanine has an asymmetric carbon atom, and it exists in two enantiomeric forms. ( CH ( ¥ CH 
3 3 
% Pa ee po IUPAC other options 
Cc convention 
| | 
ok * 
Con weC 
P Vo H' 7% 


CH, ‘NH, | HN CH, 


natural alanine unnatural alanine 
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© CH,CH,Br 


a 
@ 
CH,CH, ,CH(CH,), 


Examples 
H 

te —Br 
H 


These mirror images are different, and this difference is reflected in their biochemistry. 
Only the enantiomer on the left can be metabolized by the usual enzyme; the one on 
the right is not recognized as a useful amino acid. Both are named alanine, however, 
or 2-aminopropanoic acid in the IUPAC system. We need a simple way to distinguish 
between enantiomers and to give each of them a unique name. 

The difference between the two enantiomers of alanine lies in the three-dimensional 
arrangement of the four groups around the asymmetric carbon atom. Any asym- 
metric carbon has two possible (mirror-image) spatial arrangements, which we call 
configurations. The alanine enantiomers represent the two possible arrangements of 
its four groups around the asymmetric carbon atom. If we can name the two configura- 
tions of any asymmetric carbon atom, then we have a way of specifying and naming 
the enantiomers of alanine or any other chiral compound. 

The Cahn-Ingold-Prelog convention is the most widely accepted system for 
naming the configurations of chiral centers. Each asymmetric carbon atom is assigned 
a letter (R) or (S) based on its three-dimensional configuration. To determine the name, 
we follow a two-step procedure that assigns “priorities” to the four substituents and 
then assigns the name based on the relative positions of these substituents. Here is 
the procedure: 


1. Assign a relative “priority” to each group bonded to the asymmetric carbon. 
We speak of group | as having the highest priority, group 2 as having the second 
priority, group 3 as having the third priority, and group 4 as having the lowest 
priority. 

(a) Look at the first atom of the group—the atom bonded to the asymmetric 
carbon. Atoms with higher atomic numbers receive higher priorities. For 
example, consider the structure shown at right. If the four groups bonded 
to an asymmetric carbon atom are H, CH3, NHb, and F, the fluorine atom 
(atomic number 9) receives the highest priority, followed by the nitrogen 
atom of the NH, group (atomic number 7), then by the carbon atom of the 
methyl group (atomic number 6). Note that we look only at the atomic num- 
ber of the atom directly attached to the asymmetric carbon, not the entire 
group. Hydrogen would have the lowest priority. 


With different isotopes of the same element, the heavier isotopes have 
higher priorities. For example, tritium (*H) receives a higher priority than 
deuterium (7H), followed by hydrogen (‘H). 


Examples of priority for atoms bonded to an asymmetric carbon: 
l>Br>Cl>S>F>0>N>"%C>"C>LlLi>*AH>*H> 'H 


(b 


— 


Incase of ties, use the next atoms along the chain of each group as tiebreakers. 
For example, in the structure at right, we assign a higher priority to isopropyl 
— CH(CHs3), than to ethyl —CH,CH; or bromoethyl —CH,CH,Br. The 
first carbon in the isopropyl group is bonded to two carbons, while the first 
carbon in the ethyl group (or the bromoethyl group) is bonded to only one 
carbon. An ethyl group and a —-CH,CH.Br have identical first atoms and 
second atoms, but the bromine atom in the third position gives — CH,CH,Br 
a higher priority than —CH,CH. One high-priority atom takes priority over 
any number of lower-priority atoms. 


cl CH, H 


(c) Treat double and triple bonds as if each were a bond to a separate atom. For 
this method, imagine that each pi bond is broken and the atoms at both ends 
duplicated. Note that when you break a bond, you always add two imaginary 
atoms. (Imaginary atoms are circled below.) Examples of assigning priori- 


ties with double bonds are shown at left. 


tA 
| oy 
R—C+}C 
\ 
H 
break and duplicate 
1 6A 
aoe 
R—C=N 


break and duplicate 


R—C=C—H 
break and duplicate 


OH 


R—C+O 
break and duplicate 


2. Using a three-dimensional drawing or a model, put the fourth-priority group 
away from you and view the molecule with the first, second, and third priority 
groups radiating toward you like the spokes of a steering wheel (Figure 5-10). 
Draw an arrow from the first-priority group, through the second, to the third. 
If the arrow points clockwise, the asymmetric carbon atom is called (R) (Latin, 
rectus, “upright’). If the arrow points counterclockwise, the chiral carbon atom 


is called (S) (Latin, sinister, “left’”’). 


becomes 


becomes 


becomes 


becomes 
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ccc 

H H 

| ff 
R—C—N 


alanine 


H 2 
\2 ps 


lx ® 
H.@ pe CE Ca), 
C CH,OH 
| 2 
O 


view 
a os 
5 rotate 


Ce 


rotate 


(R) enantiomer 


(S) enantiomer 


FIGURE 5-10 Assignment of (R) 
and (S) labels to asymmetric carbon 
atoms. View the molecule with the 
lowest- (fourth-) priority atom (often 
hydrogen) away from you. Then draw 
a circular arrow from group 1 to 
group 2 to group 3. A clockwise arrow 
(to the right) corresponds to the (R) 
configuration, and a counterclockwise 
arrow (to the left) corresponds to (S). 
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Alternatively, you can draw the arrow and imagine turning a car’s steering wheel in 
that direction. If the car would go to the left, the asymmetric carbon atom is designated 
(S). If the car would go to the right, the asymmetric carbon atom is designated (R). 

Let’s use the enantiomers of alanine as an example. The naturally occurring enan- 
tiomer is the one on the left, determined to have the (S) configuration. Of the four 
atoms attached to the asymmetric carbon in alanine, nitrogen has the largest atomic 
PROBLEM-SOLVING HINT number, giving it the highest priority. Next is the —-COOH carbon atom, because it is 
bonded to oxygen atoms. Third is the methyl group, followed by the hydrogen atom. 
When we position the natural enantiomer with its hydrogen atom pointing away from 
us, the arrow from — NH, to —COOH to —CH; points counterclockwise. Thus, the 
naturally occurring enantiomer of alanine has the (S) configuration. Make models of 
these enantiomers to illustrate how they are named (R) and (S). 


Until you become comfortable 


working with drawings, use models 
to help you assign (R) and (S) 
configurations. 


@ 


counterclockwise COOH clockwise 
@ 
C “tL 


/N 
@HC “NH, @oHN (CH 


natural (S$ )-alanine unnatural (R )-alanine 


SOLVED PROBLEM 5-2 


Draw the enantiomers of |,3-dibromobutane and label them as (R) and (S). (Making a model 
is particularly helpful for this type of problem.) 


By 
oe 


Br Br 


SOLUTION 

The third carbon atom in 1,3-dibromobutane is asymmetric. The bromine atom receives first 
priority, the (— CH,CH,Br) group second priority, the methyl group third, and the hydrogen 
fourth. The following mirror images are drawn with the hydrogen atom back, ready to assign 
(R) or (S) as shown. 


PROBLEM-SOLVING HINT SOLVED PROBLEM 5-3 


In assigning priorities for a ring The structure of one of the enantiomers of carvone is shown here. Find the asymmetric carbon 
carbon, go around the ring in each atom, and determine whether it has the (R) or the (S) configuration. 


direction until you find a point of 
difference; then use the difference 
to determine which ring carbon has 
higher priority than the other. 


O 


5-3 (R) and (S) Nomenclature of Asymmetric Carbon Atoms 255 


SOLUTION 

The asymmetric carbon atom is one of the ring carbons, as indicated by the asterisk in the fol- 
lowing structure. Although two — CH, — groups are bonded to the carbon, they are different 
— CH, — groups. One is a —CH,—CO~— group, and the other is a —CH,—CH=C 
group. The groups are assigned priorities, and this is found to be the (S) enantiomer. 


sia 


Group QQ): Cc* a 


CH, CH, 


Group Q): 2 ee 


‘s 
CH, “CH, 7 


(S )-carvone © © 
i 


Group >: C*—CH, 


PROBLEM 5-6 
Star (*) each asymmetric carbon atom in the following examples, and determine whether it 
has the (R) or (S) configuration. 
(a) CRs (b) ii (c) 1 A ps 

HO’; Cc BryC a a ZN 

H “CH,CH, H.C CH,CH, | A CH; 
H 4H CH, 

(d) (e) (f) 

H Cl Cl Cl 
(g) (*i) CHO 

O | 
f JX! CH=CH, 
(CH,O),CH = CH(CH,), 
N 

PROBLEM 5-7 


In Problem 5-3, you drew the enantiomers for a number of chiral compounds. Now go back 
and designate each asymmetric carbon atom as either (R) or (S). 


Application: Biochemistry 


Scientists frequently use the isotopes of 
hydrogen to assign the configuration 
of the products of biological reactions. 
Ethanol, made chiral by the presence of 
a deuterium (D or 2H), is one of the early 
examples. 
Po 
CH3— Cnt 
D 


($)-1-deuterioethanol 


PROBLEM-SOLVING HINT 


If the lowest-priority atom (usually 
H) is oriented toward you, you 
don’t need to turn the structure 


around. You can leave it as it is with 
the H toward you, find the (R) or 
(S) configuration, and reverse your 
answer. 


PROBLEM-SOLVING HINT 


Interchanging any two substituents 
on an asymmetric carbon atom 


inverts its (R) or (S) configuration. If 
there is only one chiral center in a 
molecule, inverting its configuration 
gives the enantiomer. 
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5-4 Optical Activity 


Mirror-image molecules have identical physical properties in an achiral environment. 
Compare the following properties of (R)-2-bromobutane and (S)-2-bromobutane. 


(R)-2-Bromobutane (S)-2-Bromobutane 


boiling point (°C) 91.2 91.2 
melting point (°C) —112 112 
refractive index 1.436 1.436 
density 1.253 1.253 


Differences in enantiomers become apparent in their interactions with other chiral 
molecules, such as enzymes. Still, we need a simple method to distinguish between 
enantiomers and measure their purity in the laboratory. Polarimetry is a common 
method used to distinguish between enantiomers, based on their ability to rotate the 
plane of polarized light in opposite directions. For example, the two enantiomers of 
thyroid hormone are shown below. The (S) enantiomer has a powerful effect on the 
metabolic rate of all the cells in the body. The (R) enantiomer is useless. In the labora- 
tory, we distinguish between the enantiomers by observing that the active one rotates 
the plane of polarized light to the left. 


thyroid hormone (5S) 
rotates polarized light to the left 


Ton “ 
CHy ~cooH | HOOC~ ~cH, O OH 
I I I 


wrong enantiomer (R) 
rotates polarized light to the right 


5-4A Plane-Polarized Light 


Most of what we see is unpolarized light, consisting of waves vibrating randomly in 
all directions. Plane-polarized light is composed of waves that vibrate in only one 
plane. Although there are other types of “polarized light,” the term usually refers to 
plane-polarized light. 

When unpolarized light passes through a polarizing filter, the randomly vibrat- 
ing light waves are filtered so that most of the light passing through is vibrating in 
one direction (Figure 5-11). The direction of vibration is called the axis of the filter. 
Polarizing filters may be made from carefully cut calcite crystals or from specially 
treated plastic sheets. Plastic polarizing filters are often used as lenses in sunglasses, 
because the axis of the filters can be positioned to filter out reflected glare. 


FIGURE 5-11 Function of a 
polarizing filter. The waves of plane- 
polarized light vibrate primarily in a 
single plane. 


waves vibrating 
in a single plane 


waves vibrating 
in all directions 


“14 


light source 


polarizing filter plane-polarized light 


When light passes first through one polarizing filter and then through another, the 
amount of light emerging depends on the relative orientation of the axes of the two 
filters (Figure 5-12). If the axes of the two filters are lined up (parallel), then nearly all 
the light that passes through the first filter also passes through the second. If the axes 
of the two filters are perpendicular (crossed poles), however, all the polarized light that 
emerges from the first filter is stopped by the second. At intermediate angles of rotation, 
intermediate amounts of light pass through. 

You can demonstrate this effect for yourself by wearing a pair of polarized sun- 
glasses while looking at a light source through another pair (Figure 5-13). The second 
pair seems to be transparent, as long as its axis is lined up with the pair you are wearing. 
When the second pair is rotated to 90°, however, the lenses become opaque, as if they 
were covered with black ink. 


5-4B Rotation of Plane-Polarized Light 


When polarized light passes through a solution containing a chiral compound, the chiral 
compound causes the plane of vibration to rotate. Rotation of the plane of polarized 
light is called optical activity, and substances that rotate the plane of polarized light 
are said to be optically active. 
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second polarizing filter, 
axis parallel to the first 


--} 


observer sees 
maximum light 


first polarizing filter 


fil-#-4 


plane-polarized light 


second polarizing filter, 
axis perpendicular to the first 


> 
observer sees 
no light 


first polarizing filter 


plane-polarized light 


FIGURE 5-12 Crossed poles. When 
the axis of a second polarizing filter is 
parallel to the first, a maximum amount 
of light passes through. When the axes 
of the filters are perpendicular (crossed 
poles), no light passes through. 


FIGURE 5-13 Using sunglasses 

to demonstrate parallel axes of 
polarization and crossed poles. When 
the pairs of sunglasses are parallel, 

a maximum amount of light passes 
through. When they are perpendicular, 
very little light passes through. 
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PROBLEM-SOLVING HINT 


Don’t confuse the process for 
naming a structure (R) or (S) 
with the process for measuring 


an optical rotation. Just because 
we use the terms clockwise and 
counterclockwise in naming (R) and 
(S) does not mean that light follows 
our naming rules. 


Before the relationship between chirality and optical activity was known, enan- 
tiomers were called optical isomers because they seemed identical except for their 
opposite optical activity. The term was loosely applied to more than one type of iso- 
merism among optically active compounds, however, and this ambiguous term has been 
replaced by the well-defined term enantiomers. 

Two enantiomers have identical physical properties, except for the direction they 
rotate the plane of polarized light. 


Enantiomeric compounds rotate the plane of polarized light by exactly the 
same amount but in opposite directions. 


If the (R) enantiomer rotates the plane 30° clockwise, the (S) enantiomer will rotate it 
30° counterclockwise. If the (R) enantiomer rotates the plane 5° counterclockwise, the 
(S) enantiomer will rotate it 5° clockwise. 


We cannot predict which direction a particular enantiomer [either (R) or (S)] 
will rotate the plane of polarized light. 


(R) and (S) are simply names, but the direction and magnitude of rotation are physi- 
cal properties that must be measured. 


5-4C Polarimetry 


A polarimeter measures the rotation of polarized light. It has a tubular cell filled with a 
solution of the optically active material and a system for passing polarized light through 
the solution and measuring the rotation as the light emerges (Figure 5-14). The light 
from a sodium lamp is filtered so that it consists of just one wavelength (one color), 
because most compounds rotate different wavelengths of light by different amounts. 
The wavelength of light most commonly used for polarimetry is a yellow emission line 
in the spectrum of sodium, called the sodium D line. 

Monochromatic (one-color) light from the source passes through a polarizing filter, 
then through the sample cell containing a solution of the optically active compound. 
Upon leaving the sample cell, the polarized light encounters another polarizing filter. 
This filter is movable, with a scale allowing the operator to read the angle between 
the axis of the second (analyzing) filter and the axis of the first (polarizing) filter. The 
operator rotates the analyzing filter until the maximum amount of light is transmitted, 
then reads the observed rotation from the protractor. The observed rotation is symbol- 
ized by a, the Greek letter alpha. 

Compounds that rotate the plane of polarized light toward the right (clockwise 
as we look through the detector) are called dextrorotatory, from the Greek word 


FIGURE 5-14 Schematic diagram 
of a polarimeter. The light originates 
at a source (usually a sodium lamp) 
and passes through a polarizing filter 
and the sample cell. An optically active 
solution rotates the plane of polarized 
light. The analyzing filter is another 
polarizing filter equipped with a 
protractor. It is turned until a maximum 
amount of light is observed, and the 
rotation is read from the protractor. 


sodium monochromator 


polarizing 
filter 


sample cell analyzing detector 


lamp filter filter 
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dexios, meaning “toward the right.” Compounds that rotate the plane toward the left 
(counterclockwise) are called levorotatory, from the Latin word /aevus, meaning 
“toward the left.” These terms are sometimes abbreviated by a lowercase d or I. 
Using IUPAC notation, the direction of rotation is specified by the (+) or (—) sign 
of the rotation: 


Dextrorotatory (clockwise) rotations are (+) or (d). 
Levorotatory (counterclockwise) rotations are (—) or (J). 


For example, the isomer of butan-2-ol that rotates the plane of polarized light clockwise 
is named (+)-butan-2-ol or d-butan-2-ol. Its enantiomer, (—)-butan-2-ol or /-butan-2-ol, a 
rotates the plane counterclockwise by exactly the same amount. /—~ analyzing 
You can see the principle of polarimetry by using two pairs of polarized sunglasses, 
a beaker, and some corn syrup or sugar solution. Wear one pair of sunglasses, look 
down at a light, and hold another pair of sunglasses above the light. Notice that the most 
light is transmitted through the two pairs of sunglasses when their axes are parallel. nelerisies 
Very little light is transmitted when their axes are perpendicular. filter 
Put syrup in the beaker, and hold the beaker above the bottom pair of sunglasses 
so that the light passes through one pair of sunglasses (the polarizing filter), then the 
beaker (the optically active sample), and then the other pair of sunglasses (the analyzing 
filter); see Figure 5-15. Again, check the angles giving maximum and minimum light FIGURE 5-15 Apparatus for using 
transmission. Is the syrup solution dextrorotatory or levorotatory? Did you notice the a [ightbulb and two pairs of polarized 
color variation as you rotated the filter? You can see why just one color of light should — sunglasses as a simple polarimeter. 
be used for accurate work. 


chiral 
solution 


light source 


5-4D Specific Rotation 


The angular rotation of polarized light by a chiral compound is a characteristic 
physical property of that compound, just like the boiling point or the density. The 
rotation (a) observed in a polarimeter depends on the concentration of the sample 
solution and the length of the cell, as well as the optical activity of the compound. 
For example, twice as concentrated a solution would give twice the original rotation. 
Similarly, a 20-cm cell gives twice the rotation observed using a similar concentra- 
tion in a 10-cm cell. 

To use the rotation of polarized light as a characteristic property of a compound, 
we must standardize the conditions for measurement. We define a compound’s 
specific rotation [a] as the rotation found using a 10-cm (1-dm) sample cell and 
a concentration of 1 g/mL. Other cell lengths and concentrations may be used, as 
long as the observed rotation is divided by the path length of the cell (/) and the 
concentration (c). 


ai a(observed) 


eu 
where 


a(observed) = rotation observed in the polarimeter 
c = concentration in grams per mL 
1 = length of sample cell (path length) in decimeters (dm) 


A rotation depends on the wavelength of light used and on the temperature, so these 
data are given together with the rotation. We often see specific rotations given as [a]}. 
The “25” means that the measurement was made at 25 °C, and the “D” means that the 
light used was the D line of the sodium spectrum. 
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Stereochemistry 


SOLVED PROBLEM 5-4 


When one of the enantiomers of butan-2-ol is placed in a polarimeter, the observed 
rotation is 4.05° counterclockwise. The solution was made by diluting 6.00 g of butan-2-ol 
to a total of 40.0 mL, and the solution was placed into a 200-mm polarimeter tube for the 
measurement. Determine the specific rotation for this enantiomer of butan-2-ol. 


SOLUTION 
Because it is levorotatory, this must be (—)-butan-2-ol. The concentration is 6.00 g per 
40.0 mL = 0.150 g/mL, and the path length is 200 mm = 2.00 dm. The specific rotation 
1s = 1335", 

—4.05° 
(0.150)(2.00) 


la]® = 13.5° 


Without even measuring it, we can predict that the specific rotation of the other 
enantiomer of butan-2-ol will be 


[a]p = +13.5° 


where the (+) refers to the clockwise direction of the rotation. This enantiomer would 
be called (+)-butan-2-ol. We could refer to this pair of enantiomers as (+ )-butan-2-ol 
and (—)-butan-2-ol or as (R)-butan-2-ol and ($)-butan-2-ol. 

Does this mean that (R)-butan-2-ol is the dextrorotatory isomer because it is 
named (R) and that ($)-butan-2-ol is levorotatory because it is named (S$)? Not at 
all! The rotation of a compound, (+) or (—), is something that we measure in the 
polarimeter, depending on how the molecule interacts with light. The (R) and (5S) 
nomenclature is our own artificial way of describing how the atoms are arranged 
in space. 

In the laboratory, we can measure a rotation and see whether a particular substance 
is (+) or (—). On paper, we can determine whether a particular drawing is named (R) 
or (S). But it is difficult to predict whether a structure we call (R) will rotate polar- 
ized light clockwise or counterclockwise. Similarly, it is difficult to predict whether a 
dextrorotatory substance in a flask has the (R) or (S) configuration. 


PROBLEM 5-8 


A solution of 2.0 g of (—)-glyceraldehyde, HOCH,CHOHCHO, in 5.0 mL of water was 
placed in a 100-mm cell. Using the sodium D line, a rotation of —1.74° was found at 25 °C. 
Determine the specific rotation of (—)-glyceraldehyde. 


PROBLEM 5-9 


A solution of 0.50 g of (+)-epinephrine (see Figure 5-16) dissolved in 10.0 mL of dilute 
aqueous HCI was placed in a 10-cm polarimeter tube. Using the sodium D line, the rotation 
was found to be +5.1° at 25 °C. Determine the specific rotation of epinephrine. 


PROBLEM 5-10 


A chiral sample gives a rotation that is close to 180°. How can one tell whether this rotation 
is +180° or —180°? 


5-5 Biological Discrimination of Enantiomers 


5-5 Biological Discrimination of Enantiomers 


If the direction of rotation of polarized light were the only difference between enan- 
tiomers, you might ask if the difference is important. However, biological systems 
commonly distinguish between enantiomers, and two enantiomers may have totally 
different biological properties. In fact, any chiral probe can distinguish between enan- 
tiomers, and a polarimeter is only one example of a chiral probe. Another example is 
your hand. If you needed to sort a box of gloves into right-handed gloves and left- 
handed gloves, you could distinguish between them by checking to see which ones fit 
your right hand. 

Enzymes in living systems are chiral, and they are capable of distinguishing 
between enantiomers. Usually, only one enantiomer of a pair fits properly into the 
chiral active site of an enzyme. For example, the levorotatory form of epinephrine 
is one of the principal hormones secreted by the adrenal medulla. When synthetic 
epinephrine is given to a patient, the (—) form has the same stimulating effect as 
the natural hormone. The (+) form lacks this effect and is mildly toxic. Figure 5-16 
shows a simplified picture of how only the (—) enantiomer fits into the enzyme’s 
active site. 

Biological systems are capable of distinguishing between the enantiomers of 
many different chiral compounds. In general, just one of the enantiomers produces 
the characteristic effect; the other either produces no effect or has a different effect. 
Even your nose is capable of distinguishing between some enantiomers. For example, 
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OH 
OH 


or ng 
HO H | 
CH, 


(R)-(—)-epinephrine enzyme active site enzyme-substrate complex 
natural epinephrine 


OH 
OH 


(S)-(+)-epinephrine does not fit the enzyme’s active site 
unnatural epinephrine 


FIGURE 5-16 = Chiral recognition of 
epinephrine by an enzyme. Only the 
levorotatory enantiomer fits into the 
active site of the enzyme. 
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Application: Biochemistry (—)-carvone is the fragrance associated with spearmint oil; (+)-carvone has the 


tangy odor of caraway seed. The receptor sites for the sense of smell must be chiral, 
sakes at anatase senna therefore, just as the active sites in most enzymes are chiral. In general, enantiomers 
ay oie Cheon staan do not interact identically with other chiral molecules, whether or not they are of 
in nature. In 1992, Stephen Kent and 


biological origin. 
coworkers reported the synthesis of both 
enantiomers of an enzyme that cuts 
peptide substrates, and showed for the 
first time that each enzyme acts only on 
the corresponding enantiomeric peptide 


CH, CH, 


substrate. 
4% aN 
H,C CH, H.C CH, 
(+)-carvone (caraway seed) (—)-carvone (spearmint) 


PROBLEM 5-11 


If you had the two enantiomers of carvone in unmarked bottles, could you use just your nose 

and a polarimeter to determine 

(a) whether it is the (+) or (—) enantiomer that smells like spearmint? 

(b) whether it is the (R) or (S) enantiomer that smells like spearmint? 

(c) With the information given in the drawings of carvone above, what can you add to 
your answers to (a) and (b)? 


5-6 Racemic Mixtures 


Suppose we had a mixture of equal amounts of (+)-butan-2-ol and (—)-butan-2-ol. 
The (+) isomer would rotate polarized light clockwise with a specific rotation of 
+13.5°, and the (—) isomer would rotate the polarized light counterclockwise by 
exactly the same amount. We would observe a rotation of zero, just as though butan- 
2-ol were achiral. A solution of equal amounts of two enantiomers, so that the mixture 
is optically inactive, is called a racemic mixture. Sometimes a racemic mixture is 
called a racemate, a (+) pair, or a (d,J) pair. A racemic mixture is symbolized by 
placing (+) or (dJ) in front of the name of the compound. For example, racemic 
butan-2-ol would be symbolized by “(+ )-butan-2-ol” or “(d,/)-butan-2-ol.” 


Application: Drugs 


CH, CH, 
Many drugs currently on the market are | : | : 
racemic mixtures. Ketamine, for example, eee. and Ci x racemic mixture 
is a potent anesthetic agent, but its use H he “a \H contains equal 
is limited because it is hallucinogenic HO CH,CH; CH,CH, OH amounts of the 
(making it a drug of abuse widely known (S)-(+)-butan-2-ol (R)-(~)-butan-2-ol See Sts 
as “K"). The (S) isomer is responsible for +13.5° rotation —13.5° rotation 
the anesthetic effects, and the (R) isomer 
causes the hallucinogenic effects. You might think that a racemic mixture would be unusual because it requires 


exactly equal amounts of the two enantiomers. This is not the case, however. Many 


O reactions lead to racemic products, especially when an achiral molecule is converted 
NHCH; to a chiral molecule. 
A reaction that uses optically inactive reactants and catalysts cannot produce 
cl a product that is optically active. Any chiral product must be formed as a 
ketamine racemic mixture. 


5-7. Enantiomeric Excess and Optical Purity 


For example, hydrogen adds across the C—O double bond of a ketone to produce an 
alcohol. 


R 
C=O a e O 
RY | | 
H H 


Because the carbonyl] group is flat, a simple ketone such as butan-2-one is achiral. 
Hydrogenation of butan-2-one gives butan-2-ol, a chiral molecule (Figure 5-17). This 
reaction involves adding hydrogen atoms to the C—O carbon atom and oxygen atom. 
If the hydrogen atoms are added to one face of the double bond, the ($) enantiomer 
results. Addition of hydrogen to the other face forms the (R) enantiomer. It is equally 
probable for hydrogen to add to either face of the double bond, and equal amounts of 
the (R) and (S) enantiomers are formed. 
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+ 
y ® 
add H, from top Ne | 
> aie =o) 
H—H CH3CH}"Y 
CHSCHs, CH3 racemic mixture 
CH oo o . of butan-2-ol 
3 . 
H—H add H, from bottom CH3CH),, enantiomers 
~ > CH; ~~ — O 
eo 
(S) 
H ) 


Logically, it makes sense that optically inactive reagents and catalysts cannot form 
optically active products. If the starting materials and reagents are optically inactive, 
there is no reason for the dextrorotatory product to be favored over a levorotatory one 
or vice versa. The (+) product and the (—) product are favored equally, and they are 
formed in equal amounts: a racemic mixture. 


5-7 Enantiomeric Excess and Optical Purity 


Sometimes we deal with mixtures that are neither optically pure (all one enantiomer) 
nor racemic (equal amounts of two enantiomers). In these cases, we specify the optical 
purity (0.p.) of the mixture. The optical purity of a mixture is defined as the ratio of 
its rotation to the rotation of a pure enantiomer. For example, if we have some [mostly 
(+)] butan-2-ol with a specific rotation of +9.72°, we compare this rotation with the 
+13.5° rotation of the pure (+) enantiomer. 


9.72° 
[35° 


observed rotation 


x 100% = 


o.p. = = : xX 100% = 72.0% 
rotation of pure enantiomer 

The enantiomeric excess (e.e.) is a more common method for expressing the 
relative amounts of enantiomers in a mixture. To compute the enantiomeric excess of 
a mixture, we calculate the excess of the predominant enantiomer as a percentage of the 
entire mixture. For a chemically pure compound, the calculation of enantiomeric excess 
generally gives the same result as the calculation of optical purity, and we often use the 
two terms interchangeably. Algebraically, we use the following formula: 


% 106% = (excess of one over the other) 


: : x 100% 
(entire mixture) 


The units cancel out in the calculation of either e.e. or o.p., so these formulas can be 
used whether the amounts of the enantiomers are expressed in concentrations, grams, 


FIGURE 5-17 Hydrogenation of 
butan-2-one forms racemic butan- 
2-ol. Hydrogen adds to either face of 
the double bond. Addition of H2 to 
one face gives the (R) product, while 
addition to the other face gives the 
(S) product. 
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Application: Drugs 


Several racemic drugs have become 
available as pure active enantiomers. For 
example, the drug Nexium® (for control- 
ling acid reflux) contains just the active 
enantiomer of the racemic mixture in 
Prilosec®. 


or percentages. For the butan-2-ol mixture just described, the optical purity of 72% 
(+) implies that d — | = 72%, and we know that d + | = 100%. Adding the equa- 
tions gives 2d = 172%. We conclude that the mixture contains 86% of the d or (+) 
enantiomer and 14% of the / or (—) enantiomer. 


SOLVED PROBLEM 5-5 


Calculate the e.e. and the specific rotation of a mixture containing 6.0 g of (+)-butan-2-ol 
and 4.0 g of (—)-butan-2-ol. 


SOLUTION 
In this mixture, there is a 2.0 g excess of the (+) isomer and a total of 10.0 g, for an e.e. of 
20%. We can envision this mixture as 80% racemic [4.0 g(+) and 4.0 g(—)] and 20% pure (+). 


_ |60- 4.0] — 2.0 


ee a = 25 
GPE Re eG. 1. 


The specific rotation of enantiomerically pure (+)-butan-2-ol is +13.5°. The rotation of this 
mixture is 


observed rotation = (rotation of pure enantiomer) X (o.p.) 
= (+13.5°) X (20%) = +2.7° 


PROBLEM 5-12 


When optically pure (R)-2-bromobutane is heated with water, butan-2-ol is the product. The 
reaction forms twice as much (S)-butan-2-ol as (R)-butan-2-ol. Calculate the e.e. and the 
specific rotation expected for the product. 


PROBLEM 5-13 


A chemist finds that the addition of (+)-epinephrine to the catalytic reduction of butan- 
2-one (Figure 5-17) gives a product that is slightly optically active, with a specific rotation 
of +0.45°. Calculate the percentages of (+)-butan-2-ol and (—)-butan-2-ol formed in this 
reaction. 


FOCUS Enantiomers and Racemic Mixtures 


Enantiomers used to be called optical isomers, defined as compounds identical in all physical properties except that 
they rotate plane-polarized light by equal amounts but in opposite directions. For example, the two enantiomers of 
malic acid have these properties. 


mirror 


HOOC COOH 


melting point = 102 °C melting point = 102 °C 


optical rotation = —28° 


optical rotation = +28° 


COOH 


-(+)-malic acid 


Hooc~ % H H 
OH H 


(S )-(-)-malic acid (R 


— On, 


Today, we now define enantiomers in terms of structure: enantiomers are different compounds that are 
nonsuperimposable mirror images of each other. As drawn above, the enantiomers of malic acid are reflected in the 
imaginary mirror between them. If these were molecular models, picking up one and flipping it over to try to 


5-8 Chirality of Conformationally Mobile Systems 


superimpose the atoms would put one OH up and the other OH down. No amount of twisting or rotating would 
achieve overlap of all of the atoms. They are different structures. 


Enantiomers can be mixed in any proportion, but the 50:50 mixture is an important special case, called 
a racemic mixture. 


A 50:50 mixture of (S)- and (R)-malic acid, denoted as melting point = 131 °C 
(R,S)-(+)-malic acid, has these properties: optical rotation = 0° 


A racemic mixture can and often does have physical properties different from each individual pure enantiomer. For 
malic acid, the individual enantiomers have a melting point of 102 °C, but the racemic mixture has a melting point 
of 131 °C. However, a racemic mixture must always have 0° optical rotation, because the optical rotations of the 


individual enantiomers cancel each other. 


5-8 Chirality of Conformationally Mobile Systems 


Let’s consider whether cis-1,2-dibromocyclohexane is chiral. If we did not know about 
chair conformations, we might draw a flat cyclohexane ring. With a flat ring, the mol- 
ecule has an internal mirror plane of symmetry (@), and it is achiral. 

But we know the ring is puckered into a chair conformation with one bromine atom 
axial and one equatorial. A chair conformation of cis-1,2-dibromocyclohexane and its 
mirror image are shown below. These two mirror-image structures are nonsuperimpos- 
able. You may be able to see the difference more easily if you make models of these 
two chiral conformations. 


Br Br 


fast equilibrium 


Does this mean that cis-1,2-dibromocyclohexane is chiral? No, it does not, 
because the chair—chair interconversion is rapid at room temperature. If we had a 
bottle of just the conformation on the left, the molecules would quickly undergo 
chair—chair interconversions. Because the two mirror-image conformations inter- 
convert and have identical energies, any sample of cis-1,2-dibromocyclohexane 
must contain equal amounts of the two mirror images. Similarly, nearly all achiral 
compounds can exist in transient chiral conformations that are in equilibrium with 
their mirror-image conformations. For a compound to be considered chiral, it must 
be possible, at least in theory, to isolate a sample containing just one enantiomer. 


We consider a molecule to be achiral if its chiral conformations are in rapid 
equilibrium with their mirror-image conformations, such that we cannot 
purify a sample of just one enantiomer. 


cis-1,2-Dibromocyclohexane appears to exist as a racemic mixture, but with a 
major difference: It is impossible to isolate an optically active sample of cis-1,2- dibro- 
mocyclohexane. We could have predicted the correct result by imagining that the cyclo- 
hexane ring is flat. 


Br 


Br 
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This finding leads to a general principle we can use with conformationally mobile 
systems: 


To determine whether a conformationally mobile molecule is chiral, consider 
its most symmetric conformation. 


We can consider cyclohexane rings as though they were flat (the most symmetric con- 
formation), and we should consider straight-chain compounds in their most symmetric 
conformations (often an eclipsed conformation). 

Organic compounds commonly exist as rapidly interconverting chiral confor- 
mations. Even ethane is chiral in its skew conformations. When we speak of chi- 
rality, however, we intend to focus on observable, persistent properties rather than 
transient conformations. For example, butane exists in gauche conformations that 
are chiral, but they quickly interconvert. They are in equilibrium with the anti and 
totally eclipsed conformations, which are both symmetric, implying that butane 
must be achiral. 


CH; CH; CH, 

H H H3C H H CH, 
—_ ars rd 

H H H H H H 

0 H H 

CH, gauche totally eclipsed gauche 

anti (chiral) (achiral) (chiral) 

(achiral) 


In contrast, we can draw any of the conformations of (R)-2-bromobutane 
(Figure 5-4), and they are all chiral. None of them can interconvert with their mirror 
images because the (R) asymmetric carbon cannot interconvert with its (S) mirror image. 


PROBLEM-SOLVING HINT SOLVED PROBLEM 5-6 


Nearly all organic compounds have Draw each compound in its most stable conformation(s). Then draw it in its most symmetric 
chiral conformations. conformation, and determine whether it is chiral. 

A chiral compound has no (a) 2-methylbutane 
symmetric (achiral) conformations, 


and none of its conformations SORURION 


The most stable conformations of 2-methylbutane are two mirror-image conformations. These 
conformations are nonsuperimposable, but they can interconvert by rotation around the cen- 


can interconvert with their mirror 


images. tral bond. So they are not enantiomers. 
An achiral compound can (and 
usually does) rotate through chiral H H 
conformations, but the chiral 
conformations quickly interconvert H CH H3C H 
with their mirror images. 
H3C CH; H3C CH; 
H 
chiral conformation chiral conformation 


2-Methylbutane has two symmetric conformations: Either of these conformations is sufficient 
to show that 2-methylbutane is achiral. 
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H H 
H3C CH; 
Hg 
oO 
symmetric conformation symmetric conformation 


(b) trans-1,2-dibromocyclohexane 


SOLUTION 

We can draw two nonsuperimposable mirror images of the most stable chair conformation 
of trans-1,2-dibromocyclohexane with both bromines equatorial. These structures cannot 
interconvert by ring-flips or other rotations about bonds, however. They are mirror-image 
isomers: enantiomers. 


H H 


This molecule’s chirality is more apparent when drawn in its most symmetric conforma- 
tion. Drawn flat, the two mirror-image structures of trans-1,2-dibromocyclohexane are still 
nonsuperimposable. This compound is inherently chiral, and no conformational changes can 
interconvert the two enantiomers. 


PROBLEM-SOLVING HINT 


Consider the most symmetric 
accessible conformation. You 


can also consider the most stable 
conformation and see if it can 
interconvert with its mirror image. 


4 >) 
PROBLEM 5-14 
1. Make a model of each compound, draw it in its most symmetric conformation, and 
determine whether it is capable of showing optical activity. 
(a) 1-bromo-1-chloroethane (b) 1-bromo-2-chloroethane 
(c) 1,2-dichloropropane (d) cis-1,3-dibromocyclohexane 
(e) trans-1,3-dibromocyclohexane (f) trans-1,4-dibromocyclohexane 
2. Star (*) each asymmetric carbon atom in part (1), label each as (R) or (S), and compare 
your result from part (1) with the prediction you would make based on the asymmetric 
L carbons. ‘J 


5-9 Chiral Compounds Without Asymmetric Atoms 


Most chiral organic compounds have at least one asymmetric carbon atom. Some com- 
pounds are chiral because they have another asymmetric atom, such as phosphorus, 
sulfur, or nitrogen, serving as a chiral center. Some compounds are chiral even though 
they have no asymmetric atoms at all. In these types of compounds, special character- 
istics of the molecules’ shapes lead to chirality. 
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impossible, 
too crowded 


Br Br 


ow 
FIGURE 5-18 Three conformations Br, ip Br 
of a biphenyl. This biphenyl cannot pass Z — — . 
through its symmetric conformation — { << 
I I 


because there is too much crowding 


of the iodine and bromine atoms. The I ) I 
molecule is “locked” into one of the 
two chiral, enantiomeric, staggered staggered conformation eclipsed conformation staggered conformation 
conformations. (chiral) (symmetric, achiral) (chiral) 
io 5-9A Conformational Enantiomerism 
ee oe = ae 6 Some molecules are so bulky or so highly strained that they cannot easily convert 
HH” \? oe Ny from one chiral conformation to the mirror-image conformation. They cannot achieve 
the most symmetric conformation because it has too much steric strain or ring strain. 
Because these molecules are “locked” into a conformation, we must evaluate the 
FIGURE 5-19 Conformational individual locked-in conformation to determine whether the molecule is chiral. 
enantiomerism. trans-Cyclooctene is Figure 5-18 shows three conformations of a sterically crowded derivative of biphenyl. 


strained, unable to achieve a symmetric The center drawing shows the molecule in its most symmetric conformation. This con- 
planar conformation. It is locked 


into one of these two enantiomeric 
conformations. Either pure enantiomer 
is optically active, with [a] = + 430°. 


formation is planar, and it has a mirror plane of symmetry. If the molecule could achieve 
this conformation, or even pass through it for an instant, it would not be optically active. 
This planar conformation is very high in energy, however, because the iodine and bro- 
mine atoms are too large to be forced so close together. The molecule is conformationally 


locked. It can exist only in one of the two staggered conformations shown on the left and 
right. These conformations are nonsuperimposable mirror images, and they do not inter- 
convert. They are enantiomers, and they can be separated and isolated. Each of them is 


optically active, and they have equal and opposite specific rotations. 


Even a simple strained molecule can show conformational enantiomerism 
(Figure 5-19). trans-Cyclooctene is the smallest stable trans-cycloalkene, and it is 
strained. If trans-cyclooctene existed as a planar ring, even for an instant, it could 
not be chiral. Make a molecular model of trans-cyclooctene, however, and you will 
see that it cannot exist as a planar ring. Its ring is folded into the three-dimensional 
structure pictured in Figure 5-19. The mirror image of this structure is different, and 
trans-cyclooctene is a chiral molecule. In fact, the enantiomers of trans-cyclooctene 


have been separated and characterized, and they are optically active. 


5-9B Allenes 


Allenes are compounds that contain the CCC unit, with two C=C double bonds 


name allene. 
a sp hybridized 
H,C=C=CH, 


allene 


meeting at a single carbon atom. The parent compound, propadiene, has the common 


In allene, the central carbon atom is sp hybridized and linear (Section 1-15), and 
the two outer carbon atoms are sp” hybridized and trigonal. We might imagine that 


a H the whole molecule lies in a plane, but this is not correct. The central sp hybrid car- 
C——=C=—=C” bon atom must use different p orbitals to form the pi bonds with the two outer carbon 

H ‘YH atoms. The two unhybridized p orbitals on the sp hybrid carbon atom are perpendicular, 

so the two pi bonds must also be perpendicular. Figure 5-20 shows the bonding and 

FIGURE 5-20 Structure of allene. three-dimensional structure of allene. Allene itself is achiral. If you make a model of 
The two ends of the allene molecule its mirror image, you will find it identical with the original molecule. If we add some 


are perpendicular. substituents to allene, however, the molecule may be chiral. 


Make a model of the following compound: 


1 2 3 4 5 
CH; — CH= C=CH— CH3 
penta-2,3-diene 

Carbon atom 3 is the sp hybrid allene-type carbon atom. Carbons 2 and 4 are both sp” 
and planar, but their planes are perpendicular to each other. None of the carbon atoms is 
attached to four different atoms, so there is no asymmetric carbon atom. Nevertheless, 
penta-2,3-diene is chiral, as you should see from your models and from the following 
drawings of the enantiomers. 


mirror 


St, aes 


5 oe 
d ~) 
HC, CH, H,C CH 
Pe. aa 
H H 
enantiomers of penta-2,3-diene 
cr >) 


PROBLEM 5-15 


Draw three-dimensional representations of the following compounds. Which have asym- 
metric carbon atoms? Which have no asymmetric carbons but are chiral anyway? Use your 
models for parts (a) through (d) and any others that seem unclear. 


(a) CIHC=C$CHCl (b) CIHC—=C=CHCH3 
1,3-dichloropropadiene 1-chlorobuta-1,2-diene 


(c) CIHC =C= C(CH3)o 
1-chloro-3-methylbuta-1,2-diene 


(e) Cl (f) H,C Br 


Br I 


(d) CIHC=CH— CH=CH), 
1-chlorobuta-1,3-diene 


(g) D D 
H H 


5-10 Fischer Projections 


We have been using dashed lines and wedges to indicate perspective in drawing the 
stereochemistry of asymmetric carbon atoms. When we draw molecules with several 
asymmetric carbons, perspective drawings become time-consuming and cumbersome. 
In addition, the complicated drawings make it difficult to see the similarities and 
differences in groups of stereoisomers. 

At the turn of the 20th century, Emil Fischer was studying the stereochemistry of 
sugars (Chapter 23), which contain as many as seven asymmetric carbon atoms. To 
draw these structures in perspective would have been difficult, and to pick out minor 
stereochemical differences in the drawings would have been nearly impossible. Fischer 
developed a symbolic way of drawing asymmetric carbon atoms, allowing them to be 
drawn rapidly. The Fischer projection also facilitates comparison of stereoisomers, 
holding them in their most symmetric conformation and emphasizing any differences 
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PROBLEM-SOLVING HINT 


Dienes are compounds with two 
double bonds. In the name, each 
double bond is given the lower 

number of its two carbon atoms. 


Allenes are dienes with the two 
double bonds next to each other, 
joined at one carbon atom. An 
allene is chiral if each end has two 
distinct substituents. 


PROBLEM-SOLVING HINT 


All asymmetric carbons are 


stereocenters, but not all 
stereocenters are asymmetric 
carbons. 
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Stereochemistry 


in stereochemistry. We learn to use Fischer projections because they clarify stereo- 
chemical differences and allow fast and accurate comparison of structures. 


5-10A Drawing Fischer Projections 


The Fischer projection looks like a cross, with the asymmetric carbon (usually not 
drawn in) at the point where the lines cross. The horizontal lines are taken to be 
wedges—that is, bonds that project out toward the viewer. The vertical lines are taken 
to project away from the viewer, as dashed lines. Figure 5-21 shows the perspective 
implied by the Fischer projection. The center drawing, with the wedged horizontal 
bonds looking like a bow tie, illustrates why this projection is sometimes called the 
“bow-tie convention.” Problem 5-16 should help you to visualize how the Fischer 
projection is used. 


FIGURE 5-21 


Perspective in 


a Fischer projection. The Fischer 
projection uses a cross to represent 
an asymmetric carbon atom. The 
horizontal lines project toward the 
viewer, and the vertical lines project 


away from the viewer. 


view from e 


this angle 
COOH COOH 
| : COOH 
Agen = Moran =o 
HO ; 1 = 

CH; CH; 

view from 

this angle 


(S)-lactic acid 
perspective drawing 


(S)-lactic acid 
Fischer projection 


PROBLEM 5-16 


For each set of examples, make a model of the first structure, and indicate the relationship of 
each of the other structures to the first structure. Examples of relationships: same compound, 
enantiomer, structural isomer. 


(a) COOH | COOH H CH, 
H—+-OH | HO-+~-H Hct coor Ho-t-n 
| 
CH, CH, OH COOH 
(b) CH,CH, | CH, CH,CH, CH, 
H—-Br ; Br-+-H Br——H H—-—Br 
I 
CH, CH,CH, CH, CH,CH, 
(c) CH, CH, CH,CH, 
(R)-butan-2-ol | | H-+—-OH HO—+—H H——OH 
I 
CH,CH, CH,CH, CH, 


In working Problem 5-16, you may have noticed that Fischer projections that differ 
by a 180° rotation are the same. When we rotate a Fischer projection by 180°, the vertical 
(dashed line) bonds still end up vertical, and the horizontal (wedged) lines still end up 
horizontal. The “horizontal lines forward, vertical lines back” convention is maintained. 


Rotation by 180° is allowed. 


COOH coon) CH, CH, 
; rotate 180° ; 
H—+-+OH = H=C—OH =  HO=C—H = HO-+-H 
CH, CH, COOH COOH 


On the other hand, if we were to rotate a Fischer projection by 90°, we would change 
the configuration and confuse the viewer. The original projection has the vertical groups 
back (dashed lines) and the horizontal groups forward. When we rotate the projection by 
90°, the vertical bonds become horizontal and the horizontal bonds become vertical. The 
viewer assumes that the horizontal bonds come forward and that the vertical bonds go back. 
The viewer sees a different molecule (actually, the enantiomer of the original molecule). 


A 90° rotation is NOT allowed. 


90° 
COOH COOH H H 
ee 
H OH = HeC—0H = ae eee ¥ H,C COOH 
CH, CH, OH OH 
incorrect enantiomer 
orientation 


In comparing Fischer projections, we cannot rotate them by 90°, and we cannot flip 
them over. Either of these operations gives an incorrect representation of the molecule. The 
Fischer projection must be kept in the plane of the paper, and it may be rotated only by 180°. 

The final rule for drawing Fischer projections helps to ensure that we do not rotate 
the drawing by 90°. This rule is that the carbon chain is drawn along the vertical line of 
the Fischer projection, usually with the IUPAC numbering from top to bottom. In most 
cases, this numbering places the most highly oxidized carbon substituent at the top. For 
example, to represent (R)-propane-1,2-diol with a Fischer projection, we should arrange 
the three carbon atoms along the vertical. C1 is placed at the top, and C3 at the bottom. 


Mies 'CH,OH 'CH,OH 
2 2 

ACH, = aa —=OH = H OH 

H / OH 5CH, °CH, 

viewed (R)-propane-1,2-diol 

from 

this angle 


( >) 

PROBLEM 5-17 
Draw a Fischer projection for each compound. Remember that the cross represents an asym- 
metric carbon atom, and the carbon chain should be along the vertical, with the IUPAC 
numbering from top to bottom. 
(a) (S)-propane-1,2-diol (b) (R)-2-bromobutan-1-ol 
(c) (S)-1,2-dibromobutane (d) (R)-butan-2-ol 

OH 


(e) (R)-glyceraldehyde, HO—CH,—CH—!CHO 
Ne y 
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PROBLEM-SOLVING HINT 


Interchanging any two groups 
on a Fischer projection (or on a 


perspective drawing) inverts the 
configuration of that asymmetric 
carbon from (R) to (S) or from 

(S) to (R). 
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CH, 
(R)-lactic acid 


Stereochemistry 


HO H 


CH, 
(S)-lactic acid 


5-10B Drawing Mirror Images of Fischer Projections 


How should we draw the mirror image of a molecule drawn in Fischer projection? With 
our perspective drawings, the rule was to reverse left and right while keeping the other 
directions (up and down, front and back) in their same positions. This rule still applies 
to Fischer projections. Interchanging the groups on the horizontal part of the cross 
reverses left and right while leaving the other directions unchanged. 

Testing for enantiomerism is particularly simple using Fischer projections. If 
the Fischer projections are properly drawn (carbon chain along the vertical), and if 
the mirror image cannot be made to look the same as the original structure with a 
180° rotation in the plane of the paper, the two mirror images are enantiomers. In 
the following examples, any groups that fail to superimpose after a 180° rotation are 
circled in red. 


Original Mirror image 180° rotation 
CH, CH, CY CH, 

propan-2-ol vn on- --HO -fH-2 180° u--on 
CH, CH, CH, 


These mirror images are the same. Propan-2-ol is achiral. 


CH,OH CH,OH ‘eo CH, 
(R)-propane-1,2-diol H OH HO H 180° H——0H. 


CH, CH, (CH,OH) 


These mirror images are different. Propane-1,2-diol is chiral. 


CH, CH, 


(2S,3S)-2,3-dibromobutane 


CH, CH, 


These mirror images are different. This structure is chiral. 


Mirror planes of symmetry are particularly easy to identify from the Fischer 
projection because this projection is normally the most symmetric conformation. In 
the first preceding example (propan-2-ol) and in the following example [(25,3R)-2,3- 
dibromobutane], the symmetry planes are indicated in red; these molecules with sym- 
metry planes cannot be chiral. 


CH, CH, CH, 
H——B Br——H C) H>}=6 
(2S,3R)-2,3-dibromobutane on : : oO 180° : 
H——Br Br——H = —— Br 
CH, CH, CH, 


These mirror images are the same. This structure is achiral. 


4 s 
PROBLEM 5-18 
For each Fischer projection, 
1. make a model. 
2. draw the mirror image. 
3. determine whether the mirror image is the same as, or different from, the original 
structure. 
4. draw any mirror planes of symmetry that are apparent from the Fischer projections. 
(a) CHO (b) CH,OH (c) CH,Br 
H OH H Br Br Br 
CH,OH CH,OH CH, 
(d) CHO (e) CH,OH (f) CH,OH 
OH H OH HO H 
OH H OH H OH 
CH,OH CH,OH CH,OH 
NS ) 


5-10C Assigning (R) and (S) Configurations from Fischer Projections 


The Cahn-Ingold—Prelog convention (Section 5-3) can be applied to structures 
drawn using Fischer projections. Let’s review the two rules for assigning (R) and (S): 
(1) Assign priorities to the groups bonded to the asymmetric carbon atom; (2) put the 
lowest-priority group (usually H) in back, and draw an arrow from group | to group 2 
to group 3. Clockwise is (R), and counterclockwise is (S). 

The (R) or (S) configuration can also be determined directly from the Fischer pro- 
jection, without having to convert it to a perspective drawing. The lowest-priority atom 
is usually hydrogen. In the Fischer projection, the carbon chain is along the vertical line, 
so the hydrogen atom is usually on the horizontal line and projects out in front. Once 
we have assigned priorities, we can draw an arrow from group | to group 2 to group 3 
and see which way it goes. If the molecule were turned around so that the hydrogen 
would be in back [as in the definition of (R) and ($)], the arrow would rotate in the other 
direction. By mentally turning the arrow around (or simply applying the rule backward), 
we can assign the configuration. 

As an example, consider the Fischer projection formula of one of the enantio- 
mers of glyceraldehyde. First priority goes to the —-OH group, followed by the 
—CHO group and the —-CH,OH group. The hydrogen atom receives the lowest 
priority. The arrow from group 1 to group 2 to group 3 appears counterclock- 
wise in the Fischer projection. If the molecule is turned over so that the hydro- 
gen is in back, the arrow becomes clockwise, making this the (R) enantiomer of 
glyceraldehyde. 


counterclockwise clockwise 


CHO 
= [H+ C—=0H = 


hydrogen CH,OH 


in front 


“—e 


weC 
on” © 
HO° °CH,OH 


Fischer projection perspective drawing 
(R)-(+)-glyceraldehyde (R)-(+)-glyceraldehyde 
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PROBLEM-SOLVING HINT 
Using Fischer projections, we can 
easily solve difficult stereochemical 
problems that would be intractable 


using perspective drawings. Most 
problems involving two or more 
asymmetric carbons are more easily 
solved using Fischer projections. 
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la > 
PROBLEM-SOLVING HINT PROBLEM 5-19 
When naming (R) and (S) from For each Fischer projection, label each asymmetric carbon atom as (R) or (S). 
Fischer projections with the (a)—(f) the structures in Problem 5-18 
hydrogen on a horizontal bond ‘ 

CH,CH h COOH CH,OH 
(toward you instead of away from 8) aes ”) @ e 
you), just apply the normal rules H Br HN Br Cl 
backward. 

CH, CH, CH, 

(careful—no hydrogen) 
XS yy 


SUMMARY Fischer Projections and Their Use 


1. They are most useful for compounds with two or more asymmetric carbon atoms. 
2. Asymmetric carbons are at the centers of crosses. 
3. The vertical lines project away from the viewer; the horizontal lines project toward the viewer (like a bow tie Eee ~<a 


4. The carbon chain is placed along the vertical, with the IUPAC numbering from top to bottom. In most cases, this 
places the more oxidized end (the carbon with the most bonds to O or halogen) at the top. 


5. The entire projection can be rotated 180° (but not 90°) in the plane of the paper without changing its stereochemistry. 


6. Interchanging any two groups on an asymmetric carbon (for example, those on the horizontal line) inverts its 
stereochemistry. 


5-11 Diastereomers 


We have defined stereoisomers as isomers whose atoms are bonded together in the 
same order but differ in how the atoms are directed in space. We have also considered 
enantiomers (mirror-image isomers) in detail. All other stereoisomers are classified 
as diastereomers, which are defined as stereoisomers that are not mirror images. 
Most diastereomers are either geometric isomers or compounds containing two or 
more chiral centers. 


5-11A Cis-trans lsomerism on Double Bonds 


We have already seen one class of diastereomers: the cis-trans isomers, or geometric 
isomers. For example, there are two isomers of but-2-ene: 


H.C CH, H.C H 
aN / \ / 
C=C C=C 
/ S / \ 

H H H CH, 
cis-but-2-ene trans-but-2-ene 


These stereoisomers are not mirror images of each other, so they are not enantiomers. 
They are diastereomers. 


5-11B Cis-trans Isomerism on Rings 


Cis-trans isomerism is also possible when a ring is present. Cis- and trans-1,2- 
dimethylcyclopentane are geometric isomers, and they are diastereomers. The trans 
diastereomer has an enantiomer, but because the cis diastereomer has an internal mirror 
plane of symmetry, it must be achiral. 
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H CH, CH, 4H CH, | CH, 


enantiomers of trans-1,2-dimethyleyclopentane cis-1,2-dimethylcyclopentane (achiral) 


5-11C Diastereomers of Molecules with Two or More Chiral Centers 


Apart from geometric isomers, most other compounds that show diastereomerism 
have two or more chiral centers, usually asymmetric carbon atoms. For example, 
2-bromo-3-chlorobutane has two asymmetric carbon atoms, and it exists in two dia- 
stereomeric forms (shown next). Make molecular models of these two stereoisomers. 


CH, ICH, CH, 
H=C—=Br H—-Br H=C—Br 
S © not © 
= mirror = 
; ® 3 ® images : © 
H=C—=Cl Hci Cl=C—=H 
‘CH, ‘CH, ‘CH, ‘CH, 


These two structures are not the same; they are stereoisomers because they differ 
in the orientation of their atoms in space. They are not enantiomers, however, because 
they are not mirror images of each other: C2 has the (S) configuration in both structures, 
while C3 is (R) in the structure on the left and (S) in the structure on the right. The C3 
carbon atoms are mirror images of each other, but the C2 carbon atoms are not. If these 
two compounds were mirror images of each other, both asymmetric carbons would have 
to be mirror images of each other. 

Because these compounds are stereoisomers but not enantiomers, they must be 
diastereomers. In fact, both of these diastereomers are chiral and each has an enantio- 
mer. Thus, there is a total of four stereoisomeric 2-bromo-3-chlorobutanes: two pairs 
of enantiomers. Either member of one pair of enantiomers is a diastereomer of either 
member of the other pair. 


CH; CH; CH, CH, PROBLEM-SOLVING HINT 
H Br Br H H Br Br H When a compound contains two 
H Cl Cl H Cl H H Cl or more chiral centers (usually 
asymmetric carbons), consider 
CH, CH, CH, CH, drawing it as a Fischer projection. 
(25,3R) (2R,35) (28,38) (QR3R) The stereachemical differences we 
enantiomers enantioniers see in the structures at left are not 


as clear in perspective drawings, 


; which are also much harder 
diastereomers 


to draw. 


We have now seen all the types of isomers we need to study, and we can diagram 
their relationships and summarize their definitions. 
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SUMMARY Types of Isomers 


all isomers 


constitutional isomers 
(structural isomers) 


AL 


O 


stereoisomers 
(configurational isomers) 


diastereomers enantiomers 


cis-trans isomers 
(geometric isomers) 


other diastereomers 
(two or more chiral centers) 


CH, 


AL Pe 
Br Br 
La, Cus 


Isomers are different compounds with the same molecular formula. 


1-H 
t-Br 


Constitutional isomers are isomers that differ in the order in which atoms are bonded together. Constitutional isomers 
are sometimes called structural isomers because they have different connections among their atoms. 


Stereoisomers are isomers that differ only in the orientation of the atoms in space. 

Enantiomers are mirror-image isomers. 

Diastereomers are stereoisomers that are not mirror images of each other. 

Cis-trans isomers (geometric isomers) are diastereomers that differ in their cis-trans arrangement on a ring or double bond. 


PROBLEM 5-20 


For each pair, give the relationship between the two compounds. Making models will be helpful. 
(a) (2R,3S)-2,3-dibromohexane and (2.5,3R)-2,3-dibromohexane 
(b) (2R,3S)-2,3-dibromohexane and (2R,3R)-2,3-dibromohexane 


Br H 
(c) HCL Bu HCL cu, (d) Br Br 
wf = CS and of = me and 
a CH, a Br 
(e) Cl (f) CHO CHO 
and H—+-0H Ho—+-_H 
and 
H—OH H—t_0H 
Cl 
CH,OH CH,OH 
(g) CHO CHO (h) CH, CH, 
HO—t+-H H——OH H H H H 
H—+-oH and HO—+-H and 
H—}-0H HO——H a Br Br H 
CH,CH, CH,CH, 
CH,OH CH,OH 
(i) CHjCH; CH; CH)CH; CH,CH; 
HY \ HY x. 
L H,C CH(CH3), HC CH(CH;), 
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5-12 Stereochemistry of Molecules with Two or More 
Asymmetric Carbons 


In the preceding section, we saw that there are four stereoisomers (two pairs of enan- 
tiomers) of 2-bromo-3-chlorobutane. These four isomers are simply all the permuta- 
tions of (R) and (S) configurations at the two asymmetric carbon atoms, C2 and C3: 


diastereomers 


(2R,3R) (28,38) (2R,3S) (2S,3R) 


enantiomers enantiomers 


A compound with n asymmetric carbon atoms might have as many as has 2” 
stereoisomers. This formula is called the 2” rule, where n is the number of chiral cen- 
ters (usually asymmetric carbon atoms). The 2” rule suggests that we should look for 
a maximum of 2” stereoisomers. We may not always find 2” isomers, especially when 
two of the asymmetric carbon atoms have identical substituents. 

2,3-Dibromobutane has fewer than 2” stereoisomers. It has two asymmetric carbons 
(C2 and C3), so the 2” rule predicts a maximum of four stereoisomers. The four per- 
mutations of (R) and (S) configurations at C2 and C3 are shown next. Make molecular 
models of these structures to compare them. 


CH, CH, CH, CH, 
Br H H Br Br H H Br e mirror plane of 
H Br Br H Br H H Br symmeny 
CH, CH, CH, CH, 
(2R,3R) (2,38) (2R,3S) (2S,3R) 
A I 
enantiomers same compound! 
the (+) diastereomer the meso diastereomer 


There are only three stereoisomers of 2,3-dibromobutane because two of the four 
structures are identical. The diastereomer on the right is achiral, having a mirror plane 
of symmetry. The asymmetric carbon atoms have identical substituents, and the one 
with (R) configuration reflects into the other having (S) configuration. It seems almost 
as though the molecule were a racemic mixture within itself. 


5-13 Meso Compounds 


Compounds that are achiral even though they have asymmetric carbon atoms are called 
meso compounds. The (2R,3S) isomer of 2,3-dibromobutane is a meso compound; 
most meso compounds have this kind of symmetric structure, with two similar halves 
of the molecule having opposite configurations. In speaking of the two diastereomers of 
2,3-dibromobutane, the symmetric one is called the meso diastereomer, and the chiral 
one is called the (+ ) diastereomer, because one enantiomer is (+) and the other is (—). 


MESO COMPOUND: An achiral compound that has chiral centers (usually 
asymmetric carbons). 


The term meso (Greek, “middle’’) was used to describe an achiral member of a set of 
diastereomers, some of which are chiral. The optically inactive isomer seemed to be in the 


278 


CHAPTER 5 


Stereochemistry 


PROBLEM-SOLVING HINT 


A meso compound with two chiral 
centers will be (R,S) or (S,R) because 


the chiral centers must be mirror 
images of each other, reflected 
across the internal mirror plane. 


Cl 


“middle” between the dextrorotatory and levorotatory isomers. The definition just given 
(“an achiral compound with chiral centers’’) is nearly as complete, and more easily applied, 
especially when you remember that chiral centers are usually asymmetric carbon atoms. 
We have already seen other meso compounds, although we have not yet called them 
that. For example, the cis isomer of 1,2-dichlorocyclopentane has two asymmetric car- 
bon atoms, yet it is achiral. Thus, it is a meso compound. cis-1,2-Dibromocyclohexane 
is not symmetric in its chair conformation, but it consists of equal amounts of two enan- 
tiomeric chair conformations in a rapid equilibrium. We are justified in looking at the 
molecule in its symmetric flat conformation to show that it is achiral and meso. For acy- 
clic compounds, the Fischer projection helps to show the symmetry of meso compounds. 


oO 


H 


Cl Br 


cis-1,2-dichlorocyclopentane 


CH, 
W Br H + - H OH 
Br H H OH 

Br CH, 


cis-1,2-dibromocyclohexane 


meso-2,3-dibromobutane 


COOH 


COOH 


meso-tartaric acid 


models to follow along.) 


(a) CH, (b) 


SOLUTION 
(a) CH, 


(d) 


Cl Br 


SOLVED PROBLEM 5-7 


Determine which of the following compounds are chiral. Star (*) any asymmetric carbon 
atoms, and draw in any mirror planes. Label any meso compounds. (Use your molecular 


CH,OH 


Br 
Br 


Cl 
Cl 


CH,OH 


Br 


Cl 


HO 


CH, (d) H 
H OH Br 
HO H H 
H Ci 
OH 
CH, 


This compound does not have a plane of 
symmetry, and we suspect that it is chi- 
ral. Drawing the mirror image shows that 
it is nonsuperimposable on the original 
structure. These are the enantiomers of a 
chiral compound. 


Both (b) and (c) have mirror planes of 
symmetry and are achiral. Because they 
have asymmetric carbon atoms yet are 
achiral, they are meso. 


Drawing this compound in its most sym- 
metric conformation (flat) shows that it 
does not have a mirror plane of symme- 
try. When we draw the mirror image, we 
find it to be an enantiomer. 


[ SOLVED PROBLEM 5-8 


One source defines a meso compound as “an achiral compound with stereocenters.” Why is 
this a poor definition? 


SOLUTION 

A stereocenter is an atom at which the interchange of two groups gives a stereoisomer. 
Stereocenters include both chiral centers and double-bonded carbons giving rise to cis-trans 
isomers. For example, the isomers of but-2-ene are achiral and they contain stereocenters 
(circled), so they meet this definition. They have no chiral diastereomers, however, so they 
are not correctly called meso. 


H CH, H CH, 
H CH, H3C H 


7 
PROBLEM 5-21 


Which of the following compounds are chiral? Draw each compound in its most symmetric 
conformation, star (*) any asymmetric carbon atoms, and draw any mirror planes. Label any 
meso compounds. You may use Fischer projections if you prefer. 

(a) meso-2,3-dibromo-2,3-dichlorobutane 

(b) (+ )-2,3-dibromo-2,3-dichlorobutane 

(c) (2R,3S)-2-bromo-3-chlorobutane 

(d) (2R,3S)-2,3-dibromobutane 

(e) (R,R)-2,3-dibromobutane 


(f) CHO (g) Br 
H——OH H 
HO—|—H H Br 
CH, 
CH: H 


(*h) 4H 


CH, 
Br 
Br 
CH, 
H 


CH,OH 


FOCUS 


Multiple Chiral Centers 


_/ 
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PROBLEM-SOLVING HINT 


To draw all the stereoisomers of a 
given structure, first identify all the 
stereocenters. Then systematically 
go through all the permutations 
that result when the stereocenters 
are in their two configurations. For 
example, if there are three chiral 


centers, you write RRR, RRS, RSR, 
SRR, RSS, SRS, SSR, and SSS. In a 
Fischer projection, you can start 
with all the substituents on one side 
and go through the same process 
moving them to the other side. If 
the molecule has symmetry that 
creates meso structures, you must 
eliminate the duplicates. 


A compound with one chiral center has a nonsuperimposable mirror 
mirror image, an enantiomer, with identical physical HOOC 

properties except for giving the opposite rotation of on 
plane-polarized light. The two enantiomers can be mentally a H 
interconverted by inverting the configuration at the H3C 


chiral center. 


~o 
OFS 


(S)-lactic acid 
melting point = 54 °C 
optical rotation = +2.7° 


(R)-lactic acid 
melting point = 54 °C 
optical rotation = —2.7° 


The compound 2,3-dihydroxybutanoic 
acid has two chiral centers. Compound 
A has a mirror image B that is 
nonsuperimposable; compounds A and B 
are enantiomers. Similarly, compounds 


A mirror B mirror D 


1 1 ee wil 
HOOC.2 »4 H,2-COOH HOOC. 2,sOH | HO, , cooH 


2s 
—=OQH}HO == H H 
47 OH]HO « 7OH|HOSK 


a 4 ‘ty 
C and D are enantiomers, but they are H3C H H : CH3 H3C iy “A H CH3 
a eee A and B. (28,38) (2R,3R) (2R,3S) (2S,3R) 
ompounds C and D are stereoisomers Meline point Gup= 61 Oman o4c@ mp=75°C mp=75°C 
of A and B that are not enantiomers; ; : is 6 ° ° = ° 
optical rotation (or)=+11° or=—-11 or = +19 or =-19 


they are diastereomers of A and B. 


A and B are enantiomers. C and D are enantiomers. 
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Enantiomers have the same physical 


properties except for the opposite direction 
of rotation. Diastereomers can and usually do 
have different properties. The maximum number 


of stereoisomers = 2” where n = number of chiral centers. 


* inverting all chiral centers makes the enantiomer; 


When drawing structures of compounds with ¢ inverting at least one chiral center while keeping at least 
multiple chiral centers: one chiral center the same makes a diastereomer. 
In compounds with multiple chiral centers, a ; E mirror ' F mirror G 
special case can occur with compounds HOOC 2 oH Hy >» COOH HOOC 2 sOH HO, 5 COOH 
that have an internal mirror plane of : : internal aa F] H= 
symmetry, e.g. tartaric acid. A meso ator 
compound has two or more chiral centers 4 3% OH}HO 3 a 4 3%, OH} HO 73 4 
but is identical with its mirror image. HOOC H H COOH HOOC H H COOH 
It is not optically active. The presence (2R,3S) (2S,3R) (2R,3R) (25,35) 
of a meso compound reduces the mp = 166°C mp = 166°C mos iC wy 72 AC 
maximum number of stereoisomers. or = 0° or =—-0° yee uD mre ale 
Tartaric acid has a total of only three ; 

These are THE SAME COMPOUND, F and G are enantiomers. 


stereoisomers, not four as in the case of 
2,3-dihydroxybutanoic acid above. 


PROBLEM-SOLVING HINT 


In part (e), the carbon bearing the 


OH group is not asymmetric, but it 
can be a stereocenter if the methyl 
groups are cis to each other. 


a MESO compound. Name: meso-tartaric acid. 


( PROBLEM 5-22 


Draw all the distinct stereoisomers for each structure. Show the relationships (enantiomers, 
diastereomers, etc.) between the isomers. Label any meso isomers, and draw any mirror 
planes of symmetry. 

(a) CH; —CHCI— CHOH— COOH 

(b) tartaric acid, HOOC—CHOH — CHOH — COOH 

(c) HOOC— CHBr— CHOH — CHOH — COOH 


(d) (e) CH, 
CD no—~<{ 


CH, 


5-14 Absolute and Relative Configuration 


Throughout our study of stereochemistry, we have drawn three-dimensional represen- 
tations, and we have spoken of asymmetric carbons having the (R) or (S) configura- 
tion. These ways of describing the configuration of a chiral center are absolute; that 
is, they give the actual orientation of the atoms in space. We say that these methods 
specify the absolute configuration of the molecule. For example, given the name 
“(R)-butan-2-ol,” any chemist can construct an accurate molecular model or draw a 
three-dimensional representation. 


ABSOLUTE CONFIGURATION: The detailed stereochemical picture of a 
molecule, including how the atoms are arranged in space. Alternatively, the 
(R) or (S) configuration at each chiral center. 


5-14 Absolute and Relative Configuration 


Chemists have determined the absolute configurations of many chiral compounds 
since 1951, when X-ray crystallography was first used to find the orientation of atoms 
in space. Before 1951, there was no way to link the stereochemical drawings with 
the actual enantiomers and their observed rotations. No absolute configurations were 
known. It was possible, however, to correlate the configuration of one compound with 
another and to show that two compounds had the same or opposite configurations. 
When we convert one compound into another using a reaction that does not break bonds 
at the asymmetric carbon atom, we know that the product must have the same relative 
configuration as the reactant, even if we cannot determine the absolute configuration 
of either compound. 


RELATIVE CONFIGURATION: The experimentally determined relationship 
between the configurations of two molecules, even though we may not know 
the absolute configuration of either. 


For example, optically active 2-methylbutan-1-ol reacts with PBr; to give optically 
active 1-bromo-2-methylbutane. None of the bonds to the asymmetric carbon atom are 
broken in this reaction, so the product must have the same configuration at the asym- 
metric carbon as the starting material does. 


k * 


CH, CH, 
(+)-2-methylbutan- 1-ol 
[a]> = +5.8° 


(—)-1-bromo-2-methylbutane 
[a] = —4.0° 


We say that (+)-2-methylbutan-1-ol and (—)-1-bromo-2-methylbutane have the same 
relative configuration, even though we don’t have the foggiest idea whether either of 
these is (R) or (S) unless we relate them to a compound whose absolute configuration 
has been established by X-ray crystallography. 

Before the advent of X-ray crystallography, several systems were used to 
compare the relative configurations of chiral compounds with those of standard 
compounds. Only one of these systems is still in common use today: the D-L 
system, also known as the Fischer—Rosanoff convention. The configurations of sug- 
ars and amino acids were related to the enantiomers of glyceraldehyde. Compounds 
with the same relative configuration as (+)-glyceraldehyde were assigned the D 
prefix, and those with the relative configuration of (—)-glyceraldehyde were given 
the L prefix. 


CHO COOH COOH COOH 
HO fH H,N—+-H H,N—-H H,N——H 
©) CH,OH R CH,OH CH,CH,COOH 
L-(—)-glyceraldehyde an L-amino acid L-(—)-serine L-(+)-glutamic acid 


We now know the absolute configurations of the glyceraldehyde enantiomers: The 
(+) enantiomer has the (R) configuration, with the hydroxy (OH) group on the right in 
the Fischer projection. The (—) enantiomer has the (S) configuration, with the hydroxy 


PROBLEM-SOLVING HINT 


With chiral cyclic compounds, cis 
and trans prefixes give relative 
configurations. In the name cis-1- 
bromo-2-methylcyclohexane, cis 
indicates the relative positions of 
the methyl group and the bromine 
atom. It does not specify the 
absolute configuration of either 
chiral center, however, and we 
might correctly draw either cis 
enantiomer. The name (15S,2R)- 
1-bromo-2-methylcyclohexane 
specifies the absolute configuration 
of one of the cis enantiomers with 
only one possible structure. 
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group on the left. Most naturally occurring amino acids have the L configuration, with 
the amino (NH;) group on the left in the Fischer projection. 

Sugars have several asymmetric carbons, but they can all be degraded to glyc- 
eraldehyde by oxidizing them from the aldehyde end. (We discuss these reactions in 
Chapter 23.) Most naturally occurring sugars degrade to (+)-glyceraldehyde, so they 
are given the D prefix. This means that the bottom asymmetric carbon of the sugar has 
its hydroxy (OH) group on the right in the Fischer projection. 


CHO 

H——OH 
HO—_H CHO 
HoH CHO HO——H 
H—— OH degrade H OH degrade H OH 
eS gee eee 

CH,OH (R) CH,OH CH,OH 

D-(+)-glucose D-(+)-glyceraldehyde D-(—)-threose 


5-15 Physical Properties of Diastereomers 


We have seen that enantiomers have identical physical properties except for the direc- 
tion in which they rotate polarized light. Diastereomers, on the other hand, generally 
have different physical properties. For example, consider the diastereomers of but-2- 
ene (shown next). The symmetry of trans-but-2-ene causes the dipole moments of the 
bonds to cancel. The dipole moments in cis-but-2-ene do not cancel but add together to 
create a molecular dipole moment. The dipole-dipole attractions of cis-but-2-ene give 
it a higher boiling point than trans-but-2-ene. 


H,C “ zo H,C XW “y CH, 
C=C C=C 
So» f *. 

H CH, H H 

f= ue = 0.33D 
trans-but-2-ene cis-but-2-ene 
bond dipoles cancel vector sum dipole 

bp = 0.9°C bp = 3.7°C 


Diastereomers that are not geometric isomers also have different physical proper- 
ties. The two diastereomers of 2,3-dibromosuccinic acid have melting points that differ 
by nearly 100 °C! 


COOH COOH COOH 
H Br Br H H Br 
Br H H Br H Br 
COOH COOH COOH 
(+) and (—)-2,3-dibromosuccinic acid meso-2,3-dibromosuccinic acid 
mp for either is 158 °C mp 256°C 


Most of the common sugars are diastereomers of glucose. All these diastereo- 
mers have different physical properties. For example, glucose and galactose are 
diastereomeric sugars that differ only in the stereochemistry of one asymmetric 
carbon atom, C4. 


5-16 Resolution of Enantiomers 


O O 
ie 4 \ 4 
1 1 
HOH H-}— OH 
HO-1-H HOH 
H-z--OH| <C4— |HOz—H 
H-+—OH H-+—OH 
,CH,OH <CH,OH 
D-(+)-glucose, mp 148 °C D-(+)-galactose, mp 167 °C 


Because diastereomers have different physical properties, we can separate them 
by ordinary means such as distillation, recrystallization, and chromatography. As we 
will see in the next section, the separation of enantiomers is a more difficult process. 
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PROBLEM 5-23 

Which of the following pairs of compounds could be separated by recrystallization or distillation? 

(a) meso-tartaric acid and (+)-tartaric acid (HOOC— CHOH— CHOH— COOH) 


(b) CH,CH, a CH,CH, (©) 
y \ 
nto and Scot aad . 
O : Br O “Br 
CH, HOH H—+OH_ CH, 5 A 


CH, CH, 
(d)* CFs COOH | : COOH 
gun . H OH and oni, H OH 
PhCH, NH, HO H PhCH, H HO H 


COO coo 
(an acid-base salt) Ph = 


5-16 Resolution of Enantiomers 


Pure enantiomers of optically active compounds are often obtained by isolation from 
biological sources. Most optically active molecules are found as only one enantiomer 
in living organisms. For example, pure (+)-tartaric acid can be isolated from the pre- 
cipitate formed by yeast during the fermentation of wine. Pure (+)-glucose is obtained 
from many different sugar sources, such as grapes, sugar beets, sugarcane, and honey. 
Alanine is acommon amino acid found in protein as the pure (+) enantiomer. 


H O 
 # 
C 
COOH H——OH COOH 
H—— OH HO——H H,N——H 
H——OH 
HO H CH, 
H—W—OH 
COOH 
CH,OH 
L-(+)-tartaric acid p-(+)-glucose L-(+)-alanine 


(2R,3R)-tartaric acid 


284 CHAPTER5 Stereochemistry 


Wine sediments often contain salts 
of tartaric acid. This wine cork bears 
crystals of the potassium salt of 
.-(+)-tartaric acid. 


An illustration of Louis Pasteur working 
in the laboratory. He is, no doubt, 
contemplating the implications of 
enantiomerism in tartaric acid crystals. 


When a chiral compound is synthesized from achiral reagents, however, a racemic 
mixture of enantiomers results. For example, we saw that the reduction of butan-2-one 
(achiral) to butan-2-ol (chiral) gives a racemic mixture: 


H OH HO H 
p é H,, Pt % SD %f 
H,C—C—CH,—CH —_ Cc + Cc 
: Z ; SN ZN 
CH,  CH,CH, CH,  CH,CH, 
butan-2-one (R)-butan-2-ol (S)-butan-2-ol 


If we need one pure enantiomer of butan-2-ol, we must find a way of separating it 
from the other enantiomer. The separation of enantiomers is called resolution, and 
it is a different process from the usual physical separations. A chiral probe is neces- 
sary for the resolution of enantiomers; such a chiral compound or apparatus is called 
a resolving agent. 

In 1848, Louis Pasteur noticed that a salt of racemic (+)-tartaric acid crystallizes 
into mirror-image crystals. Using a microscope and a pair of tweezers, he physically 
separated the enantiomeric crystals. He found that solutions made from the “left-handed” 
crystals rotate polarized light in one direction and solutions made from the “right-handed” 
crystals rotate polarized light in the opposite direction. Pasteur had accomplished the first 
artificial resolution of enantiomers. Unfortunately, few racemic compounds crystallize 
as separate enantiomers, and other methods of separation are required. 


5-16A Chemical Resolution of Enantiomers 


The traditional method for resolving a racemic mixture into its enantiomers is to use 
an enantiomerically pure natural product that bonds with the compound to be resolved. 
When the enantiomers of the racemic compound bond to the pure resolving agent, a 
pair of diastereomers results. The diastereomers are separated, then the resolving agent 
is cleaved from the separated enantiomers. 

Let’s consider how we might resolve a racemic mixture of (R)- and (S)-butan-2-ol. 
We need a resolving agent that reacts with an alcohol and that is readily available in 
an enantiomerically pure state. A carboxylic acid combines with an alcohol to form 
an ester. Although we have not yet studied the chemistry of esters (Chapter 21), the 
following equation shows how an acid and an alcohol can combine with the loss of 
water to form an ester. 


| (H* catalyst) | 
R—C—OH + R’—OH ——— R—C—O—-R’ + H—O—H 


acid alcohol ester water 


For our resolving agent, we need an optically active chiral acid to react with butan- 
2-ol. Any winery can provide large amounts of pure (+)-tartaric acid. Figure 5-22 
shows that diastereomeric esters are formed when (R)- and (S$)-butan-2-ol react with 
(+)-tartaric acid. We can represent the reaction schematically as follows: 


(R)- and (S)-butan-2-ol 


— Ht (R)-2-butyl 2 (S)-2-butyl 
P (R, R)-tartrate (R,R)-tartrate 
(R,R)-tartaric acid diastereomers, not mirror images 


The diastereomers of 2-butyl tartrate have different physical properties, and 
they can be separated by conventional distillation, recrystallization, or chromatogra- 
phy. Separation of the diastereomers leaves us with two flasks, each containing one 
of the diastereomeric esters. The resolving agent is then cleaved from the separated 
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(- O CH,CH3 
S separating COOH 
~ is —o--n then W OH CH,CH3 
Ht | 
oo HoH CH; Ge + HO--+H 
H,0 HO—-H 
HO H Ho—_-H 2 CH 
COOH COOH 3 
H 
CH, aa coo 
(S)-butan-2-ol Ht (S)-2-butyl (R,R)-tartrate (R,R)-(+)-tartaric acid (S)-butan-2-ol 
cH,cH,{ * HO7-H ~~) 
oe CH,CH 
are : COOH 
H OH COOH H o—c Z pais ees 
(R,R)-(+)-tartaric acid ay H—_oH " 3 
ene CH,H-+-OH  —> +H “i 
H — 
(R)-butan-2-ol J HoH ,0 HO H CH, 
COOH 
COOH 
(R)-2-butyl (R,R)-tartrate (R,R)-(+)-tartaric acid (R)-butan-2-ol 
S diastereomers 


FIGURE 5-22 Formation of (R)- and (S)-2-butyl tartrate. The reaction of a pure enantiomer of one compound with a racemic 
mixture of another compound produces a mixture of diastereomers. Separation of the diastereomers, followed by hydrolysis, gives 
the resolved enantiomers. 


enantiomers of butan-2-ol by the reverse of the reaction used to make the ester. Adding 


an acid catalyst and an excess of water to an ester drives the equilibrium toward the Louis Pasteur (1822-1895) 
acid and the alcohol: was a French chemist who 
pioneered the field of vaccina- 
O O tion and microbial fermenta- 


! (H* catalyst) | : tion. He was renowned for his 
work on pasteurization, which 


ala mat aoe alcoho! led to the prevention of many 


diseases. In recognition of 
Pasteur’s legacy in the scien- 
tific field, the UNESCO/Institut 
Pasteur Medal was created on 
the centenary of his death. 


Hydrolysis of (R)-butan-2-ol tartrate gives (R)-butan-2-ol and (+)-tartaric acid, 
and hydrolysis of (S)-butan-2-ol tartrate gives (S)-butan-2-ol and (+)-tartaric acid. 
The recovered tartaric acid would probably be thrown away, because it is cheap and 
nontoxic. Many other chiral resolving agents are expensive, so they must be carefully 
recovered and recycled. 


PROBLEM 5-24 


To show that (R)-2-butyl (R,R)-tartrate and (S)-2-butyl (R,R)-tartrate are not enantiomers, 
draw and name the mirror images of these compounds. 


5-16B Chromatographic Resolution of Enantiomers 


Chromatography is a powerful method for separating compounds. One type of chro- 
matography involves passing a solution through a column containing particles whose 
surface tends to adsorb organic compounds. Compounds that are adsorbed strongly 
spend more time on the stationary particles; they come off the column later than less 
strongly adsorbed compounds, which spend more time in the mobile solvent phase. 
In some cases, enantiomers may be resolved by passing the racemic mixture 
through a column containing particles whose surface is coated with chiral molecules 
(Figure 5-23). As the solution passes through the column, the enantiomers form weak 
complexes, usually through hydrogen bonding, with the chiral column packing. 
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FIGURE 5-23 Chromatographic 
resolution of enantiomers. The 
enantiomers of the racemic compound 
form diastereomeric complexes with 


Beginning of Half-way point Near the end; 
chromatography (+) enantiomer 
being collected 


(—) enantiomer ~ He 


3 : (+) enantiomer 


the chiral material on the column CO Cc) Kon 
packing. One of the enantiomers binds aa Ko 
more tightly than the other, so it moves extra 
more slowly through the column. solvent 
solution of a _ 

mews and (-) K4 — 

Ey chiral ; ; 

eo (—) enantiomer. more tightly 

Le column (+) enantiomer — { - bound 

ie Parking : =! —~ tess tightly 

Bae “ bound 


CanreRsae, oO 


— : : The solvent flows continually through the column, and the dissolved enantiomers grad- 
Applicaton Bios hemisay ually move along, retarded by the time they spend complexed with the column packing. 
Enzymes can also be used to eliminate The special feature of this chromatography is the fact that the enantiomers form 


an undesired stereoisomer. The enzyme diastereomeric complexes with the chiral column packing. These diastereomeric com- 

will process only one isomer in aracemic plexes have different physical properties. They also have different binding energies 

mixture and leave the other stereoisomer and different equilibrium constants for complexation. One of the two enantiomers will 

untouched. spend more time complexed with the chiral column packing. The more strongly com- 

TTT plexed enantiomer passes through the column more slowly and emerges from the col- 
umn after the faster-moving (more weakly complexed) enantiomer. 


Essential Terms 


absolute configuration The detailed stereochemical picture of a molecule, including how the atoms are arranged in 
space. Alternatively, the (R) or (S) configuration at each asymmetric carbon atom. (p. 280) 

achiral Not chiral. (p. 245) 

allenes Compounds having two C=C double bonds that meet at a single carbon atom, C=C=C. The 
two outer carbon atoms are trigonal planar, with their planes perpendicular to each other. 
Many substituted allenes are chiral. (p. 268) 


asymmetric carbon atom (chiral carbon atom) A carbon atom that is bonded to four different groups. (p. 247) 


Cahn-Ingold-Prelog The accepted method for designating the absolute configuration of a chiral center (usually 
convention an asymmetric carbon) as either (R) or (5S). (p. 252) 


chiral Different from its mirror image. (p. 245) 
chiral carbon atom (asymmetric carbon atom) A carbon atom that is bonded to four different groups. (p. 247) 


chiral center (chirality center) The IUPAC term for an atom holding a set of ligands in a spatial arrangement 
that is not superimposable on its mirror image. Asymmetric carbon atoms are the most 
common chiral centers. (p. 248) 


chiral probe 


cis 
cis-trans isomers 
configurational isomers 


configurations 
conformations 


constitutional isomers 


p-L configurations 


dextrorotatory, (+), or (d) 
diastereomers 
enantiomeric excess (e.e.) 


enantiomers 
Fischer projection 


geometric isomers 
internal mirror plane (c) 


isomers 
Leftorium 


levorotatory, (—), or (/) 
meso compound 


optical activity 
optically active 
optical isomers 


optical purity (o.p.) 


plane-polarized light 
polarimeter 


racemic mixture 
relative configuration 
resolution 


resolving agent 
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A molecule or an object that is chiral and can use its own chirality to differentiate between 
mirror images. (p. 261) 


On the same side of a ring or double bond. (p. 274) 


(geometric isomers) Isomers that differ in their geometric arrangement on a ring or double 
bond; cis-trans isomers are a subclass of diastereomers. (p. 274) 


(see stereoisomers) 
The two possible spatial arrangements around a chiral center or other stereocenter. (p. 252) 


Structures that differ only by rotations about single bonds. In most cases, conformations 
interconvert at room temperature; thus, they are not different compounds and not true 
isomers. (p. 265) 


(structural isomers) Isomers that differ in the order in which their atoms are bonded together. 
(p. 244) 


(Fischer—Rosanoff convention) D has the same relative configuration as (+)-glyceraldehyde. 
L has the same relative configuration as (—)-glyceraldehyde. (p. 281) 


Rotating the plane of polarized light clockwise. (p. 258) 
Stereoisomers that are not mirror images. (p. 274) 


The excess of one enantiomer in a mixture of enantiomers expressed as a percentage of the 
mixture. Similar to optical purity. (p. 263) Algebraically, 


|R — S| 
R+S 
A pair of nonsuperimposable mirror-image molecules: mirror-image isomers. (p. 264) 


A method for drawing an asymmetric carbon atom as a cross. The carbon chain is kept along 
the vertical, with the IUPAC numbering from top to bottom. Vertical bonds project away 
from the viewer, and horizontal bonds project toward the viewer. (p. 269) 


(see cis-trans isomers) (p. 274) 


A plane of symmetry through the middle of a molecule, dividing the molecule into two mirror- 
image halves. A molecule with an internal mirror plane of symmetry cannot be chiral. (p. 250) 


Different compounds with the same molecular formula. (p. 276) 


A store that sells the enantiomers of everyday chiral objects such as scissors, rifles, can openers, 
etc. (p. 245) 


Rotating the plane of polarized light counterclockwise. (p. 259) 


An achiral compound that contains chiral centers (usually asymmetric carbon atoms). 
Originally, an achiral compound that has chiral diastereomers. (p. 277) 


Rotation of the plane of polarized light. (p. 257) 
Capable of rotating the plane of polarized light. (p. 257) 
(archaic; see enantiomers) Compounds with identical properties except for the direction in 
which they rotate polarized light. (p. 258) 
The specific rotation of a mixture of two enantiomers, expressed as a percentage of the specific 
rotation of one of the pure enantiomers. Similar to enantiomeric excess. (p. 263) Algebraically, 
observed rotation 


O.p. = : : x 100% 
rotation of pure enantiomer 


ee. = x 100% 


Light composed of waves that vibrate in only one plane. (p. 256) 

An instrument that measures the rotation of plane-polarized light by an optically active 
compound. (p. 258) 

[racemate, racemic modification, (+) pair, (d,/) pair] A mixture of equal quantities of 
enantiomers, such that the mixture is optically inactive. (p. 262) 

The experimentally determined relationship between the configurations of two molecules, 
even though the absolute configuration of either may not be known. (p. 281) 

The process of separating a racemic mixture into the pure enantiomers. Resolution requires 
a chiral resolving agent. (p. 284) 

A chiral compound (or chiral material on a chromatographic column) used for separating 
enantiomers. (p. 284) 
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2” rule A molecule with n chiral centers might have as many as 2” stereoisomers. (p. 277) 
specific rotation A measure of a compound's ability to rotate the plane of polarized light, given by 
25 _ (observed) 
lalo cl 
where c is concentration in g/mL and / is length of sample cell (path length) in decimeters. 
(p. 259) 


stereocenter (stereogenic atom) An atom that gives rise to stereoisomers when its groups are interchanged. 
Asymmetric carbon atoms and double-bonded carbons in cis-trans alkenes are the most com- 
mon stereocenters. (p. 248) 


HO H 
j H Br 
SE Po My (X) oR wv 
e~ ade? 


examples of stereocenters (circled) 


stereochemistry The study of the three-dimensional structure of molecules. (p. 244) 


stereogenic Giving rise to stereoisomers. Characteristic of an atom or a group of atoms such that interchang- 
ing any two groups creates a stereoisomer. (p. 248) 


stereoisomers (configurational isomers) Isomers whose atoms are bonded together in the same order but 
differ in how the atoms are oriented in space. (p. 244) 


structural isomers (see constitutional isomers) Isomers that differ in the order in which their atoms are bonded 
together. (p. 244) 


superimposable (congruent) Identical in all respects. The three-dimensional positions of all atoms coincide when 
the molecules are placed on top of each other. (p. 246) 


trans On opposite sides of a ring or double bond. (p. 274) 


Essential Problem-Solving Skills in Chapter 5 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Draw all the stereoisomers of a given structure, and identify the relationships 


between the stereoisomers. Problems 5-27, 30, 35, and 37 
2 Classify molecules as chiral or achiral, and draw their mirror images. Identify and Problems 5-26, 27, 31, 35, 
draw any mirror planes of symmetry. and 37 


3 Identify asymmetric carbon atoms and other chiral centers and name them using the — Problems 5-25, 26, 27, 36, 37, 
(R) and (S) nomenclature. and 38 


4 Calculate specific rotations from polarimetry data, and use specific rotations to 
determine the optical purity and the enantiomeric excess of mixtures. Problems 5-32, 33, and 34 


5 Use Fischer projections to represent the stereochemistry of compounds with one or 
more asymmetric carbon atoms. Problems 5-28, 29, 30, and 37 


6 Identify pairs of enantiomers, diastereomers, and meso compounds, and explain 
how they differ in their physical and chemical properties. Problems 5-30, 31, and 36 


7 Explain how different types of stereoisomers can be separated. Problems 5-30 and 36 
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Study Problems 


5-25 The following four structures are optically active compounds. Star (*) the asymmetric carbon atoms in these structures. 
CHO e 
H—— OH sCHs 
H,N —— OH 
CH; Br 
HO 
5-26 For each structure, 
1. star (*) any asymmetric carbon atoms. 
2. label each asymmetric carbon as (R) or (S). 
3. draw any internal mirror planes of symmetry. 
4. label the structure as chiral or achiral. 
5. label any meso structures. 
(a) i (b) = CH,OH () H Pi H @ #H rae ip 
c H—-+-OH eee Ce Oe. 
cey\ H~ ie age Hc~ te cH, 
HO CH; CH, AS é 
H OH H CH, 
(e) CH,Br (f) CH,Br (g) CH, (h) F 
HBr H--Br H—--Br Ee ar 
H——Br Br——H H OH 
H CH; 
CH,Br CH,Br CH, Br 
(i) Br Br (j) Br (k) qd) H,C. CH, 
C=C=C Be 
a Ss 
Cl Cl 
5-27 For each of the compounds described by the following names, 
1. draw a three-dimensional representation. 
2. star (*) each chiral center. 
3. draw any planes of symmetry. 
4. draw any enantiomer. 
5. draw any diastereomers. 
6. label each structure you have drawn as chiral or achiral. 
(a) (S)-2-chlorobutane (b) (R)-1,1,2-trimethylcyclohexane 
(c) (2R,3S)-2,3-dibromohexane (d) (1R,2R)-1,2-dibromocyclohexane 
(e) meso-hexane-3,4-diol, CH;CH,CH(OH)CH(OH)CH>CH3 (f) (+ )-hexane-3,4-diol 
5-28 Convert the following perspective formulas to Fischer projections. 
CH; 
(a) HO H (b) CH, (c) Br Ce (d) Br H 
y J a \ 
H.C Ky s H H Cc 
3c” BH, ci Be cl i No cH, 
Cl OH 
5-29 Convert the following Fischer projections to perspective formulas. 
(a) Br (b) Cl (c) CH, (d) CH, 
Hon Br —-n, HoH H Br 
CH, CH, COOH a Da 
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5-30 Give the stereochemical relationships between each pair of structures. Examples are same compound, structural isomers, 

enantiomers, diastereomers. Which pairs could you (theoretically) separate by distillation or recrystallization? 
(a) CH, CH, (b) CH,OH CH,OH (c) CH, CH, 

H OH HO H H OH HO H H OH HO H 

H OH HO H H OH HO H HO H H OH 

CH, CH, CH, CH, CH, CH, 
(d) os ‘a (e) OH OH 
oe Re H CH; Br H 
Cli'Z \_ HCY \ 
Br H H Cl HW 


(e) CH, *(h) 


ic H H CH, Bt 
5-31 Draw the enantiomer, if any, for each structure. 
(a) COOH (b) CH, (c) CHO 
nol en H OH 
ee H—-OH 
COOH 
H OH 
H OH 
CH,OH 
(e) AC CH; (g) _H (h) OH 
eae, ef? H Cl 
H,B Cl 
Br 
H CH, 
CH, 


5-32 Calculate the specific rotations of the following samples taken at 25 °C using the sodium D line. 
(a) 1.00 g of sample is dissolved in 20.0 mL of ethanol. Then 5.00 mL of this solution is placed in a 20.0-cm polarimeter 
tube. The observed rotation is 2.25° counterclockwise. 
(b) 0.050 g of sample is dissolved in 2.0 mL of ethanol, and this solution is placed in a 2.0-cm polarimeter tube. The 
observed rotation is clockwise 0.058°. 
5-33 (+)-Tartaric acid has a specific rotation of + 12.0°. Calculate the specific rotation of a mixture of 68% (+)-tartaric acid and 
32% (—)-tartaric acid. 
5-34 The specific rotation of (S)-2-iodobutane is +15.90°. 
(a) Draw the structure of (S)-2-iodobutane. 
(b) Predict the specific rotation of (R)-2-iodobutane. 
(c) Determine the percentage composition of a mixture of (R)- and (S)-2-iodobutane with a specific rotation of —7.95°. 
5-35 For each structure, 
1. draw all the stereoisomers. 
2. label each structure as chiral or achiral. 
3. give the relationships between the stereoisomers (enantiomers, diastereomers). 


CHO *(b) CH sad H 
(a) (b) CH, aM uct cu, 
H OH C H 
\ wy H 
H OH CH, CH, H,C 
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*5-36 Free-radical bromination of the following compound introduces bromine primarily at the benzylic position next to the 
aromatic ring. If the reaction stops at the monobromination stage, two stereoisomers result. 


H H _ benzylic position 


(a) Propose a mechanism to show why free-radical halogenation occurs almost exclusively at the benzylic position. 

(b) Draw the two stereoisomers that result from monobromination at the benzylic position. 

(c) Assign R and S configurations to the asymmetric carbon atoms in the products. 

(d) What is the relationship between the two isomeric products? 

(e) Will these two products be produced in identical amounts? That is, will the product mixture be exactly 50:50? 

(f) Will these two stereoisomers have identical physical properties such as boiling point, melting point, solubility, etc.? 
Could they be separated (theoretically, at least) by distillation or recrystallization? 

*5-37 If you think you know your definitions, try this difficult problem. 

(a) Draw all the stereoisomers of 2,3,4-tribromopentane. (Using Fischer projections may be helpful.) You should find 
two meso structures and one pair of enantiomers. 

(b) Star (*) the asymmetric carbon atoms, and label each as (R) or (S). 

(c) Inthe meso structures, show how C3 is not asymmetric, nor is it a chiral center, yet it is a stereocenter. 

(d) Inthe enantiomers, show how C3 is not a stereocenter. 

*5-38  3,4-Dimethylpent-1-ene has the formula CH, = CH — CH(CH;)— CH(CH3).. When pure (R)-3,4-dimethylpent-1-ene is 
treated with hydrogen over a platinum catalyst, the product is (S)-2,3-dimethylpentane. 

(a) Draw the equation for this reaction. Show the stereochemistry of the reactant and the product. 

(b) Has the chiral center retained its configuration during this hydrogenation, or has it been inverted? 

(c) The reactant is named (R), but the product is named (S). Does this name change imply a change in the spatial arrange- 
ment of the groups around the chiral center? So why does the name switch from (R) to (S)? 

(d) How useful is the (R) or (S) designation for predicting the sign of an optical rotation? Can you predict the sign of the 
rotation of the reactant? Of the product? (Hint from Juliet Capulet: “What’s in a name? That which we call a rose/By 
any other name would smell as sweet.”’) 

*5-39 A graduate student was studying enzymatic reductions of cyclohexanones when she encountered some interesting chem- 
istry. When she used an enzyme and NADPH to reduce the following ketone, she was surprised to find that the product 
was optically active. She carefully repurified the product so that no enzyme, NADPH, or other contaminants were present. 
Still, the product was optically active. 


COOH = xappy ~—Ss« HO COOH 
O ——-> 
H enzyme H H 
optically active 


(a) Does the product have any asymmetric carbon atoms or other stereocenters? 
(b) Is the product capable of showing optical activity? If it is, explain how. 
(c) If this reaction could be accomplished using H, and a nickel catalyst, would the product be optically active? Explain. 

*5-40 p-(—)-Erythrose has the formula HOCH, — CH(OH)— CH(OH)— CHO, and the p in its name implies that it can be 
degraded to D-(+)-glyceraldehyde. The (—) in its name implies that D-(—)-erythrose is optically active (levorotatory). 
When b-(—)-erythrose is reduced (using H, and a nickel catalyst), it gives an optically inactive product of formula 
HOCH,— CH(OH) — CH(OH)— CH,OH. Knowing the absolute configuration of D-(+)-glyceraldehyde (Section 5-14), 
determine the absolute configuration of D-(—)-erythrose. 

*5-41 = The original definition of meso is “an achiral compound that has chiral diastereomers.” Our working definition of meso is 
“an achiral compound that has chiral centers (usually asymmetric carbon atoms).” The working definition is much easier 
to apply, because we don’t have to envision all possible chiral diastereomers of the compound. Still, the working definition 
is not quite as complete as the original definition. 

(a) Show how cis-cyclooctene is defined as a meso compound under the original definition, but not under our working 
definition. (Review Figure 5-19.) 

(b) See if you can construct a double allene that is achiral, although it has chiral diastereomers, and is therefore a meso 
compound under the original definition. The allene structure is not a chiral center, but it can be a chiral axis. 


Goals for Chapter 6 


11 Name alkyl halides, explain their 
physical properties, and describe 
their common uses. 


2 Identify what a substitution is 
and show how it differs from an 
elimination. 


3 Predict the products of 
substitution reactions. 


4 identify the differences between 
unimolecular and bimolecular 
substitutions and explain what 
factors determine the order of 

the reaction. 


5 Given a set of reaction conditions, 
identify the possible substitution 
mechanism(s) and predict which 
product(s) are most likely. 


> Halogen-containing organic 
compounds are not very common in 
nature. Exceptions occur in ocean plants 
and invertebrates, where organic halides 
are common in toxic plants and venoms. 
The Cymbal bubble snail Haminoea 
cymbalum discharges kumepaloxane, 
a toxic defense chemical containing 
both chlorine and bromine, when it is 
disturbed by predatory fishes. 
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Alkyl Halides; Nucleophilic Substitution 


H3Cline- a 
“My 
CH; 


kumepaloxane 


cymbal bubble snail 
Haminoea cymbalum 


6-1 Introduction 


Our study of organic chemistry is organized into families of compounds classified by 
their functional groups. In this chapter, we consider the properties and reactions of alkyl 
halides. We use alkyl halides to introduce substitution and elimination, two of the most 
important types of reactions in organic chemistry. Stereochemistry (Chapter 5) will play 
a major role in our study of these reactions. Many other reactions show similarities to 
substitution and elimination, and the techniques introduced in this chapter will be used 
throughout our study of organic reactions. 

There are three major classes of halogenated organic compounds: the alkyl] halides, 
the vinyl halides, and the aryl halides. An alkyl halide simply has a halogen atom 
bonded to one of the sp’ hybrid carbon atoms of an alkyl group. A vinyl halide has 
a halogen atom bonded to one of the sp” hybrid carbon atoms of an alkene. An aryl 
halide has a halogen atom bonded to one of the sp” hybrid carbon atoms of an aromatic 
ring. The chemistry of vinyl halides and aryl halides is different from that of alkyl 
halides because their bonding and hybridization are different. We consider the reactions 
of vinyl halides and aryl halides in later chapters. The structures of some representative 
alkyl halides, vinyl halides, and aryl halides are shown here, with their most common 
names and uses. 


Alkyl halides 
CHCl, CHCIF, CCL —CcH, CF;—CHCIBr 
solvent refrigerant cleaning fluid nonflammable anesthetic 
chloroform Freon-22® 1,1,1-trichloroethane Halothane 
Vinyl halides 
Cl H F F 
\ 7 \ < 
C=C C=C 
/ \ / \ 
H H F Ia 


vinyl chloride 
monomer for poly(vinyl] chloride) 


tetrafluoroethylene (TFE) 
monomer for Teflon® 


6 


Aryl halides : I 
Cl NH, 


CH,—CH— COOH 
Cl 


para-dichlorobenzene 
mothballs 


thyroxine 
thyroid hormone 


The carbon-halogen bond in an alkyl halide is polar because halogen atoms are more 
electronegative than carbon atoms. Most reactions of alkyl halides result from breaking 
this polarized bond. The electrostatic potential map of chloromethane (Figure 6-1) shows 
higher electron density (red) around the chlorine atom and relatively low electron density 
(blue) around the carbon and hydrogen atoms. The carbon atom has a partial positive charge, 
making it somewhat electrophilic. A nucleophile can attack this electrophilic carbon, and 
the halogen atom can leave as a halide ion, taking the bonding pair of electrons with it. By 
serving as a leaving group, the halogen can be eliminated from the alkyl halide, or it can 
be replaced (substituted for) by a wide variety of functional groups. This versatility allows 
alkyl halides to serve as intermediates in the synthesis of many other functional groups. 


Z 
PROBLEM 6-1 


Classify each compound as an alkyl halide, a vinyl] halide, or an ary] halide. 
(a) (CH3)3CF (b) CH;CHCBrCH;, (c) CH3CF; 


“Cr 


6-2 Nomenclature of Alkyl Halides 


(d) Cl (f) Br 


XN 


There are two ways of naming alkyl halides. The systematic IUPAC) nomenclature treats 
an alkyl halide as an alkane with a halo- substituent: Fluorine is fluoro-, chlorine is chloro-, 
bromine is bromo-, and iodine is iodo-. The result is a systematic haloalkane name, as in 
1-chlorobutane and 2-bromopropane. Common or “trivial” names are constructed by naming 
the alkyl group and then the halide, as in “isopropyl bromide.” This is the origin of the term 
alkyl halide. Common names are useful only for simple alkyl] halides such as the following: 


i a 

CELCH —E CH CECH CH. CH —CH—CH, 
TUPAC name: fluoroethane 1-chlorobutane 2-bromopropane 
common name: ethyl] fluoride n-butyl chloride isopropy! bromide 

I 
IUPAC name: iodocyclohexane trans-1-chloro-3-methylcyclopentane 
common name: cyclohexyl iodide (none) 
Os al | CHCH—P 


CH,CH,—CH—CH,CH, 
3-(iodomethy1)pentane 


CH,CH,CH,—CH—CH,CH,CH, 


IUPAC name: 4-(2-fluoroethyl)heptane 


2 
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u 


\bt+ 8- 
Hie C—Cl 


H 


chloromethane 


EPM of chloromethane 


FIGURE 6-1 Chloromethane and 
its electrostatic potential map (EPM). 
The polar C— Cl bond is seen in the 
EPM as an electron-rich (red) region 
around chlorine and an electron-poor 
(blue) region around carbon and the 
hydrogen atoms. 


PROBLEM-SOLVING HINT 


A summary of organic nomenclature 
is given in Appendix 5. 
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Some of the halomethanes have acquired common names that are not clearly 
related to their structures. A compound of formula CH,X, (a methylene group with 
two halogens) is called a methylene halide, a compound of formula CHX; is called a 
haloform, and a compound of formula CX, is called a carbon tetrahalide. 


CH,Cl, CHCl; CCl, 
IUPAC name: dichloromethane trichloromethane __ tetrachloromethane 
common name: methylene chloride chloroform carbon tetrachloride 


( PROBLEM 6-2 


Give the structures of the following compounds. 


(a) methylene chloride (b) carbon tetrachloride 
(c) 3-iodo-2-methylpentane (d) chloroform 

(e) 2-chloro-3-ethyl-2-methylhexane (f) isobutyl iodide 

(g) cis-1-chloro-3-(chloromethyl)cyclohexane (h) tert-butyl bromide 


Alkyl halides are classified according to the nature of the carbon atom bonded to 
the halogen. If the halogen-bearing carbon is bonded to one carbon atom, it is primary 
(1°) and the alkyl halide is a primary halide. If two carbon atoms are bonded to the 
halogen-bearing carbon, it is secondary (2°) and the compound is a secondary halide. 
A tertiary halide (3°) has three other carbon atoms bonded to the halogen-bearing 
carbon atom. If the halogen-bearing carbon atom is a methyl group (bonded to no other 
carbon atoms), the compound is a methyl halide. 


i ji 
CH,—X R—CH,—X R—CH—X R—C—X 
methyl halide primary (1°) halide secondary (2°) halide R 
tertiary (3°) halide 
Examples 
CH,—Br CH,CH,CH,—F CH,—CH—CH,CH, (CH,),C—Cl 
12 De. 3° 
IUPAC name: bromomethane 1-fluoropropane 2-iodobutane 2-chloro-2-methylpropane 
common name: methyl bromide n-propyl fluoride sec-butyl iodide tert-butyl chloride 


A geminal dihalide (Latin, geminus, “twin’”) has the two halogen atoms bonded to 
the same carbon atom. A vicinal dihalide (Latin, vicinus, “neighboring”) has the two 
halogens bonded to adjacent carbon atoms. 


‘ yw 7 ii 
Cc =—C— C= 
£S | 
a geminal dibromide a vicinal dichloride 


PROBLEM 6-3 


For each of the following compounds, 

1. give the IUPAC name. 

2. give the common name (if possible). 

3. classify the compound as a methyl, primary, secondary, or tertiary halide. 
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(a) (CH;),CHCH,C1 (b) (CH;);CBr (c) CH; —CH—CH,Cl 
CH,CH; 
(d) CH; (e) Br. (f) Br 
CH; fas. 
a [—=Cl 
F HH 
\ J 


6-3 Common Uses of Alkyl Halides 


6-3A Solvents 


Alkyl halides are used primarily as industrial and household solvents. Carbon 
tetrachloride (CCl4) was once used for dry cleaning, spot removing, and other domestic 
cleaning. Carbon tetrachloride is toxic and carcinogenic (causes cancer), however, so 
dry cleaners now use 1,1,1-trichloroethane and other solvents instead. 

Methylene chloride (CH>Cl,) and chloroform (CHCI;) are also good solvents for 
cleaning and degreasing work. Methylene chloride was once used to dissolve the caf- 
feine from coffee beans to produce decaffeinated coffee. Concerns about the safety of 
coffee with residual traces of methylene chloride prompted coffee producers to use 
supercritical carbon dioxide instead. Chloroform is more toxic and carcinogenic than 
methylene chloride; it has been replaced by methylene chloride and other solvents in 
most industrial degreasers and paint removers. 

Even the safest halogenated solvents, such as methylene chloride and 
1,1,1-trichloroethane, should be used carefully. They are all potentially toxic 
and carcinogenic, and they dissolve the fatty oils that protect skin, causing a form 
of dermatitis. 


6-3B Reagents 


Many syntheses use alkyl halides as starting materials for making more complex 
molecules. The conversion of alkyl halides to organometallic reagents (compounds 
containing carbon—metal bonds) is a particularly important tool for organic synthesis. 
We discuss the formation of organometallic compounds in Section 10-8. 


6-3C Anesthetics 


In the 1840s, chloroform (CHC1;) was found to produce general anesthesia, opening 
new possibilities for careful surgery with a patient who is unconscious and relaxed. 
Chloroform is toxic and carcinogenic, however, and it was soon abandoned in 
favor of safer anesthetics such as diethyl ether. A less toxic halogenated anesthetic 
is a mixed alkyl halide, CF;CHCIBr, which goes by the trade name Halothane. 
Ethyl! chloride is often used as a topical anesthetic for minor procedures. When 
sprayed on the skin, its evaporation (bp 12 °C) cools the area and enhances the 
numbing effect. 

Chemists have developed other alkyl! halides and haloethers that are much less toxic 
than chloroform, and they are still among the most common anesthetics. Some of the 
recent ones are Isoflurane, Desflurane, and Sevoflurane. Their structures are compared 
with Halothane below. 


Se Sore 9 aa 
cl Cl CHE, F CHF, CF; CH,F 


halothane isoflurane desflurane sevoflurane 


Application: FYI 


Chloroform can be converted to phos- 
gene, a very reactive acid chloride, in the 
presence of oxygen at room tempera- 
ture. Phosgene is extremely toxic because 
it reacts with and deactivates many 
biological molecules. A small amount of 
alcohol is sometimes added to bottles of 
chloroform to destroy any phosgene that 
might be formed. 


O 
| 


Cc 
cr 


phosgene 
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Application: Environment 


Halogenated compounds persist in 

the environment because they resist 
breakdown by soil bacteria. Many are 
chemically unreactive and insoluble in 
water, hindering bacterial degradation. 
Nevertheless, there are strains of bacteria 
that can use halogenated compounds as 
their source of food. 


Cl 
cl 
| 
cl—C—C—H 
| 
Cl 
Cl 
DDT 


FIGURE 6-2 Structure of DDT. DDT 
is DichloroDiphenylTrichloroethane, or 
1,1,1-trichloro-2,2-bis-(p-chlorophenyl) 
ethane. DDT was the first chlorinated 
insecticide. Its use rendered large 

parts of the world safe from insect- 
borne disease and starvation, but it 
accumulated in the environment and 
nearly caused the extinction of several 
species of birds. 


6-3D Freons: Refrigerants and Foaming Agents 


The freons (also called chlorofluorocarbons, or CFCs) are fluorinated haloalkanes 
that were developed to replace ammonia as a refrigerant gas. Ammonia is toxic, and 
leaking refrigerators often killed people who were working or sleeping nearby. Freon-12°, 
CF,Cl,, was at one time the most widely used refrigerant. Low-boiling freons (such as 
Freon-11®, CCI,F) were once used as foaming agents that were added to a plastic to 
vaporize and form a froth that hardens into a plastic foam. 

Freons released into the atmosphere began to destroy Earth’s protective ozone 
layer. CFCs gradually diffuse up into the stratosphere, where the chlorine atoms 
catalyze the decomposition of ozone (O3) into oxygen (O,). Most scientists blame 
the freon-catalyzed depletion of ozone for the “hole” in the ozone layer that has 
been detected over the South Pole. Paul Crutzen, Mario Molina, and F. Sherwood 
Rowland received the 1995 Nobel Prize in Chemistry for their work showing how 
UV light forms the ozone layer in the atmosphere and how chlorine radicals catalyze 
its destruction. The opening page of Chapter 4 shows the extent of the ozone hole 
over the South Pole. 

International treaties have limited the future production and use of the ozone- 
destroying freons. Freon-12 has been replaced in aerosol cans by low-boiling 
hydrocarbons or carbon dioxide. In refrigerators and automotive air conditioners, 
Freon-12 has been replaced by Freon-22®, CHCIF,. Freons with C—H bonds (such as 
Freon-22), called HCFCs, are generally destroyed at lower altitudes before they reach 
the stratosphere. Propane, CO, and HCFC-123 (CHCI,CF3) are used as substitutes 
for Freon-11 in making plastic foams. Freon-134a (1,1,1,2-tetrafluoroethane), used in 
automotive air conditioners, contains no chlorine. 


6-3E Pesticides 


Alkyl] halides have contributed to human health through their use as insecticides. Since 
antiquity, people have died from famine and disease caused or carried by mosqui- 
toes, fleas, lice, and other vermin. The “Black Death” of the Middle Ages wiped out 
nearly a third of the population of Europe through infection by the flea-borne bubonic 
plague. Whole regions of Africa and tropical America were uninhabited and unexplored 
because people could not survive insect-borne diseases such as malaria, yellow fever, 
and sleeping sickness. 

Arsenic compounds, nicotine, and other crude insecticides were developed in the 
nineteenth century, but these compounds are just as toxic to birds, animals, and people 
as they are to insects. Their use is extremely hazardous, but a hazardous insecticide was 
still preferable to certain death by disease or starvation. 

The war against insects changed dramatically in 1939 with the discovery of DDT 
(Figure 6-2). DDT is extremely toxic to insects, but its toxicity in mammals is quite 
low. About an ounce of DDT is required to kill a person, but that same amount of 
insecticide protects an acre of land against locusts or mosquitoes. In 1970, the U.S. 
National Academy of Sciences reported, “in little more than two decades DDT has 
prevented 500 million deaths due to malaria.” Similar advances were made against the 
mosquitoes carrying yellow fever and the tsetse flies carrying sleeping sickness. Using 
DDT as a body dust protected people against louse-borne typhus, and dusting rodent 
burrows controlled the threat of plague. 

As with many inventions, DDT showed undesired side effects. It is a long-lasting 
insecticide, and its residues accumulate in the environment. The widespread use of 
DDT as an agricultural insecticide led to the development of substantial DDT con- 
centrations in wildlife, causing declines in several species. In 1972, DDT was banned 
by the U.S. Environmental Protection Agency for use as an agricultural insecticide. 
It is still used, however, in places where insect-borne diseases threaten human life. 
DDT-treated bed netting is still the most cost-effective protection against malaria, and 
careful spraying of DDT around dwellings and in rodent burrows has helped to control 
the spread of deadly diseases. 
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cll cl. cl cl. cl 
H 
aX _|_Y cl — 


H cl cil ~cl 
H Cl Cl ff 
Cl 7 


Cl H O 


Cl 


lindane kepone aldrin chlordane 


FIGURE 6-3 Four chlorinated insecticides. These pesticides are rarely used because they accumulate in the environment. Lindane is 
still used in small quantities to control body lice. 


Many other chlorinated insecticides have been developed. Most of them also 
accumulate in the environment, gradually producing toxic effects in wildlife. Others can 
be used with little adverse impact if they are applied properly. Because of their persistent 
toxic effects, chlorinated insecticides are rarely used in agriculture. They are generally 
used when a potent insecticide is needed to protect life or property. For example, lindane 
is used in shampoos to kill lice, and chlordane was once used to protect wooden buildings 
from termites. The structures of some chlorinated insecticides are shown in Figure 6-3. 


- 
PROBLEM 6-4 _) 
Kepone, aldrin, and chlordane are synthesized from hexachlorocyclopentadiene and other 
five-membered-ring compounds. Show how these three pesticides are composed of two five- 
membered rings. 


Cl. Cl 
Cl Cl 
Cl Cl 
hexachlorocyclopentadiene 
\ Z 
6-4 Structure of Alkyl Halides Body lice transmit a variety of human 


; : ‘ diseases, including typhus, trench 
In an alkyl halide, the halogen atom is bonded to an sp” hybrid carbon atom. The _ fever, and bubonic plague. Typhus 
halogen is more electronegative than carbon, and the C— X bond is polarized with a _ killed millions of people in Europe 


partial positive charge on carbon and a partial negative charge on the halogen. and Russia during World War ll. The 
epidemic was contained when DDT 
H rae became readily available for body 
‘ s The dipole moment () is given in debyes (D): dusting. Lotions containing lindane 
H'G5+ 5 u=48X5xXd (Kwell® and others) are still used as 
H where 6 is the amount of charge separation topical treatments for lice. 
and d is the bond length. 


The electronegativities of the halogens increase in the order 
I < Br < Cl < F 
electronegativity: 2.7 3.0 3.2 4.0 
The carbon—halogen bond lengths increase as the halogen atoms become bigger (larger 
atomic radii) in the order 
C—F < C—C < C—Br < C—I 
bond length: 1.38 A LISA 1.94A 214A 


298 CHAPTER 6 Alkyl Halides; Nucleophilic Substitution 


carbon tetrachloride 
The bond dipole moment 
vectors add to zero. 


van der Waals 


Halogen Radius (10-8 cm) 
F 1.35 
Cl 1.8 
Br 1.95 
I 2.15 
H (for comparison) 1,2 


TABLE 6-1 Molecular Dipole Moments of Methyl Halides 


Xx CH3X CH2X2 CHX3 CX, 
F 1.82 D 1.97D 1.65 D 0 
Cl 1.94 D 1.60 D 1.03 D 0 
Br 1.79 D 1.45D 1.02 D 0 
I 1.64D 1.11D 1.00 D 0 


These two effects oppose each other, with the larger halogens having longer bonds but 
weaker electronegativities. The overall result is that the bond dipole moments increase 
in the order 


C—I < C—Br < C—F < C—Cl 
dipole moment, wi = 1.29D 1.48 D 1.51D 1.56 D 


A molecular dipole moment is the vector sum of the individual bond dipole 
moments. Molecular dipole moments are not easy to predict because they depend 
on the bond angles and other factors that vary with the specific molecule. Table 6-1 
lists the experimentally measured dipole moments of the halogenated methanes. Notice 
how the four symmetrically oriented polar bonds of the carbon tetrahalides cancel to 
give a molecular dipole moment of zero. 


PROBLEM 6-5 


For each pair of compounds, predict which one has the higher molecular dipole moment, and 
explain your reasoning. 

(a) ethyl chloride or ethyl iodide 

(b) 1-bromopropane or cyclopropane 

(c) cis-2,3-dibromobut-2-ene or trans-2,3-dibromobut-2-ene 

(d) cis-1,2-dichlorocyclobutane or trans-1,3-dichlorocyclobutane 


6-5 Physical Properties of Alkyl Halides 


6-5A Boiling Points 

Two types of intermolecular forces influence the boiling points of alkyl halides. The 
London force (Section 2-2B) is the strongest intermolecular attraction in alkyl! halides. 
London forces are surface attractions, resulting from coordinated temporary dipoles. 
Molecules with larger surface areas have larger London attractions, resulting in higher 
boiling points. Dipole—dipole attractions (arising from the polar C— X bond) also 
affect the boiling points, but to a smaller extent. 

Molecules with higher molecular weights generally have higher boiling points 
because they are heavier (and therefore slower moving), and they have greater surface 
area. The surface areas of the alkyl halides vary with the surface areas of halogens. We 
can get an idea of the relative surface areas of halogen atoms by considering their van 
der Waals radii. Figure 6-4 shows that an alkyl! fluoride has nearly the same surface area 
as the corresponding alkane; thus, its London attractive forces are similar. The alkyl 
fluoride has a larger dipole moment, however, so the total attractive forces are slightly 
greater in the alkyl fluoride, giving it a higher boiling point. For example, the boiling 
point of n-butane is 0 °C, while that of n-butyl fluoride is 33 °C. 

The other halogens are considerably larger than fluorine, giving them more surface 
area and raising the boiling points of their alkyl halides. With a boiling point of 78 °C, 
n-buty! chloride shows the influence of chlorine’s much larger surface area. This trend 
continues with n-butyl bromide (bp 102 °C) and n-butyl iodide (bp 131 °C). Table 6-2 
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ye & 


ethyl fluoride, bp —38 °C ethyl chloride, bp 12 °C 
smallest surface area, lowest bp 


ethyl bromide, bp 38 °C ethyl iodide, bp 72 °C 
largest surface area, highest bp 


FIGURE 6-4  Space-filling drawings 
of the ethyl halides. The heavier 
halogens are larger, with much greater 
surface areas. As a result, the boiling 
points of the ethyl halides increase in 
the order F< Cl <Br<l. 


lists the boiling points and densities of some simple alkyl halides. Notice that compounds 
with branched, more spherical shapes have lower boiling points as a result of their 
smaller surface areas. For example, n-butyl bromide has a boiling point of 102 °C, while 
the more spherical tert-butyl bromide has a boiling point of only 73 °C. This effect is 
similar to the one we saw with alkanes. 


( >) 
PROBLEM 6-6 
For each pair of compounds, predict which compound has the higher boiling point. Check 
Table 6-2 to see if your prediction was right; then explain why that compound has the higher 
boiling point. 
(a) isopropyl bromide and n-butyl bromide 
(b) isopropyl chloride and tert-butyl bromide 

Q (c) 1-bromobutane and 1-chlorobutane 


6-5B Densities 


Table 6-2 also lists the densities of common alkyl] halides. Like their boiling points, their 
densities follow a predictable trend. Alkyl fluorides and alkyl! chlorides (those with just 
one chlorine atom) are less dense than water (1.00 g/mL). Alkyl chlorides with two or 
more chlorine atoms are denser than water, and all alkyl bromides and alkyl iodides are 
denser than water. 


PROBLEM 6-7 


When water is shaken with hexane, the two liquids separate into two phases. Which com- 
pound is present in the top phase, and which is present in the bottom phase? When water 
is shaken with chloroform, a similar two-phase system results. Again, which compound is 
present in each phase? Explain the difference in the two experiments. What do you expect to 
happen when water is shaken with ethanol (CH;CH,OH)? 
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TABLE 6-2 Physical Properties of Alkyl Halides 


Compound Molecular Weight Boiling Point (°C) Density (g/mL) 
CH3—F 34 -78 

CH; — Cl 50.5 —24 0.92 
CH;3— Br 95 4 1.68 
CH; —I 142 42 2.28 
CH2Cly 85 40 1.34 
CHCl; 119 61 1.50 
CCly 154 77 1.60 
CH3CH,— F 48 —38 0.72 
CH3CH,— Cl 64.5 12 0.90 
CH3CH,— Br 109 38 1.46 
CH3CH, — I 156 72 1.94 
CH3CH2CH,z— F 62 3 0.80 
CH3CH»,CH,— Cl 78.5 47 0.89 
CH3CH»CH,— Br 123 7 1.35 
CH3CH»,CH,— I 170 102 1.75 
(CH3)2CH — Cl 78.5 36 0.86 
(CH3)9CH — Br 123 59 1.31 
(CH3)sCH— I 170 89 1.70 
CH3CH ,CH,CH,— F 76 33 0.78 
CH3CH»,CH,CH, — Cl 92.5 78 0.89 
CH3CH,CH2CH, — Br 137 102 1.28 
CH3CH»,CH CH, — I 184 131 1.62 
(CH3)3C — Cl 92:5 52 0.84 
(CH3)3C — Br 137 73 1.23 
(CH3)3C —I 184 100 1.54 


hy 


¢ a —“> 


6-6A Free-Radical Halogenation 


CH,—CH,—CH,Cl 
+ CH—CHCI—CH,Cl 


6-6 Preparation of Alkyl Halides 


+ CH,—CH,—CHCi, + 


Most syntheses of alkyl halides exploit the chemistry of functional groups we have not yet 
covered. For now, we review free-radical halogenation and only summarize other, often more 
useful, syntheses of alky] halides. The other syntheses are discussed in subsequent chapters. 


Although we discussed its mechanism at length in Section 4-3, free-radical halogenation 
is rarely an effective method for the synthesis of alkyl halides. It usually produces 
mixtures of products because there are different kinds of hydrogen atoms that can be 
abstracted. Also, more than one halogen atom may react, giving multiple substitutions. 
For example, the chlorination of propane can give a messy mixture of products. 


+ <CH.—CHCI—CH, 
+. \CH—CCL—CH. 
others 
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In industry, free-radical halogenation is sometimes useful because the reagents are 
cheap, the mixture of products can be separated by distillation, and each of the indi- 
vidual products is sold separately. In a laboratory, however, we need a good yield of 
one particular product. Free-radical halogenation rarely provides good selectivity and 
yield, so it is seldom used in the laboratory. Laboratory syntheses using free-radical 
halogenation are generally limited to specialized compounds that give a single major 
product, such as the following examples. 


H H 


or + Ch ”, ( ye + H—Cl 
cyclohexane chlorocyclohexane 
(50%) 
CH, CH, 


| | 
CH,—C—H + Br, —> cH, ¢ Br + H—Br 


CH, CH, 
isobutane tert-butyl bromide 
(90%) 


All the hydrogen atoms in cyclohexane are equivalent, and free-radical chlorination 
gives a usable yield of chlorocyclohexane. Formation of dichlorides and trichlorides 
is possible, but these side reactions are controlled by using only a small amount of 
chlorine and an excess of cyclohexane. Free-radical bromination is highly selective 
(Section 4-14), and it gives good yields of products that have one type of hydrogen 
atom that is more reactive than the others. Isobutane has only one tertiary hydrogen 
atom, and this atom is preferentially abstracted to give a tertiary free radical. In general, 
however, we are not inclined to use free-radical halogenation in the laboratory because 
it tends to be plagued by mixtures of products. 


6-6B Allylic Bromination 


Although free-radical halogenation is a poor synthetic method in most cases, free-radical 
bromination of alkenes can be carried out in a highly selective manner. An allylic position 
is a carbon atom next to a carbon-carbon double bond. Allylic intermediates (cations, 
radicals, and anions) are stabilized by resonance with the double bond, allowing the 
charge or radical to be delocalized. The following bond dissociation enthalpies show 
that less energy is required to form a resonance-stabilized primary allylic radical than a 
typical secondary radical. 


CH, CH, 


| 
H,C—C—H — > H,C—C—H + H: 


AH = +413 kJ/mol (99 kcal/mol) 
| (2° radical) 


7% 
HI H H ! it ih i AH = +372 kJ/mol (89 kcal/mol) 


(1° allylic radical) 
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Recall from Section 4-13C that bromination is highly selective, with only the most stable 
radical being formed. If there is an allylic hydrogen, the allylic radical is usually the 
most stable of the radicals that might be formed. For example, consider the free-radical 
bromination of cyclohexene. Under the right conditions, free-radical bromination of cyclo- 
hexene can give a good yield of 3-bromocyclohexene, where bromine has substituted for 
an allylic hydrogen on the carbon atom next to the double bond. 


allylic positions allylic hydrogens 


(© 


cyclohexene 


—? + HBr 


3-bromocyclohexene 
(80%) 


The mechanism is similar to other free-radical halogenations. A bromine radical abstracts 
an allylic hydrogen atom to give a resonance-stabilized allylic radical. This radical reacts 
with Br5, regenerating a bromine radical that continues the chain reaction. 


| abstraction of allylic H | 
\ 
H ia coon Br 
Br—H + oa 


Br- Br“Br 


ada’ + Br: 


H H 


cyclohexene allylic radical allylic bromide 


The general mechanism for allylic bromination shows that either end of the resonance- 
stabilized allylic radical can react with bromine to give products. In one of the products, the 
bromine atom appears in the same position where the hydrogen atom was abstracted. The 
other product results from reaction at the carbon atom that bears the radical in the second 
resonance form of the allylic radical. This second compound is said to be the product of 
an allylic shift. 

For efficient allylic bromination, a large concentration of bromine must be avoided 
because bromine can also add to the double bond (Chapter 8). N-Bromosuccinimide 
(NBS) is often used as the bromine source in free-radical brominations because it com- 
bines with the HBr by-product to regenerate a constant low concentration of bromine. 
No additional bromine is needed because most samples of NBS contain traces of Br 
to initiate the reaction. 


O O 
N—Br + HBr — N—H + Br, 
O O 
N-bromosuccinimide (NBS) regenerates a low concentration of Br, 


NBS also works well for brominating benzylic positions, next to an aromatic ring 
(see Problem 6-10). Allylic and benzylic halogenations are discussed in more detail 
in Chapter 15. 


6-6 Preparation of Alkyl Halides 303 


MECHANISM 6-1 Allylic Bromination 
Initiation Step: Bromine absorbs light, causing formation of radicals. 
hv 


Br Bri —> 2 :Br. 


First Propagation Step: A bromine radical abstracts an allylic hydrogen. 


allylic radical 


Second Propagation Step: Either radical carbon can react with bromine. 


allylic shift 

Overall reaction 
\ 
4 


a 
C=C + Br, 
\_ 7 
Ci 


| 
H 


an allylic hydrogen an allylic bromide 


r > 
PROBLEM 6-8 
(a) Propose a mechanism for the following reaction: 
H,C=CH—CH; + Br, “> H,C=CH—CHBr + HBr 
(b) Use the bond-dissociation enthalpies given in Table 4-2 (page 209) to calculate the value 
of AH° for each step shown in your mechanism. (The BDE for CH, = CHCH, — Br is 
about 280 kJ/mol, or 67 kcal/mol.) Calculate the overall value of AH® for the reaction. 
Are these values consistent with a rapid free-radical chain reaction? J 
N 
~ 


{ PROBLEM 6-9 


The light-initiated reaction of 2,3-dimethylbut-2-ene with N-bromosuccinimide (NBS) gives 
two products: 


HC CH, re CH,—Br CH; CH, 
\ A NBS, hv oN fo | — 
C=C C=C + Br—C—C 
a, —_—, io: 
H,C CH, H,C CH, cH, CH; 
3 


2,3-dimethylbut-2-ene 


(a) Give a mechanism for this reaction, showing how the two products arise as a 
consequence of the resonance-stabilized intermediate. 

(b) The bromination of cyclohexene using NBS gives only one major product, as shown on 
the previous page. Explain why there is no second product from an allylic shift. 
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PROBLEM 6-10 


Show how free-radical halogenation might be used to synthesize the following compounds. 
In each case, explain why we expect to get a single major product. 

(a) 1-chloro-2,2-dimethylpropane (neopenty] chloride) 

(b) 2-bromo-2-methylbutane 


i (d) Br 
(c) CH -— CH,CH,CH, os 
1-bromo-1-phenylbutane 


Following is a brief summary of the most important methods of making alkyl 
halides. Many of them are more general and more useful than free-radical halogenation. 
Several of these methods are not discussed until later in the text (note the appropriate 
section references). They are listed here so that you can use this summary for reference 
throughout the course. 


SUMMARY Methods for Preparing Alkyl Halides 


1. From alkanes: free-radical halogenation (synthetically useful only in certain cases) (Sections 4-13 and 6-6) 


x 
R—-H ———> R—X + H—xX 
heat or light 


2. From alkenes and alkynes (covered later as shown) 


Nc oe = Cc (Section 8-8) 
— ection 8- 
on S 
Isl 
x 
xg 
c—e > C=C = (Section 8-8) 
x 
H xX 
2 HX 
—_—-C=}=C— Te — 16 — (Section 9-9) 
H xX 
XG EX 
2X, : 
C=C > C=C (Section 9-9) 


NBS: Chas Ns - 
J 4 Pe ma (Sections 6-6 and 15-7) 
C—C ; C—Br 
\ light a 


vi | (allylic bromination) 
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3. From alcohols (covered later in sections 11-7, 11-8 and 11-9) 


HX, PX;, or others 
J 


R—OH R=) 
4, From other halides (Section 6-9) 
R—X + T —_—_,~ R—I + X 
acetone 
R—cl KF 18-crown-6 : R—F 
€ CH,CN 


6-7 Reactions of Alkyl Halides: Substitution and 
Elimination 


Alkyl halides are easily converted to many other functional groups. The halogen atom 
can leave with its bonding pair of electrons to form a stable halide ion; we say that a 
halide is a good leaving group. When another atom replaces the halide ion, the reaction 
is a substitution. 

In anucleophilic substitution, a nucleophile (Nuc: ) replaces a leaving group Cx) 
from a carbon atom, using its lone pair of electrons to form a new bond to the carbon atom. 


Nucleophilic substitution 


| | | | i 
a + Nuc? > “ [ + XP 


H ?X: H Nuc 


When the halide ion leaves along with another atom or ion (often H*), a new pi bond results, 
and the reaction is an elimination. In many eliminations, a molecule of H— X is lost from 
the alkyl halide to give an alkene. These eliminations are called dehydrohalogenations 
because a hydrogen halide has been removed from the alkyl] halide. 


Elimination (covered in Chapter 7) 


In the elimination (a dehydrohalogenation), the reagent (B: ) reacts as a base, abstracting 
a proton from the alky] halide. Most nucleophiles are also basic and can engage in either 
substitution or elimination, depending on the alkyl] halide and the reaction conditions. 
Therefore, substitution and elimination reactions often compete with each other. 

Besides alkyl halides, many other types of compounds undergo substitution and 
elimination reactions. We introduce substitutions in this chapter and eliminations in 
Chapter 7, using alkyl halides as our first examples. In later chapters, we encounter 
substitutions and eliminations of other types of compounds. 


PROBLEM 6-11 


Classify each reaction as a substitution, an elimination, or neither. Identify the leaving group 
in each reaction, and the nucleophile in substitutions. 


(a) H H 
Na* -OCH, 
Br ———“—> OCH, + NaBr 


(continued) 
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PROBLEM-SOLVING HINT H,SO, 
Many common nucleophiles are H ? + H,O* + HSO, 


also bases, so the same species 
might react both as Nuc: (giving 


substitution) and B: (giving : 
elimination) in the same reaction. KY C) + IBr + KBr 
We study substitutions in Chapter 6, 2 

then add eliminations in Chapter 7. 


PROBLEM 6-12 


Give the structures of the substitution products expected when 1-bromohexane reacts with 
(a) NaOCH,CH; (b) KCN (c) NaOH 


6-8 Bimolecular Nucleophilic Substitution: The S,2 
Reaction 


A nucleophilic substitution has the general form 


General nucleophilic substitution: 
; |. a 
Nuc: + Te —_ Nuc—C— + %X: 


nucleophile substrate product leaving group 


where Nuc: is the nucleophile and a: is the leaving halide ion. An example is the 
reaction of iodomethane (CH3I) with hydroxide ion. The product is methanol. 


Example: 


ih H 


H—O: + ae — a a a oe 


H H 
hydroxide iodomethane methanol iodide 
(nucleophile) (substrate) (product) (leaving group) 


Hydroxide ion is a strong nucleophile (donor of an electron pair) because the oxygen 
atom has unshared pairs of electrons and a negative charge. lodomethane is called the 
substrate, meaning the compound that is attacked by the reagent. The carbon atom of 
iodomethane is electrophilic because it is bonded to an electronegative iodine atom. 
Electron density is drawn away from carbon by the halogen atom, giving the carbon 
atom a partial positive charge. The negative charge of hydroxide ion is attracted to this 
partial positive charge. 


H H 
\st | . 7 
6 . “ 
HO! ~eC—IF | 6---c--I — HO-C, 4 Gir 
Hd é\ L” 
H H H H 
nucleophile _electrophile transition state product leaving 


(substrate) group 


6-8 Bimolecular Nucleophilic Substitution: The Sy2 Reaction 


Hydroxide ion attacks the back side of the electrophilic carbon atom, donating a 
pair of electrons to form a new bond. (In general, nucleophiles are said to attack elec- 
trophiles, not the other way around.) Notice that curved arrows are used to show the 
movement of electron pairs—from the electron-rich nucleophile to the electron-poor 
carbon atom of the electrophile. Carbon can accommodate only eight electrons in its 
valence shell, so the carbon—iodine bond must begin to break as the carbon—oxygen 
bond begins to form. Iodide ion is the leaving group; it leaves with the pair of electrons 
that once bonded it to the carbon atom. 

This one-step mechanism is supported by kinetic information. We can vary the 
concentrations of the reactants and observe the effects on the reaction rate (how much 
methanol is formed per second). The rate is found to double when the concentration of 
either reactant is doubled. The reaction is therefore first order in each of the reactants 
and second order overall. The rate equation has the following form: 


second-order rate = k,[CH3I][ OH] 


This rate equation is consistent with a mechanism that requires a collision between a 
molecule of methy] iodide and a hydroxide ion. Both of these species are present in the 
transition state, and the collision frequency is proportional to both concentrations. The 
rate constant k, depends on several factors, including the energy of the transition state 
and the temperature (Section 4-9). 

This one-step nucleophilic substitution is an example of the Sy2 mechanism. 
The abbreviation Sy2 stands for Substitution, Nucleophilic, bimolecular. The term 
bimolecular means that the transition state of the rate-limiting step (the only step in 
this reaction) involves the collision of two molecules. Bimolecular reactions usually 
have rate equations that are second order overall. 

The Sy? reaction of methyl iodide (iodomethane) with hydroxide ion is a concerted 
reaction, taking place in a single step with bonds breaking and forming at the same 
time. The middle structure is a transition state, a point of maximum energy, rather 
than an intermediate. In this transition state, the bond to the nucleophile (hydroxide) 
is partially formed, and the bond to the leaving group (iodide) is partially broken. 
Remember that a transition state is not a discrete molecule that can be isolated; it exists 
for only an instant. 

The reaction-energy diagram for this substitution (Figure 6-5) shows only one 
transition state and no intermediates between the reactants and the products. The 
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PROBLEM-SOLVING HINT 


A transition state is unstable and 
cannot be isolated. It exists for 


only an instant. In contrast, an 
intermediate exists for a finite 
length of time. 


H ¢ 
eS .| & 
HO-=C=-1 
/\ 
HH transition 
state 
| ; 
> 
5 7 HO-C_ 
8 ‘ \ H 
HO- H a products 
H 
reactants 


reaction coordinate ———> 


FIGURE 6-5 The reaction-energy 
diagram for the S\y2 reaction of methyl 
iodide with hydroxide shows only one 
energy maximum: the transition state. 
There are no intermediates. 
The electrostatic potential maps 
of the reactants, transition state, and 
products show that the negatively 
charged nucleophile (red) attacks 
the electrophilic (blue) region of the 
substrate. In the transition state, the 
negative charge (red) is delocalized 
over the nucleophile and the leaving 
group. The negative charge leaves with 
the leaving group. 
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reactants are shown slightly higher in energy than the products because this reaction 
is known to be exothermic. The transition state is much higher in energy because it 
involves a five-coordinate carbon atom with two partial bonds. 

Key Mechanism 6-2 shows a general Sy2 reaction. A nucleophile attacks the sub- 
strate to give a transition state in which a bond to the nucleophile is forming at the same 
time the bond to the leaving group is breaking. 


2) ee _ KEY MECHANISM 6-2. The Sy2 Reaction 


The Sy2 reaction takes place in a single (concerted) step. A strong nucleophile attacks the electrophilic carbon, forcing the leaving 
group to leave. 


nucleophile substrate transition state product leaving 
(electrophile) group 


The order of reactivity for substrates is CH;X > 1° > 2°. (3° alkyl halides cannot react by this mechanism.) 
EXAMPLE: Reaction of 1-bromobutane with sodium methoxide gives 1-methoxybutane. 


NaOCH, + CH3CH,CH,CH,Br SS CH3CH,CH,CH,OCH3 + NaBr 


sodium methoxide 1-bromobutane 1-methoxybutane 


CH CH:CHe CH CH CH3 | + /SERCHLCHs 
: je > [cr —O~-C-- > CHOC Nat BE 


é\ Yy 
H H H 


nucleophile —_ electrophile transition state product leaving 
(substrate) group 


( PROBLEM 6-13 


(a) Under certain conditions, the reaction of 0.5 M 1-bromobutane with 1.0 M sodium methoxide forms 1-methoxybu- 
tane at a rate of 0.05 mol/L per second. What would be the rate if 0.1 M 1-bromobutane and 2.0 M NaOCH; were 
used? 

(b) Consider the reaction of 1-bromobutane with a large excess of ammonia (NH;). Draw the reactants, the transition 
state, and the products. Note that the initial product is the salt of an amine (RNH} Br), which is deprotonated by 
the excess ammonia to give the amine. 

(c) Show another Sy? reaction using a different combination of an alkoxide and an alkyl bromide that also produces 
1-methoxybutane. 


6-9 Generality of the S\y2 Reaction 


Many useful reactions take place by the Sy2 mechanism. The reaction of an alkyl! halide, 
such as methy] iodide, with hydroxide ion gives an alcohol. Other nucleophiles convert 
alkyl halides to a wide variety of functional groups. The following table summarizes 
some of the types of compounds that can be formed by nucleophilic displacement of 
alkyl halides. 


SUMMARY  S,2 Reactions of Alkyl Halides 


Nuc: 


Nucleophile 


—_ 


Product 


INTESR FP OS 


6-9 Generality of the Sy2 Reaction 


Class of Product 


al: 
7OR’ 


+ 
i 
i 
4. 
i 
i 
+ 
+ 
+ 


R—I: 

R—OH 
R—OR’ 

R—SH 

R—SR’ 
R—NH} X~ 
R-N=N=N:- 
RCS Cae 
Roe 


a 
R—O—C—R’ 


[R—PPh,]* X~ 


alkyl halide 
alcohol 

ether 

thiol (mercaptan) 
thioether (sulfide) 
amine salt 

azide 

alkyne 


nitrile 


ester 


phosphonium salt 
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Halogen Exchange Reactions The S?2 reaction provides a useful method for syn- 
thesizing alkyl iodides and fluorides, which are more difficult to make than alkyl! chlo- 
rides and bromides. Halides can be converted to other halides by halogen exchange 
reactions, in which one halide displaces another. 

Iodide is a good nucleophile, and many alkyl! chlorides react with sodium iodide 
to give alkyl iodides. Alkyl] fluorides are difficult to synthesize directly, and they are 
often made by treating alkyl chlorides or bromides with KF under conditions that use 
a crown ether (Section 14-2D) to dissolve the fluoride salt in an aprotic solvent, which 
enhances the normally weak nucleophilicity of the fluoride ion (see Section 6-10). 


R—-X + IT —_ R—I + X 
18-crown-6 
R—X + KF CH,CN R—F + KX 
Examples 
H,C—=CH—CH,CIl + Nal —> H,C—=CH—CH,I + NaCl 
allyl chloride allyl iodide 
18-crown-6 
CH;CH,Cl + KF —Gioy CH;CH)F + KCI 
ethyl chloride ethyl fluoride 


PROBLEM 6-14 


(a) CH;CH,Br 
ethyl bromide 


sodium acetylide 


+ 


Predict the major products of the following substitutions. 


(CH3)3CO- Kt —> 
potassium fert-butoxide 


(b) HC=C:" Na‘ + CH3CH,CH,CH>Cl —_—? 


1-chlorobutane 


| Ee $s | 


(continued) 
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(c) (CH3)>CHCH»Br + excess NH; ——> 

(d) CH;CH,CH,I + NaCN —> 

(e) 1-chloropentane + Nal —~> 
18-crown-6 


(f) 1-chloropentane + KF CH,CN 


( PROBLEM 6-15 


Show how you might use Sy2 reactions to convert 1-chlorobutane into the following com- 


pounds. 

(a) butan-1-ol (b) 1-fluorobutane 

(c) 1-iodobutane (d) CH;— (CH,); —CN 

(e) CH; — (CH,)3 CC =CH (f) CH; CH, — O— (CH,)3— CH; 


 @) CH; — (CH2)3— NH» 


6-10 Factors Affecting S\y2 Reactions: Strength of the 
Nucleophile 


We will use the Sy2 reaction as an example of how we study the factors that affect the 
rates and products of organic reactions. Both the nucleophile and the substrate (the alkyl 
halide) are important, as well as the type of solvent used. We begin by considering what 
makes a good nucleophile. 

A “stronger” nucleophile is an ion or a molecule that reacts faster in the Sy2 reac- 
tion than a “weaker” nucleophile under the same conditions. A strong nucleophile is 
much more effective than a weak one in attacking an electrophilic carbon atom. For 
example, both methanol (CH,OH) and methoxide ion (CH3O ) have easily shared pairs 
of nonbonding electrons, but methoxide ion reacts with electrophiles in the Sy2 reac- 
tion about 1 million times faster than methanol. It is generally true that a species with 
a negative charge is a stronger nucleophile than a similar, neutral species. 

Methoxide ion has nonbonding electrons that are readily available for bonding. In 
the transition state, the negative charge is shared by the oxygen of methoxide ion and by 
the halide leaving group. Methanol, however, has no negative charge; the transition state 
has a partial negative charge on the halide but a partial positive charge on the methanol 
oxygen atom. We can generalize the case of methanol and the methoxide ion to say that 


a base is always a stronger nucleophile than its conjugate acid. 


H os it 5-|* 7 
CH,—O:— CT = > _~— | CH,—O---C---T —> CH—O-—CG + ft 
Hd G é\ ve 
H H H H 
base lower E, 
(stronger nucleophile) 
H A: |e H 
” \. 8 . | = £ ss 
cho CS, [CHOC E —> ijO—¢ + 41° 
| HY G | és |v 
H H HH H H HH 
conjugate acid higher E,, 


(weaker nucleophile) 
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TABLE 6-3 Some Common Nucleophiles 
Listed in increasing order of nucleophilicity in polar solvents such as water and alcohols 


] nucleophilicstrength 
(node) co 


ROH, RSH, RO-, 
H,0 RCOOH cr RSR RNH, HO” -CN r NH, 
| | | | | | | | | 


I | I 
F RCOO™ NH; Br R3N RC=C RS, RP 


We might be tempted to say that methoxide is a much better nucleophile because 
it is much more basic. This would be a mistake because basicity and nucleophilicity 
are different properties. Basicity is defined by the equilibrium constant for abstracting 
a proton. Nucleophilicity is defined by the rate of attack on an electrophilic carbon 
atom. In both cases, the nucleophile (or base) forms a new bond. If it forms a new bond 
to a proton, it has reacted as a base; if it forms a new bond to carbon, it has reacted as 
a nucleophile. Predicting which way a species will react may be difficult; most (but 
not all) good nucleophiles are also strong bases, and vice versa. 


Basicity: equilibrium for abstracting a proton 


Keg 


Bi + H—-A == B—-H + At 


Nucleophilicity: rate of attacking a carbon atom 


| 
Be o+ —C—X —> — + X: 


Table 6-3 lists some common nucleophiles in increasing order of their nucleophilicity 
in polar solvents such as water and alcohols. The strength of nucleophiles in these solvents 
shows three major trends, as described in the Summary below. 


SUMMARY Trends in Nucleophilicity 


1. A species with a negative charge is a stronger nucleophile than a similar neutral species. In particular, a base is a 
stronger nucleophile than its conjugate acid. 
OH > H,0: =SH > HS: “NH, > :NH, 


2. Nucleophilicity decreases from left to right in the periodic table, following the increase in electronegativity from 
left to right. The more electronegative elements have more tightly held nonbonding electrons that are less reactive 
toward forming new bonds. 


“NH, > “OH > Fr ‘NH, > HO (CH,CH,);P: > (CH,CH,),S: 


3. Nucleophilicity increases down the periodic table, following the increase in size and polarizability and the decrease 
in electronegativity. 


eS SBS GC Sake —SeH > SH > —OH (CH,CH,),P: > (CH;,CH,),N: 
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FIGURE 6-6 Comparison of fluoride 
ion and iodide ion as nucleophiles in 
the Sy2 reaction. Fluoride has tightly 
bound electrons that cannot begin to 
form a C—F bond until the atoms are 
close together. lodide has more loosely 
bound outer electrons that begin 
bonding earlier in the reaction. 


Alkyl Halides; Nucleophilic Substitution 


sp? orbital 


little bonding 
back lobe a] t 
“ - Ho 
\ | 5 
ocx — @c-x 
S / = 
Hy HH 
F- J 
“hard,” small valence shell transition state 
more bonding Vt 
H H 
‘ |) 
ecx — CoooX 


“soft,” large valence shell transition state 


Application: Biochemistry 


The “nitrogen mustard” anticancer 
drugs are believed to alkylate DNA using 
two Sy2 reactions. First, the nitrogen 
nucleophile displaces chloride on the 
primary alkyl chloride portion to gener- 
ate a reactive intermediate. Second, the 
intermediate alkylates a nitrogen atom 
of DNA. The process is repeated, linking 


the two strands of the double-helix DNA, 
and thereby preventing replication of the 


DNA. 
CH,CH,Cl 
— 
HCN cna 
CH 
nitrogen mustard 
CH,CH,Cl 
H oth 
3 oo or 
CH, 
intermediate 
eae 
se; Ng 
ae Veo NZ | DNA 
CH, 


alkylates DNA 


‘ic 
_—_N. tf 
HC ~~ 7h N. DNA 
CH, s 


The third trend (size and polarizability) reflects an atom’s ability to engage in 
partial bonding as it begins to attack an electrophilic carbon atom. As we go down a 
column in the periodic table, the atoms become larger, with more electrons at a greater 
distance from the nucleus. The electrons are more loosely held, and the atom is more 
polarizable: Its electrons can move more freely toward a positive charge, resulting in 
stronger bonding in the transition state. The increased mobility of its electrons enhances 
the atom’s ability to begin to form a bond at a relatively long distance. 

Figure 6-6 illustrates this polarizability effect by comparing the attack of iodide 
ion and fluoride ion on a methyl! halide. The outer shell of the fluoride ion is the second 
shell. These electrons are tightly held, close to the nucleus. Fluoride is a “hard” (low- 
polarizability) nucleophile, and its nucleus must approach the carbon nucleus quite 
closely before the electrons can begin to overlap and form a bond. In the transition 
state, there is little bonding between fluorine and carbon. In contrast, the outer shell of 
the iodide ion is the fifth shell. These electrons are loosely held, making the iodide ion 
a “soft” (high-polarizability) nucleophile. The outer electrons begin to shift and over- 
lap with the carbon atom from farther away. There is a great deal of bonding between 
iodine and carbon in the transition state, which lowers the energy of the transition state. 


6-10A Steric Effects on Nucleophilicity 


To serve as a nucleophile, an ion or a molecule must get close to a carbon atom to 
attack it. Bulky groups on the nucleophile hinder this close approach, and they slow 
the reaction rate. For example, tert-butoxide ion is a stronger base (for abstracting 
protons) than ethoxide ion, but tert-butoxide ion has three methyl groups that hinder any 
close approach to a more crowded carbon atom. Therefore, ethoxide ion is a stronger 
nucleophile than tert-butoxide ion. When bulky groups interfere with a reaction by 
virtue of their size, we call the effect steric hindrance. 


three methyl groups 
hinder attack at a 
carbon atom CH, 


Lae 
CH, 


tert-butoxide (hindered) 
stronger base, yet weaker nucleophile 


CH, —CH, —O:- 
ethoxide (unhindered) 
weaker base, yet stronger nucleophile 
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Steric hindrance has little effect on basicity because basicity involves attack on an 
unhindered proton. When a nucleophile attacks a carbon atom, however, a bulky nucleophile 
cannot approach the carbon atom so easily. Most bases are also nucleophiles, capable of 
attacking either a proton or an electrophilic carbon atom. If we want a species to act as a 
base, we use a bulky reagent such as fert-butoxide ion. If we want it to react as a nucleophile, 
we use a less hindered reagent such as ethoxide. 


( PROBLEM 6-16 


For each pair, predict the stronger nucleophile in the Sy2 reaction (using an alcohol as the 
solvent). Explain your prediction. 


(a) (CH3CH)3N or (CH3CH,),.NH (b) (CH3),0 or (CH3).S 
(c) NH; or PH; (d) CH;S— or H,S 
(e) (CH3)3N or (CH3),0 (f) CH;COO- or CF3COO ~ 
| (g) (CHs)xCHO” or CHsCH,CH,0- (h) I or Cl J 


6-10B Solvent Effects on Nucleophilicity 


Another factor affecting the nucleophilicity of these ions is their solvation, particularly 
in protic solvents. A protic solvent has acidic protons, usually in the form of O—H 
or N—H groups. Those with O—H groups are often called hydroxylic solvents. 
These groups form hydrogen bonds to negatively charged nucleophiles. Protic solvents, 
especially alcohols, are convenient solvents for nucleophilic substitutions because the 
reagents (alkyl halides, nucleophiles, etc.) tend to be quite soluble. 

Small anions are solvated more strongly than large anions in a protic solvent because 
the solvent molecules approach a small anion more closely and form stronger hydrogen 
bonds. When an anion reacts as a nucleophile, energy is required to “strip off’ some of 
the solvent molecules, breaking some of the hydrogen bonds that stabilized the solvated 
anion. More energy is required to strip off solvent from a small, strongly solvated ion 
such as fluoride than from a large, diffuse, less strongly solvated ion such as iodide. 


solvent partially stripped 
off in the transition state 


The enhanced solvation of smaller anions in protic solvents, requiring more energy 
to strip off their solvent molecules, reduces their nucleophilicity. This trend reinforces 
the trend in polarizability: The polarizability increases with increasing atomic number, 
and the solvation energy (in protic solvents) decreases with increasing atomic number. 
Therefore, nucleophilicity (in protic solvents) generally increases down a column in the 
periodic table, as long as we compare similar species with similar charges. 

In contrast with protic solvents, aprotic solvents (solvents without O — H or N—H 
groups) enhance the nucleophilicity of anions. An anion is more reactive in an aprotic 
solvent because it is not so strongly solvated. There are no hydrogen bonds to be broken 
when solvent must make way for the nucleophile to approach an electrophilic carbon 
atom. The relatively weak solvating ability of aprotic solvents is also a disadvantage: 
Most polar, ionic reagents are insoluble in simple aprotic solvents such as alkanes. 


PROBLEM-SOLVING HINT 


Steric hindrance (bulkiness) hinders 


nucleophilicity (S\y2) more than it 
hinders basicity. 
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Polar aprotic solvents have strong dipole moments to enhance solubility, yet they 
have no O—H or N—H groups to form hydrogen bonds with anions. Examples of use- 
ful polar aprotic solvents (shown below) are acetonitrile, dimethylformamide (DMF), 
acetone, and dimethyl sulfoxide (DMSO). Changing from a hydroxylic solvent to a polar 
aprotic solvent often enhances the rate of an Sy2 reaction, sometimes by a factor of 1000 
or more. In some cases, we can add specific solvating reagents to enhance solubility with- 
out affecting the reactivity of the nucleophile. For example, the “crown ether” 18-crown-6 
solvates potassium ions. Using the potassium salt of a nucleophile and solvating the 
potassium ions causes the nucleophilic anion to be dragged along into solution. 


Examples of polar aprotic solvents: a: 
‘oO “a. O. : : 


O. 


CH—-c=N ¢ ee 
—_C=N: 7Crv~3: CH age 
: H 7, > WC cH, H,C~*"CH, Oo :) 630 
CH, SO) ae 
acetonitrile dimethylformamide acetone dimethyl] sulfoxide 18-crown-6 
(DMF) (DMSO) solvates K* ions 


The following example shows how fluoride ion, normally a poor nucleophile in 
hydroxylic (protic) solvents, can be a good nucleophile in an aprotic solvent. Although 
KF is not very soluble in acetonitrile, 18-crown-6 solvates the potassium ions, and the 
poorly solvated fluoride ion follows. This poorly solvated fluoride ion is nucleophilic, 
and it attacks carbon more readily than it would in a protic solvent. 


CH,Cl CHLF 
KF, 18-crown-6 


CH,CN 


+ Cl- 


FOCUS Factors Affecting Nucleophilicity 


Relative nucleophilicity is a kinetic term, i.e., a better or stronger nucleophile reacts faster at a particular atom. 
1. A species with a negative charge is a stronger nucleophile than a similar neutral species. In particular, a base is a stronger 
nucleophile than its conjugate acid. 

H-O: > 50% Hs > eS H—-N: > H-N—-H 

6 Hie aE Fe ae ai | 
H H 
2. Nucleophilicity decreases from left to right across the periodic table, following the increase in electronegativity from 
left to right. The more electronegative elements have more tightly held nonbonding electrons that are less reactive toward 
forming new bonds. 
HON? > O70 ES H-N-H Se (CH3CH))3P: > (CH3CH>)S: 
H H 


3. Nucleophilicity increases down the periodic table, following the increase in size and polarizability and the decrease in 
electronegativity. 


PLS 2 cies He)ees sich H—Se: > H—S:>H—G: — (CH3CH))3P: > (CH3CH))3N: 


4. Nucleophilicity decreases with increasing steric hindrance around the nucleophilic atom. 
he 1 HC as 


| 
CH3 CH; H3C CH3 
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5. Nucleophiles are stronger in polar aprotic solvents. Nucleophilicity decreases in protic solvents (any solvent with OH) 
because hydrogen bonding stabilizes the solvated (surrounded by solvent) nucleophile. 
Polar aprotic solvents 


Th a A aie 
la¥C—CSSINé pC. CH, Bos ow H3C. .- [C. .- -CH; 
acetonitrile H 7 H3C CH3 H3C CH3 i‘ i: 
(ACN) CH; acetone dimethylsulfoxide CH; CH; 
N,N-dimethylformamide (Ee) tetramethylurea 
(DMF) (TMU) 


6-11 Reactivity of the Substrate in S,2 Reactions 


Just as the nucleophile is important in the S,2 reaction, the structure of the alkyl] halide is 
equally important. We will often refer to the alky! halide as the substrate: literally, the com- 
pound that is being attacked by the reagent. Besides alkyl halides, a variety of other types 
of compounds serve as substrates in S\2 reactions. To be a good substrate for Sy2 attack 
by a nucleophile, a molecule must have an electrophilic carbon atom with a good leaving 
group, and that carbon atom must not be too sterically hindered for a nucleophile to attack. 


6-11A Leaving-Group Effects on the Substrate 


A leaving group serves two purposes in the Sy2 reaction: 


1. It polarizes the C— X bond, making the carbon atom electrophilic. 
2. It leaves with the pair of electrons that once bonded it to the electrophilic carbon atom. 


To fill these roles, a good leaving group should be 


1. electron-withdrawing, to polarize the carbon atom, 
2. stable (not a strong base) once it has left, and 
3. polarizable, to stabilize the transition state. 


1. The leaving group must be electron-withdrawing to create a partial positive charge 
on the carbon atom, making the carbon electrophilic. An electron-withdrawing leaving 
group also stabilizes the negatively charged transition state. Halogen atoms are strongly 
electronegative, so alkyl halides are common substrates for Sy2 reactions. Oxygen, 
nitrogen, and sulfur also form strongly polarized bonds with carbon; given the right 
substituents, they can form the basis for excellent leaving groups. 


Strongly polarized 


cx (X = halogen) co CN cs 


2. The leaving group must be stable once it has left with the pair of electrons that 
bonded it to carbon. A stable leaving group is needed for favorable energetics. The 
leaving group is leaving in the transition state; a reactive leaving group would raise 
the energy of the transition state, slowing the reaction. Also, the energy of the leaving 
group is reflected in the energy of the products. A reactive leaving group would raise 
the energy of the products, driving the equilibrium toward the reactants. 


bond forming bond breaking 
a. eee a: / : 
Nuc? + ea — a i —> Nuc—C + 3X 
‘J € é 


transition state 
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TABLE 6-4 Weak Bases That are Common Leaving Groups 


7 2 . : 2? : ? : -“ 
Ions: "Cle “Be? “AT ae oe oe 
iO; 01 Oh 
halides sulfonate sulfate phosphate 
i i { i 
Neutral molecules: *O—H :O—R ae *S—R 
R 
water alcohols amines sulfides 


Good leaving groups should be weak bases; therefore, they are the conjugate bases 
ot of strong acids. The hydrohalic acids HCI, HBr, and HI are strong, and their conjugate 
Strong bases make poor leaving bases (CI’, Br , and I) are all weak bases. Other weak bases, such as sulfate ions, 
groups. Do not write Sy2 reactions sulfonate ions, and phosphate ions, can also serve as good leaving groups. Table 6-4 
that show hydroxide ions, alkoxide lists examples of good leaving groups. 

ions, or other strong bases serving Hydroxide ions, alkoxide ions, and other strong bases are poor leaving groups for 
as leaving groups. Sy2 reactions. For example, the —-OH group of an alcohol is a poor leaving group 
because it would have to leave as hydroxide ion. 


a 2 <4 108 
Nat :Bré CH,-OH * Br—CH, + Nat ~:OH (strong base) 


Tons that are strong bases and poor leaving groups: 
OH “OR “NH, 


hydroxide alkoxide amide 


Table 6-4 also lists some neutral molecules that can be good leaving groups. A 
neutral molecule often serves as the leaving group from a positively charged species. 
For example, if an alcohol is placed in an acidic solution, the hydroxy group is proton- 
ated. Water then serves as the leaving group. Note that the need to protonate the alcohol 
(requiring acid) limits the choice of nucleophiles to those few that are weak bases, such 
as bromide and iodide. A strongly basic nucleophile would become protonated in acid. 


H H 
ae, HBr. e : | 
CH,—OH + Ht == :Br:-~CH,<~O—H — > :Br—CH, + :O—H 

protonated alcohol water 


3. Finally, a good leaving group should be polarizable to maintain partial bonding with 
the carbon atom in the transition state. This bonding helps stabilize the transition state 
and reduce the activation energy. The departure of a leaving group is much like the 
attack of a nucleophile, except that the bond is breaking rather than forming. Polarizable 
nucleophiles and polarizable leaving groups both stabilize the transition state by engaging 
in more bonding at a longer distance. Iodide ion, one of the most polarizable ions, is both 
a good nucleophile and a good leaving group. In contrast, fluoride ion is a small, “hard” 
ion. Fluoride is both a poor nucleophile (in protic solvents) and a poor leaving group in 
Sy? reactions. 


PROBLEM 6-17 


When diethyl ether (CH;CH,0CH,CHz) is treated with concentrated HBr, the initial products 
are CH;CH,Br and CH;CH,OH. Propose a mechanism to account for this reaction. 


6-11 Reactivity of the Substrate in S\y2 Reactions 


TABLE 6-5 Effect of Substituents on the Rates of SN2 Reaction 


Class of Halide Example Structure Relative Rate 
methyl CH;—Br >1000 
primary (1°) CH;CH,—Br “Sp, 50 
secondary (2°) (CH3)2CH— Br a 1 
tertiary (3°) (CH3)3C —Br p< <0.001 
n-butyl (1°) CH;,CH,CH,CH,—Br ~~ ~~~ p, 20 
isobutyl (1°) (CH;)»CHCH, —Br Yr 2 
neopentyl (1°) (CH3)3CCH,—Br SOB 0.0005 


Note: Two or three alkyl groups, or even a single bulky alkyl group, slow the reaction rate. The rates listed 


are compared to the secondary case (isopropyl bromide), assigned a relative rate of 1. 


6-11B Steric Effects on the Substrate 


Different alkyl halides undergo Sy2 reactions at vastly different rates. The structure of 
the substrate is the most important factor in its reactivity toward S\2 displacement. The 
reaction goes rapidly with methyl halides and with most primary substrates. It is more 
sluggish with secondary halides. Tertiary halides fail to react at all by the Sy2 mechanism. 
Table 6-5 shows the effect of alkyl substitution on the rate of S\2 displacements. 

For simple alkyl] halides, the relative rates for Sy2 displacement are 


Relative rates for Sy2: CHX. > 1? 2 2? SS? 


The physical explanation for this order of reactivity is suggested by the information 
in Table 6-5. All the slow-reacting compounds have one property in common: The 
back side of the electrophilic carbon atom is crowded by the presence of bulky groups. 
Tertiary halides are more hindered than secondary halides, which are more hindered 
than primary halides. Even a bulky primary halide (like neopenty! bromide) undergoes 
Syn2 reaction at a rate similar to that of a tertiary halide. The relative rates show that it is 
the bulk of the alkyl groups, rather than an electronic effect, that hinders the reactivity 
of bulky alkyl halides in the Sy2 displacement. 

This effect on the rate is another example of steric hindrance. When the nucleophile 
approaches the back side of the electrophilic carbon atom, it must come within bonding 
distance of the back lobe of the C— X sp’ orbital. If two alkyl groups are bonded to the 
carbon atom, this process is difficult. Three alkyl groups make it impossible. Just one 
alkyl group can produce a large amount of steric hindrance if it is unusually bulky, such 
as the tert-butyl group of neopentyl bromide. 

Figure 6-7 shows the S,2 reaction of hydroxide ion with ethyl bromide (1°), 
isopropyl bromide (2°), and tert-butyl bromide (3°). The nucleophile can easily 
approach the electrophilic carbon atom of ethyl bromide. In isopropyl bromide, the 
approach is hindered, but still possible. In contrast, Sy2 approach to the tertiary carbon 
of tert-butyl bromide is impossible because of the steric hindrance of the three methyl 
groups. Make models of ethyl bromide, isopropy! bromide, and tert-butyl bromide, and 
compare the ease of bringing in an atom for a back-side attack. 
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BaD 


ethyl bromide (1°) isopropyl bromide (2°) tert-butyl bromide (3°) 
attack is easy attack is possible attack is impossible 
HO: _ CH3 HO: CHg HO: CH; 
a. eS ee aN” AN 
ieee Sc—Br > oe 
HYY H,C’'Y H,C’y 
H H CH, 


FIGURE 6-7 = Sy2 attack on a simple primary alkyl halide is unhindered. Attack on a secondary halide is hindered, 
and attack on a tertiary halide is impossible. 


PROBLEM-SOLVING HINT 


Do not write Sy2 reactions occurring 
on tertiary alkyl halides. 


PROBLEM 6-18 


Rank the following compounds in decreasing order of their reactivity toward the Sy2 reaction 
with sodium ethoxide (Na‘ OCH,CHs) in ethanol. 


methyl chloride tert-butyl iodide neopenty] bromide 


isopropyl bromide methyl iodide ethyl] chloride 


PROBLEM 6-19 


For each pair of compounds, state which compound is the better Sy2 substrate. 
(a) 2-methyl-1-iodopropane or tert-butyl iodide 

(b) cyclohexyl bromide or 1-bromo-1-methylcyclohexane 

(c) 2-bromobutane or isopropyl bromide 

(d) 1-chloro-2,2-dimethylbutane or 2-chlorobutane 

(e) 1-iodobutane or 2-iodopropane 


6-12 Stereochemistry of the S\y2 Reaction 


As we have seen, the Sy2 reaction requires attack by a nucleophile on the back side 
of an electrophilic carbon atom (Figure 6-8). A carbon atom can have only four filled 
bonding orbitals (an octet), so the leaving group must leave as the nucleophile bonds 
to the carbon atom. The nucleophile’s electrons insert into the back lobe of carbon’s 
sp° hybrid orbital in its antibonding combination with the orbital of the leaving group 
(because the bonding MO is already filled). These electrons in the antibonding MO 
help to weaken the C—Br bond as bromide leaves. The transition state shows partial 
bonding to both the nucleophile and the leaving group. 

Back-side attack literally turns the tetrahedron of the carbon atom inside out, like 
an umbrella caught by the wind (Figure 6-8). In the product, the nucleophile assumes 
a stereochemical position opposite the position the leaving group originally occupied. 
We call this result an inversion of configuration at the carbon atom. 

In the case of an asymmetric carbon atom, back-side attack gives the opposite 
configuration of the carbon atom (Mechanism 6-3). The Sy2 displacement is the most 
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ocene, + 
wa aN i : 2 
Oe ee oe re 
Wd \ yr 
H HH H 


back-side attack on the C—Br sp* orbital transition state products 


HOI 

all Sagi inversion oe et is 

>: > HO Cr ‘Br: 
H H 


FIGURE 6-8 _ Back-side attack in the Sy2 reaction. The Sy2 reaction takes place through nucleophilic attack on the back lobe of carbon’s sp? 
hybrid orbital. This back-side attack inverts the carbon atom’s tetrahedron, like a strong wind inverts an umbrella. 


MECHANISM 6-3 Inversion of Configuration in the Sy2 Reaction 


Back-side attack inverts the configuration of the carbon atom. 


Nuc:>  ~C—X 
a a 


: 


EXAMPLE: 


H 
x ra 
\ “CH, 
: CH,CH, 
($)-2-bromobutane (R)-butan-2-ol 


common example of a Walden inversion, a step (in a reaction sequence) where an 
asymmetric carbon atom undergoes inversion of configuration. In the 1890s, Paul 
Walden, of the University of Tubingen (Germany), was one of the first to study reac- 
tions giving inversion of configuration. 

In some cases, inversion of configuration is readily apparent. For example, when 
cis-1-bromo-3-methylcyclopentane undergoes Sy2 displacement by hydroxide ion, 
inversion of configuration gives trans-3-methylcyclopentanol. 


- OH 
SOH |* 
H OH 
B 


Br 5 H 
CH, CH, CH, Br 
cis-1-bromo-3-methylcyclopentane transition state trans-3-methylcyclopentanol 


The Sy2 displacement is a good example of a stereospecific reaction: one in which 
different stereoisomers react to give different stereoisomers of the product. To study 
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PROBLEM-SOLVING HINT 


(R) and (S) are just names, and they 
vary with changing priorities of the 
substituents. Don't rely on names 
to determine the stereochemistry of 
a reaction. 


PROBLEM-SOLVING HINT 


Strong acids such as HCl, HBr, 
and HI are completely dissociated 
in solutions of alcohols or water. 
Consider the pK; values: 


HI 

HBr 

HCl 

CH30H2* 
CH3CH20OH2* 
H30* 


=2:5 
—2.4 
=F 


These pK; values show that the 
equilibrium 
ROH + HX —z=> ROH,* + X™ 


lies far to the right. When we write 
“HBr (aq)” or “HBr in ethanol,” we 
actually mean the dissociated ions. 
The values also show that alcohols 
and water are much more basic 
than halide ions, so they are more 
likely than halide ion to serve as 
the base in the final deprotonation 
in the Sy1 reaction and similar 
reactions under acidic conditions. 


Alkyl Halides; Nucleophilic Substitution 


the mechanism of a nucleophilic substitution, we often look at the product to see if the 
reaction is stereospecific, with inversion of configuration. If it is, the Sy2 mechanism 
is a good possibility, especially if the reaction kinetics are second order. In many cases 
(no asymmetric carbon or ring, for example), it is impossible to determine whether 
inversion has occurred. In these cases, we use kinetics and other evidence to help 
determine the reaction mechanism. 


PROBLEM 6-20 


Draw a perspective structure or a Fischer projection for the products of the following Sy2 
reactions. 

(a) trans-1-bromo-3-methylcyclopentane + KOH 

(b) (R)-2-bromopentane + KCN 


(c) CH; (d) it 
Br H + Nal MM rs ae + NaSH 
H CH; acetone H Es CH, 
CH>CH3; 
(e) CH; (f) ii 
—__> 
H Br + NaOCH; CHOH Soup + NH; 
CH,CH»CH3 Cl excess 
\ SJ 


( PROBLEM 6-21 


Under appropriate conditions, (S)-1-bromo-1-fluoroethane reacts with sodium methoxide to 
give pure (S)-1-fluoro-1-methoxyethane. 


CH;CHBrF + NaOCH; ——~ CH;CHFOCH; 
(S) (S) 


+ NaBr 


(a) Why is bromide rather than fluoride replaced? 
(b) Draw perspective structures (as shown on the previous page for 2-bromobutane) for the 
starting material, the transition state, and the product. 
(c) Does the product show retention or inversion of configuration? 
L (d) Is this result consistent with reaction by the Sy2 mechanism? 


6-13 Unimolecular Nucleophilic Substitution: 
The S,1 Reaction 


When tert-butyl bromide is placed in boiling methanol, methy! tert-butyl! ether can be 
isolated from the reaction mixture. Because this reaction takes place with the solvent 
acting as the nucleophile, it is called a solvolysis (solvo for “solvent,” plus Lysis, 
meaning “cleavage’’). 


+ CH,—-OH —> 


methanol 


(CH3);3C — Br 


tert-butyl bromide 


(CH3)3C =0— CH, + 


methyl tert-butyl ether 


HBr 


This solvolysis is a substitution because methoxide has replaced bromide on the tert-buty1 
group. It does not go through the S\y2 mechanism, however. The Sy2 requires a strong 
nucleophile and a substrate that is not too hindered. Methanol is a weak nucleophile, and 
tert-butyl bromide is a hindered tertiary halide—a poor Sy2 substrate. 
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If this substitution cannot go by the Sy2 mechanism, what kind of mechanism 
might be involved? An important clue is kinetic: Its rate does not depend on the 
concentration of methanol, the nucleophile. The rate depends only on the concentration 
of the substrate, tert-butyl bromide. 


first-order rate = k,[(CH3)3C — Br] 


This rate equation is first order overall: first order in the concentration of the alkyl halide 
and zeroth order in the concentration of the nucleophile. Because the rate does not depend 
on the concentration of the nucleophile, we infer that the nucleophile is not present in the 
transition state of the rate-limiting step. The nucleophile must react after the slow step. 

This type of substitution is called an Sy reaction, for Substitution, Nucleophilic, 
unimolecular. The term unimolecular means there is only one molecule involved in the 
transition state of the rate-limiting step. The mechanism of the Sy1 reaction of tert-buty] 
bromide with methanol is shown here. Ionization of the alkyl halide (first step) is the 
rate-limiting step. 


Step 1: Formation of carbocation (rate limiting) 


(CH),C CBr <= (CH,),Ct + :Bri (slow) 


Step 2: Nucleophilic attack on the carbocation 
~~ * oot 
(CH,),C* ia — ae es (fast) 
H H 
Final Step: Loss of proton to solvent 


(CH),C—G—CH + CH,—OH = (CH,),C—O—CH, + CH —O—H (fast) 
ee H 


The Sy! mechanism is a multistep process. The first step is a slow ionization to form 
a carbocation. The second step is a fast attack on the carbocation by a nucleophile. The 
carbocation is a strong electrophile; it reacts very quickly with nucleophiles, including 
weak nucleophiles. The nucleophile in Sy1 reactions is usually weak, because a strong 
nucleophile would be more likely to attack the substrate and force some kind of second- 
order reaction. If the nucleophile is an uncharged molecule such as water or an alcohol, 
the positively charged product must lose a proton to give the final uncharged product. 
The general mechanism for the Syl reaction is summarized in Key Mechanism 6-4. 


(dy) oP KEY MECHANISM 6-4 The Sy1 Reaction 


The Sy reaction involves a two-step mechanism. A slow ionization gives a carbocation that reacts quickly with a (usually weak) 
nucleophile. Reactivity: 3° > 2°> 1°. 


Step 1: Formation of the carbocation (rate-limiting). 


R-X: <2 Ret XE 


vi 


Step 2: Nucleophilic attack on the carbocation (fast). 


Rt ie — R—Nuc 


(continued) 
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If the nucleophile is water or an alcohol, a third step is needed to deprotonate the product. 


EXAMPLE: Solvolysis of 1-iodo-1-methylcyclohexane in methanol. 


Step 1: Formation of a carbocation (rate-limiting). 


Hs ,_CH; 
I: ae 
Ce —— i 


Step 2: Nucleophilic attack by the solvent (methanol). 


H H 
3, CH3 


C 
,7CH by 
+ CH;—G—H -= Cy Se 


Step 3: Deprotonation to form the product. 


PROBLEM 6-22 


Propose an Syl mechanism for the solvolysis of 3-bromo-2,3-dimethylpentane in ethanol. 


The reaction-energy diagram of the Sy1 reaction (Figure 6-9) shows why the rate 
Peele does not depend on the strength or concentration of the nucleophile. The ionization 
Never show a proton falling off into (first step) is highly endothermic, and its large activation energy determines the over- 
thin air. Show a possible base (often all reaction rate. The nucleophilic attack (second step) is strongly exothermic, with a 
the solvent) abstracting the proton. lower-energy transition state. In effect, a nucleophile reacts with the carbocation almost 
as soon as it forms. 

The reaction-energy diagrams of the Sy1 mechanism and the Sy2 mechanism are com- 
pared in Figure 6-9. The Sy1 has a true intermediate, the carbocation. The intermediate 
appears as a relative minimum (a low point) in the reaction-energy diagram. Reagents 
and conditions that favor formation of the carbocation (the slow step) accelerate the Sy1 
reaction; reagents and conditions that hinder its formation retard the reaction. 


FIGURE 6-9 _ Reaction-energy 


diagrams of the Sy1 and Sy2 reactions. rate-limiting _ 

The Sy1 is a two-step mechanism with transition state i | ac: 

two transition states (1 and +2) and Sa ps intermediate Nuc 

a carbocation intermediate. The Sy2 +2 7 = 

has only one transition state and no single 

intermediate. transition 
state 


energy ——» 


R— X + Nuc:— R— X + Nuc:— 


R— Nuc + X~ ieee 
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6-13A Substituent Effects 


The rate-limiting step of the Sy1 reaction is ionization to form a carbocation, a strongly 
endothermic process. The first transition state resembles the carbocation (Hammond’s 
postulate, Section 4-14); consequently, rates of Syl reactions depend strongly on 
carbocation stability. In Section 4-16A, we saw that alkyl groups stabilize carbocations 
by donating electrons through sigma bonds (the inductive effect) and through overlap 
of filled orbitals with the empty p orbital of the carbocation (hyperconjugation). Highly 
substituted carbocations are therefore more stable. 


vacant 
p orbital 


6+ 
5,CH3. + CH, 
carbocation stability: C 
SS > PY > *CH, t| 
3 CH; 
i 


inductive effect 


carbocation alkyl group 


hyperconjugation 


Reactivity toward Sy1 substitution mechanisms follows the stability of carbocations: 


Syl reactivity: 3° > 2 > i > CNX 


This order is opposite that of the Sy2 reaction. Alkyl groups hinder the Sy2 by blocking 
attack of the strong nucleophile, but alkyl groups enhance the Syl by stabilizing the 
carbocation intermediate. Simple primary and methyl! carbocations are not normally 
seen in solution. 

Resonance stabilization of the carbocation can also promote the Sy1 reaction. For 
example, allyl bromide is a primary halide, but it undergoes the Sy1 reaction about as 
fast as a secondary halide. The carbocation formed by ionization is resonance-stabilized, 
with the positive charge spread equally over two carbon atoms. 


H | | 
_~ ~~ H Nuc: 
C=C. yy == |B H <> H C. LH] —— HY UC H 
“CoH ee“ G eo pcan 3G 
\ [| [| [ [Nuc 
H H Br H H H H 
allyl bromide resonance-stabilized carbocation 


Vinyl and aryl halides generally do not undergo Syl or Sy2 reactions. An Sy1 
reaction would require ionization to form a vinyl or ary] cation, either of which is less 
stable than most alkyl carbocations. An Sy2 reaction would require back-side attack 
by the nucleophile, which is made impossible by the repulsion of the electrons in the 
double bond or aromatic ring. 


\N a7 
Oe or ( \-x o> no Syl, no Sy2 


a vinyl halide an aryl halide 
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6-13B Leaving-Group Effects 


The leaving group is breaking its bond to carbon in the rate-limiting ionization 
step of the Syl mechanism. A highly polarizable leaving group helps stabilize the 
rate-limiting transition state through partial bonding as it leaves. The leaving group 
should be a weak base—very stable after it leaves with the pair of electrons that 
bonded it to carbon. 

Figure 6-10 shows the transition state of the ionization step of the Syl reaction. 
Notice how the leaving group is taking on a negative charge while it stabilizes the new 
carbocation through partial bonding. The leaving group should be stable as it takes on 
this negative charge, and it should be polarizable to engage in effective partial bonding 
as it leaves. A good leaving group is just as necessary in the Syl reaction as it is in the 
Syn2, and similar leaving groups are effective for either reaction. Table 6-4 (page 316) 
lists some common leaving groups for either reaction. 


FIGURE 6-10 In the transition 
state of the Sy1 ionization, the 
leaving group is taking on a 
negative charge. The C—X bond is 
breaking, and a polarizable leaving 
group can still maintain substantial 
overlap. 


X is taking on a partial negative charge 


4 a 
R R 5 ’ 
+ 
wl — ec —- @: >X7 
RA RY =\ 
R R R R 


partial bonding in the transition state 


PROBLEM-SOLVING HINT 


Primary cations are rarely formed 


in solution unless they are 
resonance-stabilized. 


( PROBLEM 6-23 


Choose the member of each pair that will react faster by the Sy1 mechanism. 
(a) 1-bromopropane or 2-bromopropane 
(b) 2-bromo-2-methylbutane or 2-bromo-3-methylbutane 
(c) n-propyl bromide or allyl bromide 
(d) 1-bromo-2,2-dimethylpropane or 2-bromopropane 
(e) 2-iodo-2-methylbutane or tert-buty] chloride 
L (f) 2-bromo-2-methylbutane or ethyl] iodide 


PROBLEM 6-24 


3-Bromocyclohexene is a secondary halide, and benzyl bromide is a primary halide. Both 
halides undergo Sy! substitution about as fast as most tertiary halides. Use resonance struc- 
tures to explain this enhanced reactivity. 


Orn Ova 


3-bromocyclohexene benzyl bromide 


6-13C Solvent Effects on S\y1 Reactions 


The Sy1 reaction goes much more readily in polar solvents that stabilize ions. The rate- 
limiting step forms two ions, and ionization is taking place in the transition state. Polar 
solvents solvate these ions by an interaction of the solvent’s dipole moment with the 
charge of the ion. Protic solvents such as alcohols and water are even more effective 
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solvents because anions form hydrogen bonds with the —-OH hydrogen atom, and TABLE 6-6 Dielectric Constants 


cations complex with the nonbonding electrons of the — OH oxygen atom. (<) and lonization Rates of 
tert-Butyl Chloride in Common 
@ = Solvents 
H® R § O SS SSS 
or eee 1 Solvent € Relative Rate 
:O HH R 
H : R : water 78 ~~ 8000 
R—X: <2 Rt :Xr DOreRt HOT Hex aq] methanol — 33-——«:1000 
R : H | ¢ ethanol 24-200 
ionization O: O H 
a | acetone 21 1 
H R R o—RR diethylether 4.3 0.001 
solvated ions hexane 2.0  <0.0001 


Ionization of an alkyl halide requires formation and separation of positive and 
negative charges, similar to what happens when sodium chloride dissolves in water. 
Therefore, Sy1 reactions require highly polar solvents that strongly solvate ions. One 
measure of a solvent’s ability to solvate ions is its dielectric constant (€), a measure of 
the solvent’s polarity. Table 6-6 lists the dielectric constants of some common solvents 
and the relative ionization rates for tert-butyl chloride in these solvents. Note that ion- 
ization occurs much faster in highly polar solvents such as water and alcohols. Although 
most alkyl halides are not soluble in water, they often dissolve in highly polar mixtures 
of acetone and alcohols with water. 


FOCUS Factors Affecting Sy1 Reaction Rates 


The Sy1 reaction follows first order kinetics and the rate depends only on how fast the leaving group leaves in the first step. As 
a result, nucleophilicity of the nucleophile plays no role in the rate of an Syl reaction. 


1. Structure. In the first step of an Sy1 reaction, the leaving group leaves, generating a carbocation. Any structural feature that 
stabilizes the carbocation intermediate will speed the departure of the leaving group, the rate-determing step. The two most 
common structural factors that stabilize carbocations are greater substitution, and resonance. 

Order of carbocation stability: 


H 


Oy : 
H > > BE of ~ 
eee HyC* ~CH) ~ R 
benzyl allyl De methyl 


In practice, only benzylic, 3°, allylic, and 2° alkyl halides undergo the Sy1 reaction. Methyl and 1° halides are too resistant to 
forming carbocations, and are much more likely to undergo substitution by an Sy2 mechanism. 


2. Leaving group. Groups that are highly polarizable (large atoms), and those that are weak bases, are the best leaving groups. 
This list shows the relative leaving group ability of the more common leaving groups, with Br” or HO as the standard of 
comparison. 


O 


I 
Order of leaving group ability: R—S—O7~ > I” > Br-orH,O > Cl” > F- 
6 8) 1 0.02 0.0001 a 


sulfonate 


relative leaving group 


O ability 


Strong bases are never leaving groups in Sy! reactions. Strong bases include HO”™,RO~,H ,R»N , and R3C . 


3. Solvent. Polar solvents, especially protic solvents that can surround and stabilize the leaving group, accelerate Sj reactions. 


Good polar protic solvents for Syl: H20 CH30H CH3CH2OH CH3COOH 
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Alkyl Halides; Nucleophilic Substitution 


6-14 Stereochemistry of the Sy1 Reaction 


Recall from Section 6-12 that the Sy2 reaction is stereospecific: the nucleophile attacks 
from the back side of the electrophilic carbon atom, giving inversion of configura- 
tion. In contrast, the Sy1 reaction is not stereospecific. In the Syl mechanism, the 
carbocation intermediate is sp” hybridized and planar. A nucleophile can attack the 
carbocation from either face. Figure 6-11 shows the Syl solvolysis of a chiral com- 
pound, ($)-3-bromo-2,3-dimethylpentane, in ethanol. The carbocation is planar and 
achiral; attack from both faces gives both enantiomers of the product. Such a process, 
giving both enantiomers of the product (whether or not the two enantiomers are pro- 
duced in equal amounts), is called racemization. The product is either racemic or at 
least less optically pure than the starting material. 

If a nucleophile attacks the carbocation in Figure 6-11 from the front side (the 
side the leaving group left), the product molecule shows retention of configuration. 
Attack from the back side gives a product molecule showing inversion of 
configuration. Racemization is simply a combination of retention and inversion. 
When racemization occurs, the product is rarely completely racemic, however; there 
is often more inversion than retention of configuration. As the leaving group leaves, 
it partially blocks the front side of the carbocation. The back side is unhindered, so 
attack is more likely there. 

Figure 6-12 shows a cyclic case where one of the faces of a cyclopentane ring has 
been “labeled” by a deuterium atom. Deuterium has the same size and shape as hydro- 
gen, and it undergoes the same reactions. It distinguishes between the two faces of the 
ring: the bromine atom is cis to the deuterium in the reactant, so the nucleophile is cis 
to the deuterium in the retention product. The nucleophile is trans to the deuterium in 
the inversion product. The product mixture contains both cis and trans isomers, with 
the trans isomer slightly favored because the leaving group hinders approach of the 
nucleophilic solvent from the front side. 


OCH,CH, 
CH,CH,OH _Ht 


ey eke (S) 
7 from the top HC! i.» 
(CH,),CH CH,CH, 


:Br 

. retention of configuration 

-Br? 

ar 

Hoy \ ee c — Cac: 
(CH3),CH  CH,CH; Hy (CHy,CH HC, /CH,CH, 
ee (Ry | 
from the bottom OCH,CH, 


planar carbocation (achiral) : : P : 
inversion of configuration 


FIGURE 6-11 Racemization. An asymmetric carbon atom undergoes racemization when it ionizes to a planar, 
achiral carbocation. A nucleophile can attack the carbocation from either face, giving either enantiomer of the 
product. 
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Step 1: Formation of the carbocation 
:Bri- 


D (Br: D 
on 
H H H 
front-side attack 


is slightly hindered Step 2: Nucleophilic attack 


by leaving group 
Np H |. 
R wee cH, 2» Coe CH3  cH,OH OCH; 
H a XH + CH,OH, 
H 


attack from the top 
40% retention of ee 


Br 


D i 
0 = 
H OCH, 


attack from the bottom trans 


ct, 60% inversion of configuration 

FIGURE 6-12 In the S\1 reaction of cis-1-bromo-3-deuteriocyclopentane with methanol, the carbocation can be attacked from 
either face. Because the leaving group (bromide) partially blocks the front side as it leaves, back-side attack (inversion of configuration) 
is slightly favored. 


MECHANISM 6-5 Racemization in the S,1 Reaction 


The Sy! reaction involves ionization to a flat carbocation, which can be attacked from either side. 


Step 1: Ionization of a tetrahedral carbon gives a flat carbocation. 
<i 
aN 


Step 2: A nucleophile may attack either side of the carbocation. 


ak Nuc 


Nuc? 


Min Cte from the top é Racemization: Formation of 
ae (\ from the bottom a7 \ Nie products showing both 


Nuc>~ retention and inversion of 


retention inversion configuration. 


These two products may be different if the carbon atom is stereogenic. 
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1 
aay ont pecs 
CH, 


2-bromo-3-methylbutane 


PROBLEM-SOLVING HINT 

A carbocation usually rearranges just 
once. Most rearrangements convert 
the carbocation to a more stable 


carbocation, typically 

Ps > 3° 

or 2° —— resonance-stabilized 
or 3° —— resonance-stabilized. 


6-15 Rearrangements in Sy1 Reactions 


Carbocations frequently undergo structural changes, called rearrangements, to form 
more stable ions. A rearrangement may occur after a carbocation has formed, or it may 
occur as the leaving group is leaving. Rearrangements are not seen in Sy? reactions, 
where no carbocation is formed and the one-step mechanism allows no opportunity for 
rearrangement. 

An example of a reaction with rearrangement is the Syl reaction of 2-bromo- 
3-methylbutane in boiling ethanol. The product is a mixture of 2-ethoxy-3-methylbutane 
(not rearranged) and 2-ethoxy-2-methylbutane (rearranged). 


OCH,CH, OCH,CH, 
CH,CH,OH 


ia + HBr 


tats + aes 


CH, CH, 
(rearranged) 
2-ethoxy-2-methylbutane 


(not rearranged) 
2-ethoxy-3-methylbutane 


PROBLEM 6-25 


Give the Sy! mechanism for the formation of 2-ethoxy-3-methylbutane, the unrearranged 
product in this reaction. 


The rearranged product, 2-ethoxy-2-methylbutane, results from a hydride shift, the 
movement of a hydrogen atom with its bonding pair of electrons. A hydride shift is 
represented by the symbol ~H. In this case, the hydride shift converts the initially 
formed secondary carbocation to a more stable tertiary carbocation. Attack by the 
solvent gives the rearranged product. 


MECHANISM 6-6 _ Hydride Shift in an Sy1 Reaction 


Carbocations often rearrange to form more stable carbocations. This may occur when a hydrogen atom moves with its bonding 
pair of electrons. Formally, this is the movement of a hydride ion (H: ), although no actual free hydride ion is involved. 


Step 1: Unimolecular ionization gives a carbocation. 


H CH; 
2° carbocation 


Step 2: A hydride shift forms a more stable carbocation. 


+ 
oe a 


hydrogen moves 


Bro ZA with pair of electrons 


H H 
x) 
~H 


| + 
ae 


H CH; 
2° carbocation 


H CH; 
3° carbocation 
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This rearrangement involves movement of a hydrogen atom with its bonding pair of electrons over to the empty p orbital 
of the carbocation. In three dimensions, the rearrangement looks like this: 


2° carbocation 3° carbocation 


Step 3: Solvent (a weak nucleophile) attacks the rearranged carbocation. 
H 


| 
i H :O—CH,CH; 
+ CH;CH,OH 
ca ‘ cH, — 
H CH; H CH; 


tertiary carbocation 


ee 


Step 4: Deprotonation gives the rearranged product. 


H 
he a 
H ‘0 CHLCHs H :OCH,CH, 


Ne | | + 
ae BSL ae + CH;CH,OH, 


H CH; H CH; 


rearranged product 


When neopenty! bromide is boiled in ethanol, it gives only a rearranged substitution 
product. This product results from a methyl shift (represented by the symbol ~CHb), the PROBLEM-SOLVING HINT 


migration of a methyl group together with its pair of electrons. Without rearrangement, | Primary halides and methyl halides 
ionization of neopentyl bromide would give a very unstable primary carbocation. rarely ionize to carbocations 

CH CH in solution. If a primary halide 

3 | 3 ionizes, it will likely ionize with 
oo + oo 
aL x re ‘Br? rearrangement. 
CH, CH, 
neopenty! bromide 1° carbocation 


The methyl shift occurs while bromide ion is leaving, so that only the more stable 
tertiary carbocation is formed. 


MECHANISM 6-7 Methyl Shift in an Sy1 Reaction 


An alkyl group can rearrange to make a carbocation more stable. 


Step 1: Ionization occurs with a methy] shift. 


methyl moves 
with its pair 
of electrons 


H CH; CH; 
| ee ae : 
eo 3 ia (i Gia + ¢Bro- 
{ 
‘Br: CH; H CH; 


(continued) 
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In three dimensions, 


H 
H a a; CH3 ~CH, = 
"CH, + Br 
Br CH; 
3° carbocation 
Step 2: Attack by ethanol gives a protonated version of the rearranged product. 
i 
CH; H;C :O—CH,CH; 


| 4 CH,CH,OH 
——— - ea 


H CH, H CH, 


protonated product 


Step 3: Deprotonation gives the rearranged product. 


H 
ah ‘ 
H3C >O— CH,CH, H3C >O—CH,CH; 
CH,CH,0H | + 
H—C—C—CH, > H i Cc CH, =F CH,CH30H, 
H CH; H CH; 


rearranged product 


Because rearrangement is required for ionization of this primary halide, only rearranged products are observed. 
In general, we should expect rearrangements in reactions involving carbocations whenever a hydride shift or an alkyl shift 
can form a more stable carbocation. Most rearrangements convert 2° (or incipient 1°) carbocations to 3° or resonance-stabilized 


carbocations. 


PROBLEM-SOLVING HINT PROBLEM 6-26 
Most rearrangements convert 2° (or Propose a mechanism involving a hydride shift or an alkyl! shift for each solvolysis reaction. 
incipient 1°) carbocations to 3° or Explain how each rearrangement forms a more stable intermediate. 
resonance-stabilized carbocations. 
(a) CH, I CH, OCH, CH,—O CH, 
| | CH,OH 
i CH, “ea? —— + a 
3 3 
Cl OCH,CH, 
_CH;CH,OH, CH,OH 
CE 282 CE + Chen 
heat ae 
oe) CH, 


OCH,CH, 


(a) ee _CH,CH,OH | 
eae 
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6-16 Comparison of Sy1 and S,2 Reactions 


Let’s compare what we know about the Sy1 and Sy? reactions, then organize this 
material into a brief table. 


alkyl halide 
+ 


nucleophile 


strong weak 
nucleophile | nucleophile 


Sn2 Snl 
(and E2, Ch. 7) (and El, Ch. 7) 


Effect of the Nucleophile The nucleophile takes part in the slow step (the only step) 
of the S\2 reaction but not in the slow step of the Syl. Therefore, a strong nucleophile 
promotes the S,2 but not the Syl. Weak nucleophiles fail to promote the Sy2 reaction; 
therefore, reactions with weak nucleophiles often go by the Syl mechanism if the 
substrate is secondary or tertiary. 


Snl: Nucleophile strength is unimportant (usually weak). 
Sn2: Strong nucleophiles are required. 


Effect of the Substrate The structure of the substrate (the alkyl halide) is an impor- 
tant factor in determining which of these substitution mechanisms might operate. Most 
methyl halides and primary halides are poor substrates for Sy1 substitutions because 
they cannot easily ionize to high-energy methyl! and primary carbocations. They are 
relatively unhindered, however, so they make good Sy2 substrates. 

Tertiary halides are too hindered to undergo Sy2 displacement, but they can ionize 
to form tertiary carbocations. Tertiary halides undergo substitution exclusively through 
the Syl mechanism. Secondary halides can undergo substitution by either mechanism, 
depending on the conditions. 


Snl substrates: 3° > 2° (1° and CH; X are unlikely) 
Sy2 substrates: CH3X > 1° > 2° (3° is unsuitable) 


If silver nitrate (AgNO3) is added to an alkyl halide in a good ionizing solvent, the 
silver ion removes the halide ion to give a carbocation. This technique can force some 
unlikely ionizations, often giving interesting rearrangements (see Problem 6-29). 


Effect of the Solvent The slow step of the Sy1 reaction involves formation of two 
ions. Solvation of these ions is crucial to stabilizing them and lowering the activation 
energy for their formation. Very polar ionizing solvents such as water and alcohols 
are needed for the Sy1. The solvent may be heated to reflux (boiling) to provide the 
energy needed for ionization. 

Less charge separation is generated in the transition state of the S\y2 reaction. 
Strong solvation may weaken the strength of the nucleophile because of the energy 
needed to strip off the solvent molecules. Thus, the Sy2 reaction often goes faster in 
less polar solvents if the nucleophile will dissolve. Polar aprotic solvents may enhance 
the strength of weak nucleophiles. 


Syl: Good ionizing solvent required. 
Sn2: May go faster in a less polar solvent. 
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Kinetics The rate of the Sy1 reaction is proportional to the concentration of the alkyl 

halide but not the concentration of the nucleophile. It follows a first-order rate equation. 
The rate of the Sy2 reaction is proportional to the concentrations of both the alkyl 

halide [R — X] and the nucleophile [Nuc:"]. It follows a second-order rate equation. 


Syl rate = k,[R— X] 
Sy2 rate = k,[R— X][Nuc: ] 


Stereochemistry The Sy1 reaction involves a flat carbocation intermediate that can 
be attacked from either face. Therefore, the Sy] usually gives a mixture of inversion 
and retention of configuration. 

The Sy? reaction takes place through a back-side attack, which inverts the stereo- 
chemistry of the carbon atom. Complete inversion of configuration is the result. 


Mixture of retention and inversion; racemization. 
Complete inversion. 


Syl stereochemistry: 
Syn2 stereochemistry: 


Rearrangements The Sy! reaction involves a carbocation intermediate. This inter- 
mediate can rearrange, usually by a hydride shift or an alkyl shift, to give a more stable 
carbocation. 

The Sy? reaction takes place in one step with no intermediates. No rearrangement 
is possible in the Sy? reaction. 


Sl: Rearrangements are common. 
Sn2: Rearrangements are impossible. 


SUMMARY  Nucleophilic Substitutions 


Promoting factors 
nucleophile 
substrate (RX) 
solvent 
leaving group 
other 

Characteristics 
kinetics 
stereochemistry 


rearrangements 


methyl halides CH3X 
primary halides RCH,X 
secondary halides R,CHX 


tertiary halides R3CX 


Sn1 


weak nucleophiles are OK 
Bae 

good ionizing solvent needed 
good one required 


AgNO; forces ionization 


first order, k,[RX] 
mixture of inversion and retention 


common 


Syl conditions (weak nucleophile) 


No reaction. A methyl cation is too 
unstable. 


Rarely any reaction unless it can form a 
resonance-stabilized cation. 


Syl, often with rearrangement, can occur 
in a good solvent. 


Syl occurs readily in a good solvent. 


Sy2 


strong nucleophile needed 
(CUED S> IF Ss 2 
wide variety of solvents 


good one required 


Second order, k,[RX][Nuc:"] 
complete inversion 


impossible 


Sy2 conditions (strong nucleophile) 


Sy2 is unhindered and favored. 


Sy2 is favored unless the R group is excep- 
tionally bulky. 


Sy2 can occur unless the alkyl groups or the 
nucleophile are bulky. 


Sy2 cannot occur because of steric hindrance. 
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{ PROBLEM 6-27 


For each reaction, give the expected substitution product, and predict whether the mechanism 
will be predominantly first order (Sy1) or second order (Sy2). 
(a) 2-chloro-2-methylbutane + CH;COOH 
(b) isobutyl bromide + sodium methoxide 
(c) 1-iodo-1-methylcyclohexane + _ ethanol 
(d) cyclohexyl bromide + methanol 
© cyclohexyl bromide + sodium ethoxide 


PROBLEM 6-28 


Under certain conditions, when (R)-2-bromobutane is heated with water, the Sy1 substitution 
proceeds twice as fast as the Sy2. Calculate the e.e. and the specific rotation expected for the 
product. The specific rotation of (R)-butan-2-ol is —13.5°. Assume that the Sy1 gives equal 
amounts of the two enantiomers. 


[ PROBLEM 6-29 


A reluctant first-order substrate can be forced to ionize by adding some silver nitrate (one of 
the few soluble silver salts) to the reaction. Silver ion reacts with the halogen to form a silver 
halide (a highly exothermic reaction), generating the cation of the alkyl group. 

R—X + Ag* + Agx| 


Give mechanisms for the following silver-promoted rearrangements. 


— >: ‘Rr 


(a) CH; CH; 
AgNO,, HO | 
a —CH,—I —_——_— se —CH,—CH, 


CH, OH 


(b) CHyl OH 
AgNO , H,0/CH,;CH,OH 
> 


Ne 


The Rest of the Story Elimination reactions often accompany nucleophilic substi- 
tutions of alkyl halides and other compounds containing good leaving groups. Under 
conditions that favor them, elimination reactions often predominate over substitutions. 
In Chapter 6, we have concentrated on the factors that favor Syl and Sy? substitu- 
tions. In Chapter 7, we will cover the factors that favor eliminations. At that point, we 
can begin to predict the products and mechanisms of many reactions that are subject to 
competition between substitutions and eliminations. 


PROBLEM-SOLVING HINT 


The strength of the nucleophile (or 
base) usually determines the order 
of the reaction. Strong nucleophiles 
encourage bimolecular, second- 
order reactions, and weak 


nucleophiles more commonly 
react by unimolecular, first-order 
mechanisms. Also, Sy2 is unlikely 
with 3° halides, and Sy1 is unlikely 
with 1° halides unless they are 
resonance-stabilized. 


SUMMARY Reactions of Alkyl Halides 


Some of these reactions have not yet been covered, but they are included here for completeness and for later reference. 
The reactions that we have not yet covered are shown in the summary with a gray background. Notice the section 


numbers, indicating where each reaction is covered. 


1. Nucleophilic substitutions (Section 6-9) 
a. Alcohol formation 
R—X + *0H 


—_ 


R—OH + #!:X7 


(continued) 
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b. Halide exchange 


R—-X + GF —> R-T + ¢?X 
18-crown-6 
R—Cl + KF CH,CN > R—F + _ KCl 


c. Williamson ether synthesis 


R—X + R'OF —_— R—O—R’ + ?X” ether synthesis 
R—X + R'S= — R—S—R’ + =X” thioether synthesis 


d. Amine synthesis 
?NH3 oe 
R—X + :NH, ——> R—NH3 :*X  ——> R—NH, + NHj :X” 


excess amine 


e. Nitrile synthesis 


R—X + 'C=N: _—_ R—C=N: + ?X” 
cyanide nitrile 


f. Alkyne synthesis (covered later in Section 9-7) 


R—CSCo + IX —- R=CSC SIR th 
acetylide ion alkyne 


2. Dehydrohalogenation (covered later in Chapter 7) 


Te 
KOH aN “4 
—c—c— SS, C=C + tX7 
| | Vi XS 
x 


3. Formation of organometallic reagents (covered later in Section 10-8) 
a. Grignard reagents 
CH,CH,—O—CH,CH, 


IRS ap MI ———— R— Mg —X 
(<= CL lye, wr 10) organomagnesium halide 
(Grignard reagent) 


b. Organolithium reagents 


IR—X ap DIL —=> IR—=ILil -4P Lit? 
(X = Cl, Br, or I) organolithium 


4. Coupling of organocopper reagents (covered later in Section 10-9) 


AIRALil te (Chill —— R,CuLi + Lil 


R,CuLi + R°—X —2 R—R” + R—Cu + Lix 


5. Reduction (covered later in Section 10-10) 


(1) Mg or Li 
IR @HoO R—=Ial 
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acid 
acidity: 


Lewis acid: 


alkyl halide 


alkyl shift 


allylic 
allylic halogenation 


A species that can donate a proton. (p. 107) 


(acid strength) The thermodynamic reactivity of an acid, expressed quantitatively by the 
acid-dissociation constant K;. (p. 109) 


(electrophile) A species that can accept an electron pair from a nucleophile, forming a bond. 
(pp. 126, 317) 


(haloalkane) A derivative of an alkane in which one (or more) of the hydrogen atoms has been 
replaced by a halogen. (p. 292) 


(symbolized ~R) Movement of an alkyl group with a pair of electrons from one atom (usually 
carbon) to another. Alkyl shifts are examples of rearrangements that convert carbocations 
into more stable carbocations. (p. 330) 


The saturated position adjacent to a carbon-carbon double bond. (p. 301) 
Substitution of a halogen for a hydrogen at the allylic position. (p. 301) 


Br 


| 
H,C=CH—CH—CH, 


allylic bromide 


H,C=CH—CH,—CH, + + 


allylic shift 


aprotic solvent 
aryl halide 


base 
basicity: 


Lewis base: 
concerted reaction 


dehydrohalogenation 

electrophile 
electrophilicity: 

elimination 


freons 


geminal dihalide 


haloalkane 


halogen exchange reaction 


hydride shift 


hydroxylic solvent 


inversion of configuration 


allylic position 


" 
H,C—CH=CH—CH, 


rearranged allylic bromide 
(product of an allylic shift) 


N-bromosuccinimide succinimide 


A rearrangement that results from reaction at either end of a resonance-stabilized allylic 
intermediate. (p. 302) 


A solvent that has no acidic protons; a solvent with no O—H or N—H groups. (p. 313) 


An aromatic compound (benzene derivative) in which a halogen is bonded to one of the carbon 
atoms of the aromatic ring. (p. 292) 


An electron-rich species that can abstract a proton. (pp. 107, 311) 


(base strength) The thermodynamic reactivity of a base, expressed quantitatively by the 
base-dissociation constant Kp. (pp. 110, 311) 

(nucleophile) An electron-rich species that can donate a pair of electrons to form a bond. (p. 126) 

A reaction in which the breaking of bonds and the formation of new bonds occur at the same 
time (in one step). (p. 307) 

An elimination in which the two atoms lost are a hydrogen atom and a halogen atom. (p. 305) 

(Lewis acid) A species that can accept an electron pair from a nucleophile, forming a bond. (p. 126) 

(electrophile strength) The kinetic reactivity of an electrophile. (p. 317) 


A reaction that involves the loss of two atoms or groups from the substrate, usually resulting in 
the formation of a pi bond. (p. 305) 


A generic name for a group of chlorofluorocarbons used as refrigerants, propellants, and sol- 
vents. Freon-12® is CF2Cly, and Freon-22® is CHCIF>. (p. 296) 
A dihalide with both halogens on the same carbon atom. (p. 294) 
CH3— CH)— CBr,— CH 
a geminal dibromide 


(alkyl halide) A derivative of an alkane in which one (or more) of the hydrogen atoms has been 
replaced by a halogen. (p. 293) 

A substitution where one halogen atom replaces another; commonly used to form fluorides and 
iodides. (p. 309) 

(symbolized ~H) Movement of a hydrogen atom with a pair of electrons from one atom (usually 
carbon) to another. Hydride shifts are examples of rearrangements that convert carbocations 
into more stable carbocations. (p. 328) 

A solvent containing OH groups (the most common type of protic solvents). (p. 313) 

(see also Walden inversion) A process in which the groups around an asymmetric carbon atom are 
changed to the opposite spatial configuration, usually as a result of back-side attack. (p. 318) 
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leaving group 


Lewis acid 
Lewis base 
methyl shift 


NBS (N-bromosuccinimide) 


nucleophile 


nucleophilicity: 


nucleophilic substitution 


organic synthesis 
polarizable 


primary halide, secondary 
halide, tertiary halide 


protic solvent 
racemization 


reagent 
rearrangement 


retention of configuration 


solvolysis 


stereospecific reaction 


steric hindrance 
substitution 


Syn2 reaction: 


Alkyl Halides; Nucleophilic Substitution 


The Sy2 reaction goes with inversion of configuration. 

The atom or group of atoms that departs during a substitution or elimination. The leaving group 
can be charged or uncharged, but it leaves with the pair of electrons that originally bonded the 
group to the remainder of the molecule. (p. 305) 

See electrophile. (pp. 126, 317) 

See nucleophile. (pp. 126, 306) 

(symbolized ~CH3) Rearrangement of a methyl group with a pair of electrons from one atom (usually 
carbon) to another. A methyl shift (or any alkyl shift) in a carbocation generally results in a more 
stable carbocation. (p. 329) 


A reagent that is often used as the bromine source in allylic bromination. NBS provides a consistently 
low concentration of Brz as the reaction proceeds because it combines with the HBr byproduct to 
regenerate Bro. (p. 302) 

(Lewis base) An electron-rich species that can donate a pair of electrons to form a bond. (pp. 126, 306) 

(nucleophile strength) The kinetic reactivity of a nucleophile; a measure of the rate of substitution 
in a reaction with a standard substrate. (p. 311) 

A reaction where a nucleophile replaces another group or atom (the leaving group) in a molecule. 
(p. 305) 

The preparation of desired organic compounds from readily available starting materials. (p. 295) 

Having electrons that are easily displaced toward a positive charge. Polarizable atoms can begin to 
form a bond at a relatively long distance. (p. 316) 

These terms specify the substitution of the halogen-bearing carbon atom (sometimes called the 
head carbon). |f the head carbon is bonded to one other carbon, it is primary; if it is bonded to 
two carbons, it is secondary; and if bonded to three carbons, it is tertiary. (p. 294) 


i 
CH;— f — Br 


CH, 
a tertiary halide (3°) 


CH,— CH, —Br 


CH,— - —Br 


CH, 


a primary halide (1°) a secondary halide (2°) 


A solvent containing acidic protons, usually O—H or N—H groups. (p. 313) 

The loss of optical activity that occurs when a reaction shows neither clean retention of configuration 
nor clean inversion of configuration. (p. 326) 

The compound that serves as the attacking species in a reaction. (p. 295) 

A reaction involving a change in the bonding sequence within a molecule. Rearrangements are 
common in reactions such as the Sy1 and E1 involving carbocation intermediates. (p. 328) 

Formation of a product with the same configuration as the reactant. In a nucleophilic substitution, 
retention of configuration occurs when the nucleophile assumes the same stereochemical position 
in the product as the leaving group occupied in the reactant. (p. 326) 

A nucleophilic substitution or elimination where the solvent serves as the attacking reagent. 
Solvolysis literally means “cleavage by the solvent.” (p. 320) 


CH,OH, heat 
(CH3)3C — Br > 


(CH3)3C =a OCH; + (CH3)sC = CH, + HBr 


A reaction in which different stereoisomers of the starting material react to give different stereoisomers 
of the product. (p. 319) 


Interference by bulky groups that slow a reaction or prevent it from occurring. (p. 317) 

(displacement) A reaction in which an attacking species (nucleophile, electrophile, or free radical) 
replaces another group. (p. 321) 

(Substitution, Nucleophilic, bimolecular) The concerted displacement of one nucleophile by another 
on an sp? hybrid carbon atom. (p. 322) 
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Sn1 reaction: (Substitution, Nucleophilic, unimolecular) A two-step interchange of nucleophiles, with bond 
breaking preceding bond formation. The first step is ionization to form a carbocation. The 
second step is the reaction of the carbocation with a nucleophile. (p. 321) 


substrate The compound that is attacked by the reagent. (p. 306) 


transition state In each individual step of a reaction, the state of highest energy between reactants and products. 
The transition state is a relative maximum (high point) on the reaction-energy diagram. (p. 307) 
vicinal dihalide A dihalide with the halogens on adjacent carbon atoms. (p. 294) 


Br 


| 
CH,— CHBr— CHBr —CH, CH,— CHC —CH, 
a vicinal dibromide a vinyl bromide 


vinyl halide A derivative of an alkene in which one (or more) of the hydrogen atoms on the double-bonded 
carbon atoms has been replaced by a halogen. (p. 292) 

Walden inversion (see also inversion of configuration) A step in a reaction sequence in which an asymmetric carbon 
atom undergoes inversion of configuration. (p. 319) 


Essential Problem-Solving Skills in Chapter 6 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Correctly name alkyl halides; summarize their physical properties; and identify 


them as 1°, 2°, or 3°. Problems 6-31, 32, and 47 
2 Show how free-radical halogenation might be used for the synthesis of some 
alkyl halides, especially for making allylic and benzylic alkyl halides. Problems 6-30, 46, 51, 57, 58, and 59 
3 Predict the products of Sy1 and Sy2 reactions, including stereochemistry. Problems 6-35, 40, 41, 44, 45, 46, and 52 


p 


Draw the mechanisms and reaction-energy diagrams of Sy1 and Sy2 reactions. Problems 6-40, 41, 48, 49, 52, 53, 54, 55, and 56 


5 Predict and explain the relative stabilities and rearrangements of cations 
involved in first-order reactions. Problems 6-40, 41, 42, 43, and 54 


6 Predict which substitutions will be faster, based on differences in substrate, 
nucleophile, leaving group, and solvent. Problems 6-33, 34, 36, 37, 38, and 39 


7 Given a set of reaction conditions, predict whether the reaction will be 
unimolecular (first-order) or bimolecular (second-order), and predict which 


product(s) are most likely. Problems 6-37, 38, 54, and 56 
8 Show how substitutions of alkyl halides might be used to synthesize other Problems 6-30, 35, 36, 39, 40, 45, 46, 53, 
types of compounds. and 54 


Study Problems 


6-30 Show how you would convert (in one or two steps) phenylethane to the three products shown below. In each case, 
explain what unwanted reactions might produce undesirable impurities in the product. 


(a (b) CH; (c) 
Br om CN 
phenylethane 1-bromo-1-phenylethane 1-methoxy-1-phenylethane 2-phenylpropanenitrile 
6-31 Draw the structures of the following compounds. 
(a) sec-butyl bromide (b) isobutyl chloride (c) 1,2-chloro-3-methylpentane 
(d) 2,2,2-tribromoethanol (e) trans-\1-bromo-2-methylcyclohexane (f) methylene bromide 


(g) iodoform (h) 1-bromo-1-isopropylcyclopentane (i) tert-pentyl bromide 
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6-32 Give systematic (IUPAC) names for the following compounds. 


Br Br 


: fon CH 
(a) OTN (b) () 


6-33 Predict the compound in each pair that will undergo the Sy? reaction faster. 


(a) SUB oor eo (b) Sr oor 


Br 
Br 
(e) Cy or one (f) Jue or oa 


6-34 Predict the compound in each pair that will undergo solvolysis (in aqueous ethanol) more rapidly. 


ae ae a 
(a) (CH;CH;),CHBr or (CH;)CBr (b) Br or ~~ 


cl 7 
(c) or Cy (a) Cy 
cl 
or 
() AAW or (f OO 
cl 


6-35 Show how each compound might be synthesized by the Sy2 displacement of an alky] halide. 


SCH,CH, 
O 


(d) (cnn, (e) H,JC—=CH—CH,CN (f) H—C=C—CH,CH,CH; 


6-36 Give two syntheses for (CH;)»>CH— O— CHs, and explain which synthesis is better. 
6-37 When methy! bromide is added to potassium fert-butoxide, the product is tert-butyl methyl ether. 


CH;—Br + (CH;);C—O~ K* —> (CH;);C—O—CH; 


methyl bromide potassium fert-butoxide tert-butyl methyl ether 


(a) What happens to the reaction rate if the concentration of methyl bromide is doubled? 
(b) What happens to the rate if the concentration of potassium tert-butoxide is tripled and the concentration of methyl 
bromide is doubled? 

(c) What happens to the rate if the temperature is raised? 

6-38 When tert-butyl chloride is heated with an equal amount of ethanol in an inert solvent, one of the products is ethy] tert-butyl] ether. 
(a) What happens to the reaction rate if the concentration of ethanol is doubled? 
(b) What happens to the rate if the concentration of tert-butyl chloride is tripled and the concentration of ethanol is doubled? 
(c) What happens to the rate if the temperature is raised? 


6-39 


6-40 


6-41 


6-42 


6-43 


6-44 


6-45 


6-46 


Study Problems 339 


Chlorocyclohexane reacts with sodium cyanide (NaCN) in ethanol to give cyanocyclohexane. The rate of formation of cyano- 
cyclohexane increases when a small amount of sodium iodide is added to the solution. Explain this acceleration in the rate. 
Give the substitution products expected from solvolysis of each compound by heating in ethanol. 


Br 


(a) (b) Cl (c) (d) 
Br CH; 
a .< Ce: 


Allylic halides have the structure 


Nom o-0-x 
a | 


(a) Show how the first-order ionization of an allylic halide leads to a resonance-stabilized cation. 
(b) Draw the resonance structures of the allylic cations formed by ionization of the following halides. 
(c) Show the products expected from Sy1 solvolysis of these halides in ethanol. 


(i) (ii) CH.Br (iii) 5. (iv) 
i AA AN 
Br a = 


List the following carbocations in decreasing order of their stability. 


. 
CH, CH, CH, CH, CH, 
+ + 
‘ 


Two of the carbocations in Problem 6-42 are prone to rearrangement. Show how they might rearrange to more stable 
carbocations. 
Draw perspective structures or Fischer projections for the substitution products of the following reactions. 


(a) (b) CH, (c) 
CH, CH,CH, 
acetone Br H water/acetone EtOH, heat 
H Br + NaCN ——~> + NaOH —WW—> Br CH, ——!—> 
H CH, 
CH,CH, CH(CH,), 
CH,CH, 


Predict the products of the following Sy2 reactions. 


(a) CH3;CH,ONa + CH3CH,Cl —- (b) € \-cucns + NaCN ——> 


(c) ( \-s Nat + CH,CH,Br — (d) CH3(CH3)sCH,Cl_ + Na’ ~:C=CH —> 


\ 
(e) / N: + CHI —> (f) (CH;);C —CH,CH,Br + excess NH; —~> 
NaOH 
cl oT 
(g) [\ + NaOH —> (h) ne{ CH; “CHOH 
OH 


Using cyclohexane as one of your starting materials, show how you would synthesize the following compounds. 


Br OH CN 
(a) Cy (b) (c) 

NH; Br OCH; 
@ Cy © 
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6-47 Strawberry growers have used large quantities of methyl bromide (b.p. 4 °C) to sterilize the soil before planting their 
crops. Like some of the freons, methyl bromide can diffuse up into the stratosphere, where it damages the protective ozone 
layer. Agricultural chemists have suggested using methyl iodide (b.p. 43 °C) as a replacement for methyl bromide. Why 
is methyl iodide likely to be more toxic to agricultural pests (and people) than methyl bromide? Why is methyl iodide less 
likely to reach the stratosphere than methyl bromide? 

6-48 A solution of pure (S)-2-iodobutane ({a] = +15.90°) in acetone is allowed to react with radioactive iodide, S1~ until 1.0% 
of the iodobutane contains radioactive iodine. The specific rotation of this recovered iodobutane is found to be +15.58°. 

(a) Determine the percentages of (R)- and (S)-2-iodobutane in the product mixture. 
(b) What does this result suggest about the mechanism of the reaction of 2-iodobutane with iodide ion? 

6-49 (a) Optically active 2-bromobutane undergoes racemization on treatment with a solution of KBr. Give a mechanism for 

this racemization. 

(b) In contrast, optically active butan-2-ol does not racemize on treatment with a solution of KOH. Explain why a 
reaction like that in part (a) does not occur. 

(c) Optically active butan-2-ol racemizes in dilute acid. Propose a mechanism for this racemization. 


6-50 Give a mechanism to explain the two products formed in the following reaction. 
HCH, Br CH, oe 
H Sc H No H bon 
Nc oO SCH JE Nc oa NCH + B i ea 
= — -—C— 
—_, ° a, ' ‘i: 
H H H H H H 
3-methylbut-1-ene not rearranged rearranged 
6-51 Predict the major product of the following reaction, and give a mechanism to support your prediction. 
NBS, h 
ethylbenzene 


6-52 Because the Syl reaction goes through a flat carbocation, we might expect an optically active starting material to give a 
completely racemized product. In most cases, however, Sy1 reactions actually give more of the inversion product. In gen- 
eral, as the stability of the carbocation increases, the excess inversion product decreases. Extremely stable carbocations 
give completely racemic products. Explain these observations. 

6-53 Triethyloxonium tetrafluoroborate, (CH3CH2)30* BF, ’, is a solid with melting point 91-92 °C. Show how this reagent can 
transfer an ethyl group to a nucleophile (Nuc:7) in an Sy2 reaction. What is the leaving group? Why might this reagent be 
preferred to using an ethyl] halide? (Consult Table 6-2.) 

6-54 Furfury! chloride can undergo substitution by both Sy2 and Sy1 mechanisms. Because it is a 1° alkyl halide, we expect 
Sy2 but not Syl reactions. Draw a mechanism for the Sy1 reaction shown below, paying careful attention to the structure 
of the intermediate. How can this primary halide undergo Sy1 reactions? 


Cl 
O 
p ethanol 0 AL 
. ] + NaocHo ““, (7° H +. Nacl 
furfuryl chloride sodium formate furfuryl formate 
6-55 The reaction of an amine with an alkyl] halide gives an ammonium salt. 


+ 
R3N + R’—~X —— > R3N—R’ XX” 


amine alkyl halide ammonium salt 


The rate of this S\2 reaction is sensitive to the polarity of the solvent. Draw an energy diagram for this reaction in a 
nonpolar solvent and another in a polar solvent. Consider the nature of the transition state, and explain why this reaction 
should be sensitive to the polarity of the solvent. Predict whether it will be faster or slower in a more polar solvent. 


6-56 


6-57 


6-58 


6-59 
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The following reaction takes place under second-order conditions (strong nucleophile), yet the structure of the product shows 
rearrangement. Also, the rate of this reaction is several thousand times faster than the rate of substitution of hydroxide ion on 
2-chlorobutane under similar conditions. Propose a mechanism to explain the enhanced rate and rearrangement observed in 
this unusual reaction. (“Et’” is the abbreviation for ethyl.) 


Et,N: :NEt, 


~OH 
eG a > ae CH—CH,CH, + Cr 


Cl OH 


Propose mechanisms to account for the observed products in the following reactions. 


(a) Br 
a ' 
hv 
Br 
NBS, hv 
mm CL+ CY 
Br 


Show the products you expect when each compound reacts with NBS with light shining on the reaction. 


(a) 
»OX 
(c) O OO 


A student adds NBS to a solution of 1-methylcyclohexene and irradiates the mixture with a sunlamp until all the NBS has 
reacted. After a careful distillation, the product mixture contains two major products of formula C7H, Br. 
(a) Draw the resonance forms of the three possible allylic free radical intermediates. 


(b) Rank these three intermediates from most stable to least stable. 
(c) Draw the products obtained from each free-radical intermediate. 


Structure and Synthesis of Alkenes; 
Elimination 


Goals for Chapter 7 = z : , _ 


41 Draw and name alkenes and 
cycloalkenes. 


2 Given a molecular formula, 
calculate the number of pi bonds 
and rings. 


3 Explain how the stability of 
alkenes depends on their structures. 


4 Write equations to show how 
alkenes can be synthesized by 
eliminations from alkyl halides and 
alcohols. 


5 Predict the products of substitu- 
tion and elimination reactions, and 
explain what factors favor each 
type of reaction. 


6 Identify the differences between 
unimolecular and bimolecular elimi- 
nations and explain what factors 
determine the order of the reaction. 


7 Given a set of reaction conditions, 
identify the possible mechanisms, 
and predict which mechanism(s) and 
product(s) are most likely. 


squalene 


A Squalene is a 30-carbon alkene with six carbon-carbon double bonds. Squalene occurs in all 

plants and animals to make the steroid compounds used as hormones, vitamins, emulsifiers, and cell 
membrane components (Chapter 25). Squalene is used in cosmetics and as an adjuvant (makes the 
immune system respond more strongly) in vaccines. Squalene was originally obtained from shark livers, 
where sharks use it as an incompressible low-density liquid to make them neutrally buoyant in salt water. 
Plant sources, such as olive oil, are now used as cheaper and more sustainable sources of squalene. 


7-1 Introduction 


Alkenes are hydrocarbons with carbon-carbon double bonds. Alkenes are central to 
organic chemistry because they are manufactured in large quantities from crude petroleum, 
and they are readily converted to many of the other functional groups. In this chapter, we 
consider the characteristics of alkenes and some of the ways they are synthesized. In study- 
ing the syntheses of alkenes, we begin with the elimination reactions of alkyl halides, which 
compete with the substitution reactions covered in Chapter 6. In Chapter 8, we continue the 
study of alkenes, emphasizing the wide variety of reactions they can undergo. 

Alkenes are sometimes called olefins, a term derived from olefiant gas, meaning 
“oil-forming gas.” This term originated with early experimentalists who noticed the 
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7-2. The Orbital Description of the Alkene Double Bond 


oily appearance of alkene derivatives. Alkenes are among the most important industrial 
compounds (see Section 7-6), and many alkenes are also synthesized by plants and 
animals. Ethylene is the largest-volume industrial organic compound, used to make 
polyethylene and a variety of other industrial and consumer chemicals. Ethylene is 
also a fruit-ripening hormone found in the air released by plants. Pinene is a major 
component of turpentine, the paint solvent distilled from extracts of evergreen trees. 
Muscalure (cis-tricos-9-ene) is the sex attractant of the common housefly. 


H,C_ CH, 
H H CH3(CH))7 (CH))19CH3 
\ a x 7 
C—C C—C 
7 \ as \ 
H H CH; H H 
ethylene (ethene) a-pinene cis-tricos-9-ene, “muscalure”’ 


A carbon-carbon double bond consists of a very stable sigma bond and a less stable 
pi bond. The total bond energy of a carbon-carbon double bond is about 611 kJ/mol 
(146 kcal/mol), compared with the single-bond energy of about 347 kJ/mol (83 kcal/mol). 
From these energies, we can calculate the approximate energy of a pi bond: 


double-bond dissociation energy 611 kJ/mol (146 kcal/mol) 
subtract sigma bond dissociation energy (—)347 kJ/mol (—)(83 kcal/mol) 


pi bond dissociation energy 264 kJ/mol (63 kcal/mol) 


This value of 264 kJ/mol is much less than the sigma bond energy of 347 kJ/mol, show- 
ing that pi bonds should be more reactive than sigma bonds. 

Because a carbon-carbon double bond is relatively reactive, it is considered to be a 
functional group, and alkenes are characterized by the reactions of their double bonds. 
In Chapter 6, we considered substitution reactions of alkyl halides in depth and briefly 
showed that elimination reactions can lead to alkenes. Here in Chapter 7, we study alkenes 
in more detail, with particular emphasis on the mechanisms of elimination reactions. 


7-2 The Orbital Description of the Alkene Double Bond 


In a Lewis structure, the double bond of an alkene is represented by two pairs of elec- 
trons between the carbon atoms. The Pauli exclusion principle tells us that two pairs 
of electrons can go into the region of space between the carbon nuclei only if each pair 
has its own molecular orbital. Using ethylene as an example, let’s consider how the 
electrons are distributed in the double bond. 


7-2A The Sigma Bond Framework 


In Section 1-15, we saw how we can visualize the sigma bonds of organic molecules 
using hybrid atomic orbitals. In ethylene, each carbon atom is bonded to three other 
atoms (one carbon and two hydrogens), and there are no nonbonding electrons. Three 
hybrid orbitals are needed, implying sp” hybridization. Recall from Section 1-15 that 
sp” hybridization corresponds to bond angles of about 120°, giving optimum separation 
of the three atoms bonded to the carbon atom. 


unhybridized p orbitals 


a 


a 


4 


sp” hybrid orbitals 


sigma bonding orbitals of ethylene 
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Each of the carbon—hydrogen sigma bonds is formed by overlap of an sp” hybrid 
orbital on carbon with the 1s orbital of a hydrogen atom. The C—H bond length in 
ethylene (1.08 A) is slightly shorter than the C—H bond in ethane (1.09 A) because 
the sp” orbital in ethylene has more s character (one-third s) than an sp orbital (one- 
fourth s). The s orbital is closer to the nucleus than the p orbital, contributing to 
shorter bonds. 


H ¢ 
33 A, 154A 
ae 

= 116.6° 


IRS “Te \, 


ethylene ethane 


The remaining sp” orbitals overlap in the region between the carbon nuclei, pro- 
viding a bonding orbital. The pair of electrons in this bonding orbital forms one of the 
bonds between the carbon atoms. This bond is a sigma bond because its electron density 
is centered along the line joining the nuclei. The C=C bond in ethylene (1.33 A) is 
much shorter than the C—C bond (1.54 A) in ethane, partly because the sigma bond 
of ethylene is formed from sp” orbitals (with more s character) and partly because two 
bonds draw the atoms closer together. 


7-2B The Pi Bond 


Two more electrons must go into the carbon-carbon bonding region to form the double 
bond in ethylene. Each carbon atom still has an unhybridized p orbital, and these over- 
lap to form a pi-bonding molecular orbital. The two electrons in this orbital form the 
second bond between the double-bonded carbon atoms. For pi overlap to occur, these 
p orbitals must be parallel, which requires that the two carbon atoms be oriented with all 
their C— H bonds in a single plane (Figure 7-1). Half of the pi-bonding orbital is above 
the C—C sigma bond, and the other half is below the sigma bond. The pi-bonding 
electrons give rise to two regions of high electron density (red) in the electrostatic 
potential map of ethylene shown in Figure 7-1. 

Figure 7-2 shows that the two ends of the ethylene molecule cannot be twisted 
with respect to each other without disrupting the pi bond. Unlike single bonds, 
a carbon-carbon double bond does not permit rotation. Six atoms, including the 
double-bonded carbon atoms and the four atoms bonded to them, must remain in 
the same plane. This is the origin of cis-trans isomerism. If two groups are on the 
same side of a double bond (cis), they cannot rotate to opposite sides (trans) with- 
out breaking the pi bond. Figure 7-2 shows the two distinct isomers of but-2-ene: 
cis-but-2-ene and trans-but-2-ene. 


overlapping p orbitals 


Ai,.&4 


electrostatic potential map 


FIGURE 7-1 Parallel p orbitals in ethylene. The pi bond in ethylene is formed by overlap of 
the unhybridized p orbitals on the sp? hybrid carbon atoms. This overlap requires the two ends of 
the molecule to be coplanar. 


Hy, ; wH 


uy aN 


C2 
a Hin, «CH 
“ore ed" 
cis no overlap with the ends perpendicular 


trans 
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FIGURE 7-2 Distinct isomers 
resulting from C—C double bonds. 
The two isomers of but-2-ene cannot 
interconvert by rotation about the 
carbon-carbon double bond without 
breaking the pi bond. 


7-3 Elements of Unsaturation 


7-3A Elements of Unsaturation in Hydrocarbons 


Alkenes are said to be unsaturated because they are capable of adding hydrogen 
in the presence of a catalyst. The product, an alkane, is called saturated because it 
cannot react with any more hydrogen. The presence of a pi bond of an alkene (or an 
alkyne) or the ring of a cyclic compound decreases the number of hydrogen atoms in 
a molecular formula. These structural features are called elements of unsaturation. 
Each element of unsaturation corresponds to two fewer hydrogen atoms than in the 
“saturated” formula. 


LX 
CH,—CH, 


cyclopropane, C,H, 
one element of unsaturation 


CH,—CH,—CH, 
propane, C,H, 
saturated 


CH,—CH=CH, 
propene, C,H, 
one element of unsaturation 


Consider, for example, the formula C,Hg. A saturated alkane would have a C,H, +2) 
formula, or C4Hj9. The formula C,Hg is missing two hydrogen atoms, so it has one 
element of unsaturation, either a pi bond or a ring. There are five constitutional isomers 
of formula C,H: 


CH,=CH—CH,CH, CH,—CH=CH—CH, 


but-1-ene but-2-ene 
CH, ee CH 
2 
CH,=C—CH, CH,—CH, CH,—CH—CH, 
isobutylene cyclobutane methylcyclopropane 


When you need a structure for a particular molecular formula, it helps to find 
the number of elements of unsaturation. Calculate the maximum number of hydrogen 
atoms from the saturated formula, C,,H(2,, +2), and see how many are missing. The num- 
ber of elements of unsaturation is simply half the number of missing hydrogens. This 
simple calculation allows you to consider possible structures quickly, without having 
to check for the correct molecular formula. 


7 
PROBLEM 7-1 


(a) If a hydrocarbon has eight carbon atoms, three double bonds, and one ring, how many 
hydrogen atoms must it have? 

(b) Calculate the number of elements of unsaturation implied by the molecular 
formula Cs; Ho. 

(c) Give five examples of structures with this formula (C;Hj9). At least one should contain a 


ring, and at least one should contain a double bond. 
SS so @§r222]]—2][]]q{$x=#]#™0##4susstoss]x”#XNKNTANeERNouooooaoNupdnNNou4ooouo§oo#,oouoouopoooooooouopoos#,||;:}|}:}]|]}4 


CH,—C=C—H 


propyne, C,H, 


two elements of unsaturation 


PROBLEM-SOLVING HINT 


Elements of Unsaturation, Degree of 


Unsaturation, Unsaturation Number, 
and Index of Hydrogen Deficiency 
are all equivalent terms. 


PROBLEM-SOLVING HINT 


If you prefer to use a formula, 
elements of unsaturation 


1 
=-(2C+2-H 
5 | ) 


C =number of carbons 
H = number of hydrogens 
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» 
PROBLEM 7-2 


Determine the number of elements of unsaturation in the molecular formula C3 Hy. Give all 
three possible structures having this formula. Remember that 


a double bond = one element of unsaturation 
a ring = one element of unsaturation 
a triple bond = two elements of unsaturation 


7-3B Elements of Unsaturation with Heteroatoms 


Heteroatoms (hetero, “different’’) are any atoms other than carbon and hydrogen. The 
rule for calculating elements of unsaturation in hydrocarbons can be extended to include 
heteroatoms. Let’s consider how the addition of a heteroatom affects the number of 
hydrogen atoms in the formula. 


Halogens Halogens simply substitute for hydrogen atoms in the molecular formula. The 
formula C,H, is saturated, so the formula C,H4F> is also saturated. C,H has one element 
of unsaturation, and C,H;Br3 also has one element of unsaturation. In calculating the 
number of elements of unsaturation, simply count halogen atoms as hydrogen atoms. 


ca iis 
CH,—CHF, CH;—CH=CH—CBr, CH,—CHBr 
C,H,F, C,H.Br, C,H.Br, 
saturated one element of unsaturation one element of unsaturation 


Oxygen An oxygen atom can be added to the chain (or added to a C— H bond to make 
a C— OH group) without changing the number of hydrogen atoms or carbon atoms. In 
calculating the number of elements of unsaturation, ignore the number of oxygen atoms. 


OH O 
O 
| ! ca 
CH,—CH, CH,—O—CH, CH,—CH, CH,—C—H or CH,—CH, 
C,H,, saturated C,H,O, saturated C,H,O, saturated C,H,0, one element of unsaturation 


Nitrogen A nitrogen atom can take the place of a carbon atom in the chain, but nitro- 
PROBLEM-SOLVING HINT or ; es 

gen is trivalent. A nitrogen atom has only one additional hydrogen atom, compared 
If you prefer to use a formula, the with two hydrogens for each additional carbon atom. In computing the elements of 
number of elements of unsaturation | unsaturation, count nitrogen as half a carbon atom. 


=5 (2 +2+N-(H+Hal) 


H|}H|H H 


Ly ty dl yy 
C-++C-+-C--N-+-C 


Lyd} dt yd yd 
H|H|H|H]H 


Hal = number of halogens 


The formula C4HoN is like a formula with 44 carbon atoms, with saturated for- 
mula C4.5H»+ 2. The formula C,HoN has one element of unsaturation, because it is two 
hydrogen atoms short of the saturated formula. 


C =number of carbons 
H = number of hydrogens 
N =number of nitrogens 


H 
CH, —CH, : 
jN-H { ) H,C=CH—CH,—CH,—NH, 


H,C=CH 


examples of formula C,H,N, one element of unsaturation 
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¢ 
SOLVED PROBLEM 7-1 PROBLEM-SOLVING HINT 


Draw at least four compounds of formula C4H¢ NOCI. In figuring elements of unsaturation: 


Count halogens as hydrogens. 
Ignore oxygen. 
Count nitrogen as half a carbon. 


SOLUTION 

Counting the nitrogen as 5 carbon, ignoring the oxygen, and counting chlorine as a hydrogen 
shows that the formula is equivalent to C4 .;H 7. The saturated formula for 4.5 carbon atoms is 
C4.5H,1, so C4H¢ NOCI has two elements of unsaturation. These could be two double bonds, 
two rings, one triple bond, or a ring and a double bond. There are many possibilities, four of 
which are listed here. 


j i 
clo | OCH,Cl vt 
H ON. oy “\20 
Ak H—C=C—CH 
NH, Cl ©) | 
H NH 
H 4H . cl 
two double bonds two rings one triple bond one ring, 
one double bond 
XX Be 
( >) 
PROBLEM 7-3 
Draw five more compounds of formula C,H, NOCI. ) 
<2 


7 
PROBLEM 7-4 


For each of the following molecular formulas, determine the number of elements of unsaturation, 


and draw three examples. 
| @) C4Hy Cl, (b) C,Hg,O (c) CoH O, (d) Cs H; NO, (e) CoH; NCIBr 


7-4 Nomenclature of Alkenes 


Simple alkenes are named much like alkanes, using the root name of the longest chain 
containing the double bond. The ending is changed from -ane to -ene. For example, 
“ethane” becomes “ethene,” “propane” becomes “propene,” and “cyclohexane” becomes 


“cyclohexene.” 
PROBLEM-SOLVING HINT 
The nomenclature of alkenes 
CH,—=CH, CH,—CH—CH; is reviewed in Appendix 5, the 
IUPAC names: ethene propene cyclohexene Summary of Organic Nomenclature. 
Common names: ethylene propylene 


When the chain contains more than three carbon atoms, a number is used to give the loca- 
tion of the double bond. The chain is numbered starting from the end closest to the double 
bond, and the double bond is given the ower number of its two double-bonded carbon 
atoms. Cycloalkenes are assumed to have the double bond in the number 1 position. 


1 2 3 4 1 2 3 4 5 
CH,—CH—CH,—CH, CH,—CH—CH,—CH,—CH, : 
old IUPAC names: 1-butene 1-pentene 2 ” 
new IUPAC names: but-1-ene pent-1-ene F é 
3 
cyclohexene 
1 2 3 4 1 2 3 4 5 
CH,—CH=CH—CH, CH,—CH=CH—CH,—CH, 
old IUPAC names: 2-butene 2-pentene 


new IUPAC names: but-2-ene pent-2-ene 
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Old and New IUPAC Names 


In 1993, the IUPAC recommended a logical change in the positions of the 
numbers used in names. Instead of placing the numbers before the root name 
(1-butene), it recommended placing them immediately before the part of the 
name they locate (but-l-ene). The new placement is helpful for clarifying 
the names of compounds containing multiple functional groups. You should be 
prepared to recognize names using either placement of the numbers, because 
both are widely used. In this section, names using the old number placement 
are printed in blue, and those using the new number placement are printed in 
green. Throughout this book, we will generally use the new number placement. 


A compound with two double bonds is a diene. A triene has three double bonds, 
and a tetraene has four. Numbers are used to specify the locations of the double bonds. 


1 p 3 4 7 6 5 4 3 2 1 : : 
CH,—=CH—CH+CH, CH,—_CH=CH— CH=CH— CH=CH, 6 5 
old IUPAC names: 1,3-butadiene 1,3,5-heptatriene 1,3,5,7-cyclooctatetraene 
new IUPAC names: buta-1,3-diene hepta-1,3,5-triene cycloocta-1,3,5,7-tetraene 


Each alkyl group attached to the main chain is listed with a number to give its location. 
Note that the double bond is still given preference in numbering, however. 


2 1 4 2 2 3 4 5 6 7 


4 3 2 3 2 it i 2 5 
ee nee -O ie Ol Ol Nae 


CH, CH, CH, CH, 
2-methyl-2-butene 3-methy]-1-butene 3,6-dimethy]-2-heptene 
2-methylbut-2-ene 3-methylbut-1-ene 3,6-dimethylhept-2-ene 
Br 
; z 
s 7 > CH,CH, 6 
P 3 
o i CH; 5 2 
5 3 
3 2 43 
1-methylcyclopentene 2-ethyl-1,3-cyclohexadiene 7-bromo-1,3,5-cycloheptatriene 3-propyl-1-heptene 
1-methylcyclopentene 2-ethylcyclohexa-1,3-diene 7-bromocyclohepta-1,3,5-triene 3-propylhept-1-ene 


Alkenes as Substituents When a double bond is not part of the main chain, we name 
the group containing the double bond as a substituent called an alkenyl group. Alkeny| 
groups can be named systematically (ethenyl, propenyl, etc.) or by common names. 
Common alkeny!] substituents are the vinyl, allyl, methylene, and phenyl! groups. The 
phenyl! group (Ph) is different from the others because it is aromatic (see Chapter 16) 
and does not undergo the typical reactions of alkenes. 


}=CH, {—CH=CH, 
methylene group vinyl group 
(methylidene group) (ethenyl group) 


ne =CH, 
CH, =CHCHCH,CH =CH, 


3-methylenecyclohexene 3-vinyl-1,5-hexadiene 
3-vinylhexa-1,5-diene 
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Xt \ Application: Antifungal Drugs 


The polyene antifungals are a group of 
drugs with a nonpolar region consisting 
of four to seven sets of alternating single 
and double bonds. They insert them- 
selves in the cell membranes of fungi, 
1 causing disruption and leakiness tha 


: 2 results in fungal cell death. 
4 The best-known polyene antifungal 


{—CH, —CH=CH, 
allyl group phenyl group 
2-propenyl group (Ph) 


CH, =CH—CH, —Cl 3 drug is Amphotericin B, whose structure 
allyl chloride 2-phenyl-1,3-cyclopentadiene is shown below. 
3-chloropropene 2-phenylcyclopenta-1,3-diene 


Common Names Most alkenes are conveniently named by the IUPAC system, but 
common names are sometimes used for the simplest compounds. 


CH, =CH, CH, —=CH—CH, 


TUPAC names: ethene propene 
common name: ethylene propylene 
(i 1 - 
CH, =C—CH, CH,=C—CH=CH, 
2-methylpropene 2-methylbuta- 1,3-diene ethenylbenzene 
isobutylene isoprene styrene 
(vinylbenzene) 


- 
PROBLEM 7-5 
Give the systematic (IUPAC) names of the following alkenes. 


Amphotericin B 


(a) CH, = CH— CH, — CH(CH3)> (b) Ee —CH,CH; 
CH, 
(c) CH, =CH— CH, — CH=CH, (d) CH, =C=CH— CH=CH) 


(e) CH; (f) ZA (g) ZA 
ty ‘oad 


7-5 Nomenclature of Cis-Trans Isomers 


Depending on their substituents, the double-bonded carbon atoms of an alkene may be 
stereogenic, giving rise to cis-trans stereoisomers. In that case, a complete name should 
also specify which of the possible stereoisomers is intended. 


7-5A Cis-Trans Nomenclature 


In Chapters 2 and 5, we saw how the rigidity and lack of rotation of carbon-carbon 
double bonds give rise to cis-trans isomerism, also called geometric isomerism. 
A double bond that gives rise to cis-trans stereoisomerism is called stereogenic, and 
it has two possible configurations. If two of the same groups (often hydrogen) are 
bonded to the same side of the carbons of the double bond, the alkene is the cis iso- 
mer. If the same groups are on opposite sides of the double bond, the alkene is trans. 
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Not all alkenes are capable of showing cis-trans isomerism. If either carbon of the 
double bond holds two identical groups, the molecule cannot have cis and trans forms. 


H.C CH,CH, HC H H.C H H CH,CH,CH, 
\ 7 \ / \ VA \ 7 
C=C C=C C= C=C 
7 \ Vi ~ 7 \ i \ 
H H H CH,CH; HC CHLCH; | H H 
cis-2-pentene trans-2-pentene 2-methy1-2-pentene 1-pentene 
cis-pent-2-ene trans-pent-2-ene 2-methylpent-2-ene pent-1-ene 


(neither cis nor trans) 


APS HCRUGHEBIGERETUSE Trans cycloalkenes are unstable unless the ring is large enough (at least eight 
Bd dapcelateal alee bald hac B carbon atoms) to accommodate the trans double bond (Section 7-8D). Therefore, all 
A double bond in rhodopsin, a visual cycloalkenes are assumed to be cis unless they are specifically named trans. The cis 


pigment found in your eyes that enables ~~ name is rarely used with cycloalkenes, except to distinguish a large cycloalkene from 
you to see at night, is converted from its trans isomer. 
the cis isomer to the trans isomer when 


light strikes the eye. As a result, a nerve 
impulse travels to the brain and you see 
the source of the light. 


N—opsin cyclohexene cyclooctene trans-cyclodecene cis-cyclodecene 
// 7-5B E-Z Nomenclature 
// The cis-trans nomenclature for geometric isomers sometimes gives an ambiguous 
name. For example, the isomers of 1-bromo-1-chloropropene are not clearly cis or 
y/ trans because it is not obvious which substituents are referred to as being cis or trans. 
Br CH, Cl CH, 
yj ~ a \ 7 
C=C C=C 
7 a 7 \ 
Cl H Br H 


geometric isomers of 1-bromo-1-chloropropene 


To deal with this problem, we use the E-Z system of nomenclature (pun intended) for 

cis-rhodopsin stereogenic double bonds. The E-Z system is patterned after the Cahn—Ingold—Prelog 
convention for asymmetric carbon atoms (Section 5-3). It assigns a unique configura- 
tion of either F or Z to any stereogenic double bond. 

To name an alkene by the E-Z system, mentally separate the double bond into its 
two ends. Recall how you used the Cahn—Ingold—Prelog rules (page 252) to assign 
relative priorities to groups on an asymmetric carbon atom so that you could name 
it (R) or (S). Consider each end of the double bond separately, and use those same 
rules to assign first and second priorities to the two substituent groups on that end. 
Do the same for the other end of the double bond. If the two first-priority atoms are 
together (cis) on the same side of the double bond, you have the Z isomer, from the 
German word zusammen, “together.” If the two first-priority atoms are on opposite 
(trans) sides of the double bond, you have the E isomer, from the German word 
entgegen, “opposite.” 


PROBLEM-SOLVING HINT \ j \ y 
=C 
\ rs 


Those who are unfamiliar with az C= 2—C 
German terms can remember that 2 2 2 ND 
Z= "zame zide.” Zusammen Entgegen 

(1s on same side) (1s on opposite sides) 
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For example, 


pod s together Pea 


B CH 

b . % CO = Z 
mes = 2 = 

f . ecome eo ~ 

@) Ci H @®@ 


(Z)-1-bromo-1-chloropropene 


The other isomer is named similarly: 


Qs opposite 


becomes 


(E)-1-bromo- 1-chloropropene 


The following example shows the use of the E-Z nomenclature with cyclic stereoiso- 
mers that are not clearly cis or trans. 


@ 


O CH; 


® 
O 


@ 


(E) isomer 


(Z) isomer 


If the alkene has more than one double bond, the stereochemistry about each dou- 
ble bond should be specified. The following compound is properly named (3Z,5E)-3- 
bromoocta-3,5-diene: 


Br 
— ee 
2 4 6 8 


(3Z,5E)-3-bromoocta-3,5-diene 


The use of E-Z names (rather than cis and trans) is always an option, but it is required 
whenever a double bond is not clearly cis or trans. Most trisubstituted and tetrasubsti- 
tuted double bonds are more clearly named E or Z rather than cis or trans. 


SUMMARY Rules for Naming Alkenes 


The following rules summarize the IUPAC system for naming alkenes: 


PROBLEM-SOLVING HINT 


For a compound with multiple 
double bonds, the maximum 
possible number of cis-trans 
stereoisomers is given by 2”, where 
n= the number of stereogenic 
double bonds. Fewer than 2” 
stereoisomers will exist if the 
molecule has symmetry that leads 
to duplications among the possible 
isomers. (See Problem 7-9.) 


Robert Sidney Cahn (1899- 
1981) was a British chemist known 
for his contributions to stereo- 
chemistry and the nomenclature 
of organic molecules, in particular 
in the Cahn-Ingold-Prelog pri- 
ority rules. He proposed these 


rules in 1956 in collaboration 
with Christopher Kelk Ingold and 
Vladimir Prelog, and they are still 
widely used today. 


Sir Christopher Kelk Ingold 
(1893-1970) was also a British 
chemist. His pioneering work in 
reaction mechanisms and the 
electronic structure of organic 
compounds led to the introduc- 
tion of key concepts such as 
nucleophile and electrophile and 
inductive and resonance effects 
in mainstream chemistry. For his 
groundbreaking work in the field 
of physical organic chemistry, Sir 
Ingold was awarded the Faraday 
Lectureship Prize (1961). 


1. Select the longest chain or largest ring that contains the largest possible number of double bonds, and name it with 
the -ene suffix. If there are two double bonds, the suffix is -diene; for three, -triene; for four, -tetraene; etc. 
2. Number the chain from the end closest to the double bond(s). Number a ring so that the double bond is between 


carbons | and 2. Place the numbers giving the locations of the double bonds in front of the root name (old system) 
or in front of the suffix -ene, -diene, etc. (new system). 
3. Name substituent groups as in alkanes, indicating their locations by the number of the main-chain carbon to which 
they are attached. The ethenyl group and the propenyl group are usually called the viny/ group and the allyl group, 
respectively. 
4. For compounds that show geometric isomerism, add the appropriate prefix: cis- or trans-, or E- or Z-. Cycloalkenes 
are assumed to be cis unless named otherwise. 
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Vladimir Prelog (1906-1998) 
was a Croatian-Swiss chemist 
who was a pioneer in the field of 
organic chemistry. He is renowned 
for the first synthesis of the mol- 


ecule adamantane in 1941. For his 
groundbreaking work on the ste- 
reochemistry of organic molecules 
and reactions, he was awarded the 
Nobel Prize in chemistry (1975). 


PROBLEM-SOLVING HINT 

To see whether a compound can 
have cis and trans isomers, draw the 
structure, and then draw it again 


with the groups on one end of the 
double bond reversed. See if you 
can describe a difference between 
the two. 


Application: Drug Side Effects 


A derivative of trans-stilbene known 
as diethylstilbestrol, or DES, was once 
taken by women during pregnancy 

to prevent miscarriages. The use of 
DES was discontinued because studies 
showed that DES increases the risk of 
cervical cancer in the children of 
women who take it. 


HO 


|CHaCHs 
C=C 
CH;CH, 


OH 
diethylstilbestrol (DES) 
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PROBLEM 7-6 


1. Determine which of the following compounds show cis-trans isomerism. 
2. Draw and name the cis and trans (or Z and E) isomers of those that do. 
(a) hex-3-ene (b) buta-1,3-diene (c) hexa-2,4-diene 
(d) 3-methylpent-2-ene (e) 2,3-dimethylpent-2-ene (f) 3,4-dibromocyclopentene 


PROBLEM 7-7 


The following names are all incorrect. Draw the structure represented by the incorrect name 
(or a consistent structure if the name is ambiguous), and give your drawing the correct name. 
(a) cis-dimethylpent-2-ene (b) 3-vinylhex-4-ene 

(c) 2-methylcyclopentene (d) 6-chlorocyclohexadiene 

(e) 2,5-dimethylcyclohexene (f) cis-2,5-dibromo-3-ethylpent-2-ene 


ie 
PROBLEM 7-8 


Some of the following examples can show geometric isomerism, and some cannot. For the 
ones that can, draw all the geometric isomers, and assign complete names using the E-Z 
system. 

(a) 3-bromo-2-chloropent-2-ene 
(c) 3-bromo-2-methylhex-3-ene 
(e) 3-ethyl-5-methyloct-3-ene 


(g) C) 


cyclohexene 


(b) 3-ethylhexa-2,4-diene 
(d) penta-1,3-diene 
(f) 3,7-dichloroocta-2,5-diene 


cyclodecene cyclodeca-1,5-diene 


= 
PROBLEM 7-9* 


(a) How many stereogenic double bonds are in octa-1,3,5-triene? How many stereocenters 
are there? Draw and name the four stereoisomers of octa-1,3,5-triene. 

(b) Draw the six stereoisomers of octa-2,4,6-triene. Explain why there are only six stereoiso- 
mers, rather than the eight we might expect for a compound with three stereogenic double 
bonds. 


7-6 Commercial Importance of Alkenes 


Because the carbon-carbon double bond is readily converted to other functional groups, 
alkenes are important intermediates in the synthesis of plastics, drugs, pesticides, and 
other valuable chemicals. 

Ethylene is the organic compound produced in the largest volume, at over 
300 billion pounds per year worldwide. Most of this ethylene is polymerized to form 
about 160 billion pounds of polyethylene per year. The remainder is used to syn- 
thesize a wide variety of organic chemicals including ethanol, acetic acid, ethylene 
glycol, and vinyl chloride (Figure 7-3). Ethylene also serves as a plant hormone, 
accelerating the ripening of fruit. For example, tomatoes are harvested and shipped 
while green, then treated with ethylene to make them ripen and turn red just before 
they are placed on display. 

Propylene is produced at the rate of about 160 billion pounds per year worldwide, 
with most of that going to make about 100 billion pounds of polypropylene. The rest is 
used to make propylene glycol, acetone, isopropyl alcohol, and a variety of other useful 
organic chemicals (Figure 7-4). 
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FIGURE 7-3 Uses of ethylene. 


H H 
| | O O Ethylene is the largest-volume industrial 
c—c CH _df oxidize CH of organic chemical. Most of the ethylene 
| | 3 . 37 \ produced each year is polymerized to 
H Hi, H OH make polyethylene. Much of the rest 
polyethylene acetaldehyde acetic acid is used to produce a variety of useful 
two-carbon compounds. 
polymerize\ oxidize 
O H H 
a 0, i ££ 
Ag catalyst / \ 
ethylene oxide H H Cl Cl 
ethylene ethylene dichloride 
Ht H,O 
|n,0 [cts aa 
H Cl 
oH oh CH, —CH, \, df 
OH OH OH / \ 
ethylene glycol ethanol H H 
vinyl chloride 
FIGURE 7-4 Uses of propylene. 
H CH 
O H CH; | | 3 Most propylene is polymerized to 
O, a polymerize C6 make polypropylene. It is also used to 
H,C—CH—CH;, Ag cat. / a \ | | make several important three-carbon 
propylene oxide H at a HD ly compounds. 
propylene polypropylene 
Ht H,O 
H,O catalyst 
O, 
CH, —CH—CH, CH; —CH—CH, — CH, —C —CH, 
| cat. | 
OH OH OH O 
propylene glycol isopropyl alcohol acetone 


Many common polymers are made by polymerizing alkenes. These polymers are 
used in consumer products from shoes to plastic bags to car bumpers. A polymer (Greek, 
poly, “many,” and meros, “parts”) is a large molecule made up of many monomer 
(Greek, mono, “one’’) molecules. An alkene monomer can polymerize by a chain reac- 
tion where additional alkene molecules add to the end of the growing polymer chain. 
Because these polymers result from addition of many individual alkene units, they are 
called addition polymers. Polyolefins are polymers made from monofunctional (single 
functional group) alkenes such as ethylene and propylene. Figure 7-5 shows some addi- 
tion polymers made from simple alkenes and haloalkenes. We discuss polymerization 
reactions in more detail in Chapters 8 and 26. 


E 
PROBLEM 7-10 


Teflon-coated frying pans routinely endure temperatures that would cause polyethylene or poly- 
propylene to oxidize and decompose. Decomposition of polyethylene is initiated by free-radical 
abstraction of a hydrogen atom by O>. Bond-dissociation energies of C— H bonds are about 
400 kJ/mol, and C—F bonds are about 460 kJ/mol. The BDE of the H—OO bond is about 
192 kJ/mol, and the F— OO bond is about 63 kJ/mol. Show why Teflon (Figure 7-5) is much 
more resistant to oxidation than polyethylene is. 
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FIGURE 7-5 Addition polymers. H CH.JH CHJH CH 
Alkenes polymerize in this way to form H CH | | 3 | | 3 | | 3 
many common plastics. Uses of these ae ol 3 polymerize Cc—c C—c C_c 
materials are listed in Table 26-1. H~ NH | | l | | | 
H H H H |,H 4H 
propylene (monomer) polypropylene (polymer) 
(ie ie 
H Cl 1 : 
po aq ES. SOG te = 
H H | | Jl ty td 
H H |H Hj}, H H 


poly(vinyl chloride) 
PVC, “vinyl” 


Kidd 

F : 

ped polymerize —c—c C—c C—c— 

H e I | fl ty} i 
F F |F Fl, F F 


tetrafluoroethylene poly(tetrafluoroethylene) 
PTFE, Teflon® 


7-7 Physical Properties of Alkenes 


7-7A Boiling Points and Densities 


Most physical properties of alkenes are similar to those of the corresponding alkanes. 
For example, the boiling points of but-1-ene, cis-but-2-ene, trans-but-2-ene, and 
n-butane are all close to 0 °C. Also like the alkanes, alkenes have densities around 
0.6 or 0.7 g/cm?. The boiling points and densities of some representative alkenes are 
listed in Table 7-1. The table shows that boiling points of alkenes increase smoothly 
with molecular weight. As with alkanes, increased branching leads to greater volatility 
and lower boiling points. For example, 2-methylpropene (isobutylene) has a boiling 
point of —7 °C, which is lower than the boiling point of any of the unbranched butenes. 


7-7B Polarity 


Like alkanes, alkenes are relatively nonpolar. They are insoluble in water but soluble in non- 
polar solvents such as hexane, gasoline, halogenated solvents, and ethers. Alkenes tend to be 
slightly more polar than alkanes, however, for two reasons: The more weakly held electrons 
in the pi bond are more polarizable (contributing to instantaneous dipole moments), and 
the vinylic bonds tend to be slightly polar (contributing to a permanent dipole moment). 

Alkyl groups are slightly electron-donating toward a double bond, helping to sta- 
bilize it. This donation slightly polarizes the vinylic bond, with a small partial positive 
charge on the alkyl group and a small negative charge on the double-bond carbon atom. 
For example, propene has a small dipole moment of 0.35 D. 


H.C H H CH H.C 
3 “yy 3 3 


C H 
ae oS eg 
C=C C=C C=C 
i. a, f° as 

H H H H H CH, 
propene, “=0.35 D vector sum = Fh vector sum = 0 
w= 0.33 D fe=0 


cis-but-2-ene, bp 4 °C trans-but-2-ene, bp 1 °C 


In a cis-disubstituted alkene, the vector sum of the two dipole moments is directed 
perpendicular to the double bond. In a trans-disubstituted alkene, the two dipole 
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TABLE 7-1 Physical Properties of Some Representative Alkenes 
Name Structure Carbons Boiling Point (°C) Density (g/cm3) 


ethene (ethylene) CH,=CH, 2 — 104 
propene (propylene) CH3;CH=CH, 3 —47 0.52 
2-methylpropene (isobutylene) (CH3)2C=CH) + = 0.59 
but-1-ene CH3CH,CH=CH, 4 -~6 0.59 
trans-but-2-ene =~ = a 4 1 0.60 
HW ‘cH, 
H3C. CH 
cis-but-2-ene Nc=c” 4 4 0.62 
HW Nu 
3-methylbut-1-ene (CH3),CH—CH=CH, 5 25 0.65 
pent-1-ene CH3CH,CH,—CH—CH) 5) 30 0.64 
H3C H 
trans-pent-2-ene Nc = cf 5 36 0.65 
HO \CHSCH; 
H3C SEACH 
cis-pent-2-ene ae = ee 5 37 0.66 
H H 
2-methylbut-2-ene (CH3),C—CH—CH, 5 39 0.66 
hex-1-ene CH3(CH,)3 —CH=CH), 6 64 0.68 
2,3-dimethylbut-2-ene (CH3),C—=C(CH3)y 6 73 0.71 
hept-1-ene CH3(CH,)4—CH=CH, 7 93 0.70 
oct-1-ene CH;(CH,); —CH= CH) 8 122 0.72 
non-1-ene CH3(CH))6—CH=CH, 9 146 0.73 
dec-1-ene CH3(CH,)7—CH=CH) 10 171 0.74 


moments tend to cancel out. If an alkene is symmetrically trans disubstituted, the dipole 
moment is zero. For example, cis-but-2-ene has a nonzero dipole moment, but trans- 
but-2-ene has no measurable dipole moment. 

Compounds with permanent dipole moments engage in dipole—dipole attractions, 
while those without permanent dipole moments engage only in van der Waals attrac- Pie ornare EWtnaeeearrul 
tions. cis-But-2-ene and trans-but-2-ene have similar van der Waals attractions, but | Boiling points are rough indicators 
only the cis isomer has dipole-dipole attractions. Because of its increased intermo- | of the strength of intermolecular 
lecular attractions, cis-but-2-ene must be heated to a slightly higher temperature (4 °C | forces. 
versus | °C) before it begins to boil. 

The effect of bond polarity is even more apparent in the 1,2-dichloroethenes, with their 
strongly polar carbon-chlorine bonds. The cis isomer has a large dipole moment (2.4 D), 
giving it a boiling point 12 degrees higher than the trans isomer, with zero dipole moment. 


< a 
fs /- ow 
H H H Cl 
cis trans 
vector sum = i vector sum = 0 
M= 24D w= 0 


bp = 60°C bp = 48°C 
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E 
PROBLEM 7-11 


For each pair of compounds, predict the one with a higher boiling point. Which compounds 
have zero dipole moments? 
(a) cis-1,2-dichloroethene or cis-1,2-dibromoethene 
(b) cis- or trans-2,3-dichlorobut-2-ene 
L (c) cyclohexene or 1,2-dichlorocyclohexene 


7-8 Stability of Alkenes 


In making alkenes, we often find that the major product is the most stable alkene. Many 
reactions also provide opportunities for alkenes to rearrange to more stable isomers by 
movement of the double bonds. Therefore, we need to know how the stability of an 
alkene depends on its structure. 

We can compare stabilities by converting different compounds to a common prod- 
uct and comparing the amounts of heat given off. One possibility would be to measure 
heats of combustion from converting alkenes to CO, and HO. However, heats of com- 
bustion are large numbers (thousands of kJ per mole), and measuring small differences 
in these large numbers is difficult. Instead, alkene energies are often compared by mea- 
suring the heat of hydrogenation: the heat given off (AH°) during catalytic hydrogena- 
tion. Heats of hydrogenation can be measured about as easily as heats of combustion, 
yet they are smaller numbers and provide more accurate energy differences. 


7-8A Heats of Hydrogenation 


When an alkene is treated with hydrogen in the presence of a platinum catalyst, hydro- 
gen adds to the double bond, reducing the alkene to an alkane. Hydrogenation is mildly 
exothermic, evolving about 110 to 136 kJ (26 to 33 kcal) of heat per mole of hydrogen 
consumed. Consider the hydrogenation of but-1-ene and trans-but-2-ene: 


a 
P 
H,C =CH—CH,—CH; + HH, ae CH,— CH— CH,— CH, AH° = — 125.9 kJ/mol 
but-1-ene butane (— 30.1 kcal/mol) 
(monosubstituted) 
H;C H HH 
\ / Pt 
foros + 4H, _ CH; —CH—CH—CH;, AH° = — 114.6 kJ/mol 
H CH, (— 27.4 kcal/mol) 
trans-but-2-ene butane 
(disubstituted) 


Figure 7-6 shows these heats of hydrogenation on a reaction-energy diagram. The 
difference in the stabilities of but-1-ene and trans-but-2-ene is the difference in their 
heats of hydrogenation. trans-But-2-ene is more stable by 


125.9 kJ/mol — 114.6 kJ/mol = 11.3 kJ/mol (2.7 kcal/mol) 


7-8B Substitution Effects 


An 11.3 kJ/mol (2.7 kcal/mol) stability difference is typical between a monosubstituted 
alkene (but-1-ene) and a trans-disubstituted alkene (trans-but-2-ene). In the following 
equations, we compare the monosubstituted double bond of 3-methylbut-1-ene with 
the trisubstituted double bond of 2-methylbut-2-ene. The trisubstituted alkene is more 
stable by 14.7 kJ/mol (3.5 kcal/mol). 


difference 11.3 kJ (2.7 kcal) 


l 125.9 kJ (30.1 kcal) 
oD 
oD 
5 
114.6 kJ 
(27.4 kcal) 


ae 


reaction coordinate ——~>- 
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FIGURE 7-6 Relative heats of 
hydrogenation per mole of alkene. 
trans-But-2-ene is more stable than 
but-1-ene by 11.3 kJ/mol (2.7 kcal/mol). 


CH, CH, 
| H,, Pt | 
CH,=CH—CH—CH, —_ CH,—CH,—CH—CH, AH® = — 126.3 kJ 
3-methylbut-1-ene 2-methylbutane (— 30.2 kcal) 
(monosubstituted) 
CH, CH, 
| H,, Pt | 
CH,—CH=C—CH, —_> CH,—CH,—CH—CH, AH® = —111.6kJ 
2-methylbut-2-ene 2-methylbutane (— 26.7 kcal) 
(trisubstituted) 


To be completely correct, we should compare heats of hydrogenation only for 
compounds that give the same alkane, as 3-methylbut-1-ene and 2-methylbut-2-ene do. 
However, most alkenes with similar substitution patterns give similar heats of hydro- 
genation. For example, 3,3-dimethylbut-1-ene (below) hydrogenates to give a different 
alkane than does 3-methylbut-1-ene or but-1-ene (above); yet these three monosubsti- 
tuted alkenes have similar heats of hydrogenation because the alkanes formed have 
similar energies. In effect, the heat of hydrogenation is a measure of the energy content 
of the pi bond. 


CH, CH, 
| H,, Pt | 
CH,—=CH— C—CH, —-> CH,—CH,—C—CH, AH® = —125.8 kJ 
| | (— 30.1 kcal) 
CH, CH, 
3,3-dimethylbut-1-ene 2,2-dimethylbutane 
(monosubstituted) 


In practice, we can use heats of hydrogenation to compare the stabilities of dif- 
ferent alkenes as long as they hydrogenate to give alkanes of similar energies. Most 
acyclic alkanes and unstrained cycloalkanes have similar energies, and we can use this 
approximation. Table 7-2 shows the heats of hydrogenation of a variety of alkenes with 
different substitution. The compounds are ranked in decreasing order of their heats of 
hydrogenation, that is, from the least stable double bonds to the most stable. Note that 
the values are similar for alkenes with similar substitution patterns. 

The most stable double bonds are those with the most alkyl groups attached. For 
example, hydrogenation of ethylene (no alkyl groups attached) evolves 136.0 kJ/mol, while 
but-1-ene and pent-1-ene (one alkyl group for each) give off about 126 kJ/mol. Double 
bonds with two alkyl groups hydrogenate to produce about 114-119 kJ/mol. Three or four 
alkyl substituents further stabilize the double bond, as with 2-methylbut-2-ene (trisubsti- 
tuted, 111.6 kJ/mol) and 2,3-dimethylbut-2-ene (tetrasubstituted, 110.4 kJ/mol). 
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TABLE 7-2. Molar Heats of Hydrogenation of Alkenes 


Molar Heat of 
Hydrogenation (—AH°) 


Name Structure kJ kcal General Structure 
ethene (ethylene) H,C=CH), 136.0 32.5 } unsubstituted 
propene (propylene) CH3;— CH=CH) 123.4 29.5 
but-1-ene CH3;—CH,— CH=CH) 125.9 30.1 
pent-1-ene CH3—CH;—CH,— CH=CH) 126.0 30.1 monosubstituted 
hex-1-ene CH3—(CH2)3— CH= CH) 125.0 29.9 R—CH=CH) 
3-methylbut-1-ene (CH3)9CH— CH=CH) 126.3 30.2 
3,3-dimethylbut- 1-ene (CH3)3C— CH=CH) 125.8 30.1 
CH CH 
= , iis eae 
cis-but-2-ene ee 118.5 28.3 disubstituted (cis) 
7 e eee 
cis-pent-2-ene C=C 177 28.1 H H 
aa ~ 
H H 
2-methylpropene (CH3).C =CH) 117.8 28.2 
(isobutylene) disubstituted inal 
2-methylbut-1-ene ae 118.2 28.3 Eee engere 
R 
CH kath 
2,3-dimethylbut- 1-ene (CH3)2CH —C—=CH) 116.3 27.8 R 
CH; 
CH; H 
S 7 ‘ , 
trans-but-2-ene Cc ee 114.6 27.4 disubstituted (trans) 
H CH R H 
: ee 
CH3—CH, H C=C 
trans-pent-2-ene C=C 113.8 27.2 H NR 
7 \ 
H CH; 
2-methylbut-2-ene CH3;—C=CH—CH3 111.6 26.7 trisubstituted 
R,C=CHR 
CH3 
2,3-dimethylbut-2-ene (CH3)9C =C(CH3)2 110.4 26.4 tetrasubstituted 
R,C=CR, 


Note: A lower heat of hydrogenation corresponds to lower energy and greater stability of the alkene. 


The values in Table 7-2 confirm Zaitsev’s rule: 


Alkenes with more highly substituted double bonds are usually more stable. 


In other words, the alkyl groups attached to the double-bonded carbons stabilize 
the alkene. 

Two factors are probably responsible for the stabilizing effect of alkyl groups on a 
double bond. Alkyl groups are mildly electron-donating, and they contribute electron 
density to the pi bond. In addition, bulky substituents such as alkyl groups are best situ- 
ated as far apart as possible. In an alkane, they are separated by the tetrahedral bond 
angle, about 109.5°. A double bond increases this separation to about 120°. In general, 
alkyl groups are separated best by the most highly substituted double bond. This steric 
effect is illustrated in Figure 7-7 for two double-bond isomers (isomers that differ 


~ 


less substituted 


—\ 


more substituted 


i i 
Hc | 
109.5° 3 C HC C 
separation ( a Sc~ H a NcF \NcH 
H,C'y | 120° | 3 
H H separation CH; 


closer groups wider separation 
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FIGURE 7-7 Bond angles in double- 
bond isomers. The isomer with the 
more substituted double bond has a 
larger angular separation between the 
bulky alkyl groups. 


only in the position of the double bond). The isomer with the monosubstituted double 
bond separates the alkyl groups by only 109.5°, while the trisubstituted double bond 
separates them by about 120°. 


PROBLEM 7-12 


Use the data in Table 7-2 to predict the energy difference between 2,3-dimethylbut-1-ene and 
2,3-dimethylbut-2-ene. Which of these double-bond isomers is more stable? 


7-8C Energy Differences in cis-trans Isomers 


The heats of hydrogenation in Table 7-2 show that trans isomers are generally more 
stable than the corresponding cis isomers. This trend seems reasonable because the 
alkyl substituents are separated farther in trans isomers than they are in cis isomers. The 
greater stability of the trans isomer is evident in the pent-2-enes, which show nearly a 
4 kJ/mol (1 kcal/mol) difference between the cis and trans isomers. 


H,C CH,CH, 
\ f= S Pt 
fo + 4H, —_- CH,—CH,—CH,— CH,CH, 
H H 
cis, less stable 
H,C H 
a / Pt 
om + 4H, —_ CH,—CH,—CH,— CH,CH, AH 
H CH,CH, 


trans, more stable 


A 4 kJ/mol difference between cis and trans isomers is typical for disubstituted 
alkenes. Figure 7-8 summarizes the relative stabilities of alkenes, comparing them with 
ethylene, the least stable of the simple alkenes. Geminal isomers, CR2= CH), tend to 
fall between the cis and trans isomers in energy, but the differences are not as predict- 
able as the cis/trans differences. 


PROBLEM 7-13 


Using Table 7-2 as a guide, predict which member of each pair is more stable, as well as by 
about how many kJ/mol or kcal/mol. 
(a) cis,cis-hexa-2,4-diene or trans, trans-hexa-2,4-diene 
(b) 2-methylbut-1-ene or 3-methylbut-1-ene 
(c) 2-methylbut-1-ene or 2-methylbut-2-ene 
q (d) cis-4-methylpent-2-ene or 2-methylpent-2-ene 


PROBLEM-SOLVING HINT 


Heats of hydrogenation are usually 
exothermic. A larger amount of 


heat given off implies a less stable 
alkene, because the less stable 
alkene starts from a higher potential 
energy. 


AH® = —117.7kJ/mol 


(— 28.1 kcal/mol) 


= — 113.8 kJ/mol 


(— 27.2 kcal/mol) 
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ethylene, 
less unsubstituted 
stable 
11 kJ 
(2.7 kcal) 
Y 
monosubstituted 
R H 
<= cu 18 kJ 

23 H H (4.2 kcal) | 19 kJ 

5 YY (4.5 kcal) 

5 Ge 22 kJ 

R=0%* geminal (5.2 kcal) ee 
o Nu R H 
disubstituted " . 54 ore (5.9 kcal) 26 kJ 
more R as r (6.2 kcal) 
stable Sree — os 
HZ \p trisubstituted Y 
Ry UR tetrasubstituted 
c=C R R 
RZ Nu Seaee 
R~ NR 


FIGURE 7-8 Relative energies of typical 7 bonds compared with ethylene. (The numbers are approximate.) 


7-8D Stability of Cycloalkenes 


Most cycloalkenes react like acyclic (noncyclic) alkenes. The presence of a ring makes 
a major difference only if there is ring strain, either because of a small ring or because 
of a trans double bond. Rings that are five-membered or larger can easily accommodate 
double bonds, and these cycloalkenes react much like straight-chain alkenes. Three- and 
four-membered rings show evidence of ring strain, however. 


Cyclobutene Cyclobutene has a heat of hydrogenation of — 129.7 kJ/mol (—31.0 kcal / 
mol), compared with —112.7 kJ/mol (—26.9 kcal/mol) for cyclopentene. 


H H H H 
H H.\__/ H é 
| = Pt AH® = — 129.7 kJ/mol 
2 ; (— 31.0 kcal/mol) 
H H7/ H 
H H H H 
cyclobutene cyclobutane 
H H 
a Pt H AH? = —112.7kJ/mol 
2 . (— 26.9 kcal/mol) 
H H 
cyclopentene cyclopentane 


The double bond in cyclobutene has about 17 kJ/mol of extra ring strain (in addi- 
tion to the ring strain in cyclobutane) by virtue of the small ring. The 90° bond angles in 
cyclobutene compress the angles of the sp” hybrid carbons (normally 120°) more than 
they compress the sp* hybrid angles (normally 109.5°) in cyclobutane. The extra ring 
strain in cyclobutene makes its double bond more reactive than a typical double bond. 


Cyclopropene Cyclopropene has bond angles of about 60°, compressing the bond 
angles of the carbon-carbon double bond to half their usual value of 120°. The double 
bond in cyclopropene is highly strained. 


H H 
Seale angle 120° \7 
H.C H (e angle 60° 
: Sake Ra’ c (60° strain) 
7 \ / Ss 
H H H H 
propene cyclopropene 


Many chemists once believed that a cyclopropene could never be made because it 
would snap open (or polymerize) immediately from the large ring strain. Cyclopropene 
was eventually synthesized, however, and it can be stored in the cold. Cyclopropenes 
were still considered to be strange, highly unusual compounds. Natural-product chem- 
ists were surprised when they found that the kernel oil of Sterculia foelida, a tropical 
tree, contains sterculic acid, a carboxylic acid with a cyclopropene ring. 


a pr 
1 


C—OH 


CH, (CH,), C=C (CH,), 


sterculic acid 


Trans Cycloalkenes Another difference between cyclic and acyclic alkenes is the rela- 
tionship between cis and trans isomers. In acyclic alkenes, the trans isomers are usually 
more stable; but the trans isomers of small cycloalkenes are rare, and those with fewer than 
eight carbon atoms are unstable at room temperature. The problem with making a trans 
cycloalkene lies in the geometry of the trans double bond. The two alkyl groups on a trans 
double bond are so far apart that several carbon atoms are needed to complete the ring. 

Try to make a model of trans-cyclohexene, being careful that the large amount of 
ring strain does not break your models. trans-Cyclohexene is too strained to be isolated, 
but trans-cycloheptene can be isolated at low temperatures. trans-Cyclooctene is stable 
at room temperature, although its cis isomer is still more stable. 
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Application: Toxicology 


Sterculic acid is a potent inhibitor of 
several enzymes that are responsible for 
the formation of double bonds in long- 
chain fatty acids. These unsaturated 
fatty acids are needed in the cells 

for energy sources and membrane 
components and to make other critical 
biological molecules. 

Consequently, vegetable oils contain- 
ing sterculic acid must be hydrogenated 
or processed at high temperatures to 
reduce or destroy the cyclopropene ring. 


ring connects CH, #H CH, H CH, H CH,—CH, H 
behind the double bond__  \? 7 Ne wer Sf ee Ne 
C CH, C CH, C 2 C 
CY CH,—|cH, CH,—|+cH, | - I 
Cc C C 2 
a 4 \ 7 \e™ 2 VN 
H CH, H CH, H CH, CH,—CH, H 


trans cyclic system trans-cycloheptene 


marginally stable stable 


Once a cycloalkene contains at least ten or more carbon atoms, it can easily accom- 
modate a trans double bond. For cyclodecene and larger cycloalkenes, the trans isomer 
is nearly as stable as the cis isomer. 


H H 
— Oo 
cis-cyclodecene trans-cyclodecene 


7-8E Bredt’s Rule 


We have seen that a trans cycloalkene is not stable unless there are at least eight carbon 
atoms in the ring. An interesting extension of this principle is called Bredt’s rule. 


BREDT’S RULE: A bridged bicyclic compound cannot have a double bond at a 
bridgehead position unless one of the rings contains at least eight carbon atoms. 


trans-cyclooctene 


cis-cyclooctene 
more stable 


Julius Bredt (1855-1937) was a 

German alicyclic stereochemist who 
did pioneering work in the research 
on camphor, a natural product that 


sublimes. He also proposed the 
rule on the strain relationships in 
polycyclic systems with bridges, a 
theory now known as Bredt's rule. 


362 


CHAPTER 7 


Structure and Synthesis of Alkenes; Elimination 


Let’s review exactly what Bredt’s rule means. A bicyclic compound contains two rings. 
The bridgehead carbon atoms are part of both rings, with three links connecting them. 
A bridged bicyclic compound has at least one carbon atom in each of the three links 
between the bridgehead carbons. In the following examples, the bridgehead carbon 


atoms are circled in red. 
third bridge 
of 


bridgeheads 


norbornane decalin 
a bridged bicyclic compound a fused bicyclic compound 


If there is a double bond at the bridgehead carbon of a bridged bicyclic system, one 
of the two rings contains a cis double bond and the other must contain a trans double 
bond. For example, the following structures show that the norbornane ring system 
contains a five-membered ring and a six-membered ring. If there is a double bond at 
the bridgehead carbon atom, the five-membered ring contains a cis double bond and the 
six-membered ring contains a trans double bond. This unstable arrangement is called a 
“Bredt’s rule violation.” If the larger ring contains at least eight carbon atoms, then it 
can contain a trans double bond and the bridgehead double bond is stable. 


1 


2 \ 3 
6 2 
“a in six-membered ring | trans in eight-membered ring | 


Bredt’s rule violation Stable: trans in an eight-membered ring 


In general, compounds that violate Bredt’s rule are not stable at room temperature. 
In a few cases, such compounds (usually with seven carbon atoms in the largest ring) 
have been synthesized at low temperatures. 


SOLVED PROBLEM 7-2 
Which of the following alkenes are stable? 


trans 


(b) 
. 4 
3 3 
2 ‘ 2 
(c) cis (d) 
6 5 
4 
7 
1 3 
8 2 
Ne? ie trans 
SOLUTION 
Compound (a) is stable. Although the double bond is at a bridgehead, it is not a bridged bicy- 
clic system. The trans double bond is in a ten-membered ring. Compound (b) is a Bredt’s rule 
violation and is not stable. The largest ring contains six carbon atoms, and the trans double 
bond cannot be stable in this bridgehead position. 
Compound (c) (norbornene) is stable. The (cis) double bond is not at a bridgehead carbon. 


Compound (d) is stable. Although the double bond is at the bridgehead of a bridged 
| mieyelic system, there is an eight-membered ring to accommodate the trans double bond. 


S 


7-8 Stability of Alkenes 363 


PROBLEM 7-14 

Explain why each of the following alkenes is stable or unstable. 

(a) 1,2-dimethylcyclopentene (b) trans-1,2-dimethylcyclopentene 
(ce) trans-3,4-dimethylcyclopentene (d) trans-1,2-dimethylcyclodecene 


OAC A 


7-8F Enhanced Stability of Conjugated Double Bonds 


Double bonds can interact with each other if they are separated by just one single bond. 
Such interacting double bonds are said to be conjugated. Double bonds with two or 
more single bonds separating them have little interaction and are called isolated double 
bonds. For example, trans-hexa-1,3-diene has conjugated double bonds, while trans- 
hexa-1,4-diene has isolated double bonds. 


(conjugated interaction ] 
/ % \ a \ a i 


C—C C= C=C 
& x ss 7 A eeee BS 
C=C CH) 
ra 7 
conjugated double bonds isolated double bonds 


(more stable than isolated double bonds) 


ge ee POF eS 
trans-hexa-1,3-diene trans-hexa-1,4-diene 
conjugated, more stable isolated 


The pi-bonding electrons of conjugated double bonds are delocalized over both 
bonds, enhancing the stability of the conjugated system over a similar compound with 
isolated double bonds. In the examples above, trans-hexa-1,3-diene is conjugated, and 
itis more stable than trans-hexa-1,4-diene by about 17 kJ/mol (4.0 kcal/mol). This extra 
stability of the conjugated molecule is called its resonance energy. We will discuss the 
reasons for the stability of conjugated systems and the origin of the resonance energy 
in Chapter 15. 

Conjugation effects are particularly important in aromatic systems, with three 
double bonds conjugated in a six-membered ring (in the simplest case). Benzene ie i ha cL 
(below) has a huge resonance energy, 151 kJ/mol (36 kcal/mol) of enhanced Benzene can be represented by 
stability over three isolated bonds. We will discuss the reasons for the remarkable either of two resonance forms, 
stability of aromatic systems in Chapter 16. For now, you should recognize that | which are equivalent. 
aromatic systems are particularly stable, and they are not likely to react as easily as 


typical alkenes. 
Oo 0 @-O 


cyclohexene cyclohexa-1,4-diene cyclohexa-1,3-diene benzene 
isolated isolated conjugated aromatic 
resonance energy: 0 0 8 kJ (1.9 kcal) 151 kJ (36 kcal) 


364  CHAPTER7 Structure and Synthesis of Alkenes; Elimination 


FOCUS Factors Affecting Stability of Alkenes 


Several factors influence the stability of the carbon-carbon double bond. 


1. In general, more substituted double bonds are more stable (Zaitsev’s Rule). “Substituted” refers to an H replaced with an 
alkyl group. 


H 
pe ees \ \ / / 
C=C > C=C 
/ \ / 
H3C CH3 H3C 
tetrasubstituted trisubstituted geminal 


disubstituted 
Alkenes can be disubstituted in three different 
patterns. Of these, the trans isomer is typically the most 
stable, and the cis isomer is usually the least stable. 


2. Cycloalkene stability depends on ring size and geometry. 


A (J © 


highly _—strained Gis double bonds 

space have little to no Trans double bonds require a 
ring strain in rings minimum of eight atoms in the 
of five atoms or ring to be stable at room 
larger. temperature. 


H 


3. Bond angle strain can limit alkene stability. Bredt’s Rule: In a bridged bicyclic ring system, a double bond cannot exist at a 
bridgehead unless the larger ring has at least 8 atoms. A bridgehead atom is one present in two different rings. 


This is a fused ring, not a The larger ring has 6 The double bond is not at The larger ring has 8 
bridged ring. Bredt’s rule carbons—violates bridgehead. Bredt’s rule carbons—does not violate 
does not apply. Bredt’s rule. This does not apply. This alkene Bredt’s rule. This alkene is 
The larger ring has 10 alkene is not stable. (C1 is stable. (C1 and C4 stable. (C1 and C5 are 
carbons—this and C4 are bridgeheads.) are bridgeheads.) bridgeheads.) 

alkene is stable. 


4. Conjugated double bonds are more stable than isolated double bonds. A conjugated system has alternating single and 
double bonds. 


| —P° 
c=c-c=c-c ¢ Sac 


conjugated double isolated double isolated double conjugated double bonds aromatic—large 
bonds bonds bonds more stable than isolated stabilization 


The special case where three double bonds are conjugated in a six-membered ring is called an aromatic system. This arrangement 
has enhanced stability and is the topic of Chapter 16. 


7-9 Formation of Alkenes by Dehydrohalogenation of Alkyl Halides 


~ 


E 
PROBLEM 7-15 


For each set of isomers, choose the isomer that you expect to be most stable and the isomer 
you expect to be least stable. 


"ood eer or cy 
(b) O O O 


7-9 Formation of Alkenes by Dehydrohalogenation 
of Alkyl Halides 


Elimination reactions are some of the most common methods of synthesizing alkenes. 
Alkyl halides undergo eliminations to alkenes under conditions that are similar to those 
covered in Chapter 6 for their nucleophilic substitutions. In fact, nucleophilic substitu- 
tions and eliminations often take place under the same conditions in direct competition 
with each other. 

An elimination involves the loss of two atoms or groups from the substrate, usually 
with formation of a new 7 bond. Elimination of a proton and a halide ion is called 
dehydrohalogenation, and the product is an alkene. 


Elimination 
| | - < J a 
—C—C— = Be —_- B—H + C=C + 7X? 
| base alkene 
H :X: 
alkyl halide 


Elimination reactions often accompany and compete with substitutions. Most 
nucleophiles are also basic and can engage in either substitution or elimination, depend- 
ing on the substrate (the alkyl halide) and the reaction conditions. By varying the 
reagents and conditions, we can often modify a reaction to favor substitution or to 
favor elimination. First, we will discuss eliminations by themselves. Then we will 
consider substitutions and eliminations together, trying to predict what products and 
which mechanisms are likely with a given set of reactants and conditions. 

Depending on the reagents and conditions involved, an elimination might be a 
unimolecular (E1, first-order) or bimolecular (E2, second-order) process. The following 
examples illustrate these types of eliminations. 


El: 
H  CH,CH, ; H CH,CH, ' 
| CH,OH le al CH,OH 
H—C—C—CH,CH, =< H—C-C—CH,CH, > 
y a ‘s 
CH, ‘Br: CH, Bri 


carbocation intermediate 
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E2: 
Nat CH,O'S CH,O—H 
i (gine Na* -OCH, a pe 
H—C—— i CH,CH, —cHOH C=C no intermediate 
CH, ‘Br: H,C CH,CH, 
Nat Br 


7-10 Unimolecular Elimination: The E1 Reaction 


The abbreviation E1 stands for Elimination, unimolecular. The mechanism is called 
unimolecular because the rate-limiting transition state involves a single molecule 
rather than a collision between two molecules. The slow step of an E1 reaction is the 
same as in the Syl reaction: unimolecular ionization to form a carbocation. In a fast 
second step, a base abstracts a proton from the carbon atom adjacent to the C*. The 
electrons that once formed the carbon—hydrogen bond now form a pi bond between 
two carbon atoms. The general mechanism for the El reaction is shown in Key 
Mechanism 7-1. 


J ee KEY MECHANISM 7-1 The E1 Reaction 


The E1 reaction requires ionization to a carbocation intermediate like the Syl. The El and Sy1 reactions follow the same order of 
reactivity based on carbocation stability: 3° >> 2° >> 1°. Tertiary alkyl halides react readily by the El mechanism, secondary 
halides react much slower, and simple primary halides do not undergo E1 or Sy! reactions. 


Step 1: Unimolecular ionization to give a carbocation (rate-limiting). 


| | | +7 — 
a => ae + 7X: 
carbocation 


Step 2: Deprotonation by a weak base (often the solvent) gives the alkene (fast). 


EXAMPLE: E1 elimination of bromocyclohexane in methanol. 
Step I: Ionization gives a carbocation and bromide ion in a slow step. 
‘i H 


oe CH;0H, heat 
CBr ees 
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Step 2: Methanol abstracts a proton to give cyclohexene in a fast step. 


‘Br? + H H 
—_ + CH,OH, + :Bri7 
H CH,0H 7 
He H 
PROBLEM 7-16 


Show what happens in step 2 of the example if the solvent acts as a nucleophile (forming a bond to carbon) rather than as a base 
(removing a proton). 


The rate-limiting step involves ionization of the alkyl halide. Because the step is 
unimolecular (involves only one molecule), the rate equation is first-order. The rate 
depends only on the concentration of the alkyl halide, and not on the strength or con- 
centration of the base. 


El rate = k,[RX] 


The weak base (often the solvent) takes part in the fast second step of the reaction. 

Unimolecular (E1) dehydrohalogenations usually take place in a good ionizing 
solvent (such as an alcohol or water), without a strong base present to force a bimolecu- 
lar (E2) reaction. The substrate for E1 dehydrohalogenation is usually a tertiary alkyl 
halide. If secondary halides undergo E1 reactions, they require stronger conditions and 
react much more slowly. 


7-10A Competition between the E1 and Sy1 Reactions 


The E1 elimination almost always competes with the Sy1 substitution. Whenever a 
carbocation is formed, it can undergo either substitution or elimination, and mixtures of 
products often result. The following reaction shows the formation of both elimination 
and substitution products in the reaction of tert-butyl bromide with boiling ethanol. 


CH CH 
| heat 7 a: | 
oe + CH,—CH,—OH —> ae + a 
3 
CH, CH, 
tert-butyl bromide ethanol 2-methylpropene ethyl tert-butyl! ether 
(El product) (Syl product) 


The 2-methylpropene product results from dehydrohalogenation, an elimination of 
hydrogen and a halogen atom. Under these first-order conditions (the absence of a strong 
base), dehydrohalogenation takes place by the E1 mechanism: Ionization of the alkyl] halide 
gives a carbocation intermediate, which loses a proton to give the alkene. Substitution 
results from an Sy! nucleophilic attack on the carbocation. This kind of reaction is called 
a solvolysis (solvo for “solvent,” [ysis for “cleavage’”’) because the solvent reacts with the 
substrate. In this example, ethanol (the solvent) serves as a base (removing a proton) in the 
elimination and as a nucleophile (forming a bond to carbon) in the substitution. 


Step 1: Ionization to form a carbocation. 


‘Bri : ?Bre- 
| — CH,—C—CH 
a , i : 
H 
CH, ne 


tert-butyl bromide carbocation intermediate 
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Step 2 (by the El mechanism): Basic attack by the solvent abstracts a proton to give 


an alkene. 
Elimination: CH,CH,—O:— “*H H CH 
yet a *S eo? wt 
H  H—C—C—CH, = c=c + CH,CH,—O 
| | / a. i 
H CH, H CH, Bri 
carbocation 2-methylpropane 


or step 2 (by the Sx| mechanism): Nucleophilic attack by the solvent on the carbocation. 


: Br = 
at 3g 
:Br: ee CH,CH,—O7-H ne. *OCH,CH; 
+ CH,CH,—O—H | CH,CH,—O—H | ‘Be 
Substitution: CH,—C—CH, ——~<———_> CH, a =CH,. Sa CH — “ 
+ 
CH, CH, CH, CH,CH,OH, 
carbocation 2-ethoxy-2-methylpropane 


Under ideal conditions, one of these first-order reactions provides a good yield 
of one product or the other. Often, however, carbocation intermediates react in two or 
more ways to give mixtures of products. For this reason, Syl and El] reactions of alkyl 
halides are not frequently used for organic synthesis. They have been studied in great 
detail to learn about the properties of carbocations, however. 


PROBLEM 7-17 


Sy! substitution and E1 elimination frequently compete in the same reaction. 

(a) Propose a mechanism and predict the products for the solvolysis of 
2-bromo-2,3,3-trimethylbutane in methanol. 

(b) Compare the function of the solvent (methanol) in the El and Sy1 reactions. 


7-10B Orbitals and Energetics of the E1 Reaction 


In the second step of the El mechanism, the carbon atom next to the C* must rehybridize 
to sp’ as the base attacks the proton and electrons flow into the new pi bond. 


B iy B—H 
overlap 
_—> ); 
sp 
3 
— WV wCH, uN CH, 
\C mm ———> ——— 
HY “CH H™, CH 
- ry oe 3 3 
empty p Tt bond 


The potential-energy diagram for the El reaction (Figure 7-9) is similar to that 
for the Syl reaction. The ionization step is strongly endothermic, with a rate-limiting 
transition state. The second step is a fast exothermic deprotonation by a base. The 
base is not involved in the reaction until after the rate-limiting step, so the rate 
depends only on the concentration of the alkyl halide. Weak bases are common in 
El reactions. 
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FIGURE 7-9  Reaction-energy 


rate-limiting 
diagram of the E1 reaction. The first 


t transition state 
5 step is a rate-limiting ionization. 
Compare this energy profile with that 
El rate = k,[RX] of the Sy1 reaction in Figure 6-8. 

> 
5 
S 
o 

| | 

HS? c=c 

B: B—H :X* 


reaction coordinate ——~>- 


7-10C Rearrangements in E1 Reactions 

Like other carbocation reactions, the El may be accompanied by rearrangement. 
Compare the following E1 reaction (with rearrangement) with the Sy1 reaction of the 
same substrate, shown in Mechanism 6-6. Note that the solvent acts as a base in the El 
reaction and a nucleophile in the Sy1 reaction. 


MECHANISM 7-2 Rearrangement in an E1 Reaction 


Like other reactions involving carbocations, the El may be accompanied by rearrangements such as hydride shifts and alkyl] shifts. 


Step 1: Ionization to form a carbocation. (slow) 


‘Bre H 
7 er ee 
H CH, H CH, 


2-bromo-3-methylbutane 2° carbocation 


Step 2: A hydride shift forms a more stable carbocation. (fast) 


hydrogen moves 
with pair of electrons 
:Br Si H H :Br > 


| | 4 


ee —. ae ee 


H CH, H CH, 


2° carbocation 3° carbocation 


Step 3: The weakly basic solvent removes either adjacent proton. (fast) 


Se + 
CH,CH,OH CH,CH,OH, 


oe 


VA 
+ ‘CH{=CH,—C 
AS 
3 CH, 
2-methylbut-2-ene 2-methylbut-1-ene 
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SOLVED PROBLEM 7-3 


When the following compound is heated in methanol, several different products are formed. Propose mechanisms to account for the 
four products shown. 


CH>Br ae 
heat OCH 
“CHO md i aa » : [ -ocn, 
PARTIAL SOLUTION 


With no strong base and a good ionizing solvent, we would expect a first-order reaction. But this is a primary alky] halide, so ionization 
is difficult unless it rearranges. It might rearrange as it forms, but we’ll imagine the cation forming then rearranging. 


Hy G CBr: 
* es CH 
H fas eS of) * | [hydride shift] HC—t Fa 
CH3OH [ - ee 

H,C 7. CH, H,C _ CH, 

1° carbocation 3° carbocation 
+ aN / 
- ine ro c Ss [alkyl shift] Ha ‘cH _ w— na Né _y 
H,C—CH, H,C—CH), H—C—C—H 
/ \ 

1° carbocation 2° carbocation H H 


From these rearranged intermediates, either loss of a proton (E1) or attack by the solvent (Sy1) gives the observed products. Note that 
the actual reaction may give more than just these products, but the other products are not required for the problem. 


PROBLEM 7-18 


Finish Solved Problem 7-3 by showing how the rearranged carbocations give the four prod- 
ucts shown in the problem. Be careful when using curved arrows to show deprotonation and/ 
or nucleophilic attack by the solvent. The curved arrows always show movement of electrons, 
not movement of protons or other species. 


PROBLEM 7-19 


The solvolysis of 2-bromo-3-methylbutane potentially can give several products, including 
both El and Syl products from both the unrearranged carbocation and the rearranged 
carbocation. Mechanisms 6-6 (page 328) and 7-2 (previous page) show the products from 
the rearranged carbocation. Summarize all the possible products, showing which carbocation 
they come from and whether they are the products of El or Sy1 reactions. 


We can now summarize four ways that a carbocation can react to become more stable. 


SUMMARY Carbocation Reactions 


A carbocation can 
1. React with its own leaving group to return to the reactant: RX + :X —> R—X 
2. React with a nucleophile to form a substitution product (Syl): R° + Nuc: ——> R—Nuc 
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3. Lose a proton to form an elimination product (an alkene) (E1): 


—= — ¢ + 
C cf —>  c=CO + ROH; 


4. Rearrange to a more stable carbocation and then react further. 
The order of stability of carbocations is: resonance-stabilized, 3° > 2° > 1°. 


PROBLEM 7-20 


Give the substitution and elimination products you would expect from the following reactions. 
(a) 3-bromo-3-ethylpentane heated in methanol 

(b) 1-iodo-1-phenylcyclopentane heated in ethanol 

(c) 1-bromo-2-methylcyclohexane + silver nitrate in water (AgNO; forces ionization) 


7-11 Positional Orientation of Elimination: Zaitsev’s Rule 


We have seen that many compounds can eliminate in more than one way, to give 
mixtures of alkenes. In many cases, we can predict which elimination product will pre- 
dominate. In the example shown in Mechanism 7-2, the carbocation can lose a proton 
on either of two adjacent carbon atoms. 


os + 
CH;CH,OH CH,CH,OH, 
bec A 
CH 
+ PA 2 
cH—cléte—H > eae + Gi, —cH-cZ% 
ni iG @ 
H CH3H 
2-methylbut-2-ene 2-methylbut-1-ene 
trisubstituted, major (90%) disubstituted, minor (10%) 


The first product has a trisubstituted double bond, with three substituents (circled) on the 
doubly bonded carbons. It has the general formula R3 C—= CHR. The second product has 
a disubstituted double bond, with general formula R,C = CH, (or R— CH=CH — R). 
In most El] and E2 eliminations where there are two or more possible elimination 
products, the product with the most substituted double bond will predominate. This 
general principle is the applied form of Zaitsev’s rule, which we first encountered in 
Section 7-8B. Reactions that give the most substituted alkene are said to follow Zaitsev 
orientation. 


PROBLEM-SOLVING HINT 


Zaitsev is transliterated from the 


ZAITSEV’S RULE: In elimination reactions, the most substituted alkene Russian name, and may also be 
usually predominates. spelled Saytzeff. 


RoC — CR, = RC =CHR > RHC+CHR and RC — CH, > RHC = CH, 


tetrasubstituted trisubstituted disubstituted monosubstituted 


This order of preference is the same as the order of stability of alkenes. 
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PROBLEM-SOLVING HINT SOLVED PROBLEM 7-4 

Whenever a carbocation has the When 3-iodo-2,2-dimethylbutane is treated with silver nitrate in ethanol, three elimination 

positive charge on a carbon atom products are formed. Give their structures, and predict which ones are formed in larger 

next to a more highly substituted amounts. 

carbon, alae a a SOLUTION 

ere ee eee Silver nitrate forces ionization of the alky] iodide to give solid silver iodide and a cation. 
CH, CH, 


| 
iat Gbaamid: + Agt > CH, f CH CH, + AglI(s) 
CH, CH, 
This secondary carbocation can lose a proton to give an unrearranged alkene (A), or it can 
Aleksander Mikhaylovich rearrange to a more stable tertiary cation. 


Zaytsev (1841-1910) was a 


Loss of a proton 
Russian chemist best known for 


proposing Zaitsev's rule. This rule ois ~ CH.CH.OH 7 oe - 
predicts the major products in an cH,—c—c,.H —*> => cH—c-c + CH,;CH,OH, 
elimination reaction, governed Se | Vag 
by the stability of the alkenes CH, ay \ a | 
formed. As a rule of thumb, the H H 
more substituted alkenes will form (A) 
predominantly. Rearrangement 

CH, H CH, H 

| ~ CH, 
—C——(C— rd —= oe oo 
on ae sae (methyl shift) CH, . 7 CH, 
CH, CH, 
2° carbocation 3° carbocation 


The tertiary cation can lose a proton in either of two positions. One of the products (B) is a 
tetrasubstituted alkene, and the other (C) is disubstituted. 


Formation of a tetrasubstituted alkene 


ie 


ee HocH,cH, BC, os + 
a ene 4  * + CH,CH,OH, 
CH, H,C CH, 
(B) 
(tetrasubstituted) 
Formation of a disubstituted alkene 
; cH, fF cH, Hf ; 
CH,CH,OH 4 ee —_ 7 Pam ie + CH,CH,OH, 
FS CH, Nl CH, 
H H H 
(C) 
(disubstituted) 


Product B predominates over product C because the double bond in B is more substituted. 
Whether product A is a major product will depend on the specific reaction conditions and 
whether proton loss or rearrangement occurs faster. 


PROBLEM 7-21 


Each of the two carbocations in Solved Problem 7-4 can also react with ethanol to give a sub- 
stitution product. Give the structures of the two substitution products formed in this reaction. 
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PROBLEM 7-22 


When (1-bromoethyl)cyclohexane is heated in methanol for an extended period of time, 
five products result: two ethers and three alkenes. Predict the products of this reaction, and 
propose mechanisms for their formation. Predict which of the three alkenes is the major 
elimination product. 


7-12 Bimolecular Elimination: The E2 Reaction 


Eliminations can also take place under second-order conditions with a strong base 
present. As an example, consider the reaction of tert-butyl bromide with methoxide ion 
in methanol. Methoxide ion is a strong base as well as a strong nucleophile. It attacks 
the alkyl halide faster than the halide can ionize to give a first-order reaction. No sub- 
stitution product (methyl tert-butyl ether) is observed, however. The Sy2 mechanism 
is blocked because the tertiary alkyl halide is too hindered. The observed product is 
2-methylpropene, resulting from elimination of HBr and formation of a double bond. 


Sy2 is too 
hindered 
CH,O* Vip CH.—O—H 
E2 ae 
H.—~ F CH, F2 H,,, CH, 
ee Mace —- ron, 
H™/ (CBr H CH, 
H a 
Br: 


Rate = k,[(CH;),C—Br][- OCH,] 


The rate of this elimination is proportional to the concentrations of both the alkyl 
halide and the base, giving a second-order rate equation. This is a bimolecular process, 
with both the base and the alkyl halide participating in the transition state, so this 
mechanism is abbreviated E2 for Elimination, bimolecular. 


E2 rate = k,[RX] [B:  ] 


In the E2 reaction just shown, methoxide reacts as a base (removing a proton) 
rather than as a nucleophile (forming a bond to carbon). Most strong nucleophiles are 
also strong bases, and elimination commonly results when a strong base /nucleophile 
is used with a poor Sy2 substrate such as a 3° or hindered 2° alkyl halide. Instead of 
attacking the back side of the hindered electrophilic carbon, methoxide abstracts a pro- 
ton from one of the methyl groups. This reaction takes place in one step, with bromide 
leaving as the base abstracts a proton. 

In the general mechanism of the E2 reaction, a strong base abstracts a proton on a 
carbon atom adjacent to the one with the leaving group. As the base abstracts a proton, a 
double bond forms and the leaving group leaves. Like the Sy2 reaction, the E2 is a concerted 
reaction in which bonds break and new bonds form at the same time, in a single step. 


| KEY MECHANISM 7-3 The E2 Reaction 


The concerted E2 reaction takes place in a single step. A strong base abstracts a proton on a carbon next to the leaving group, and 
the leaving group leaves. The product is an alkene. 


BSH - Bei aia =H 
es s 5 \, s Mn, a 
wl C— -_ = yw C=C —? gos 
7 A 7 
».4 6—X 


transition state 
(continued) 
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EXAMPLE: E2 elimination of 3-bromopentane with sodium ethoxide. 


Nat fo H—O—CH,CH, 
= SSH) HL _CHLCH, - 
Hiwo GE $= v=o. + Nat *Br:— 
HC « Bi H3C H 
3-bromopentane pent-2-ene (mostly trans) 


The order of reactivity for alkyl halides in E2 reactions is 3° > 2° > 1°. 


PROBLEM 7-23 


Under second-order conditions (strong base/nucleophile), Sy2 and E2 reactions may occur simultaneously and compete with each 
other. Show what products might be expected from the reaction of 2-bromo-3-methylbutane (a moderately hindered 2° alkyl] halide) 
with sodium ethoxide. 


Reactivity of the Substrate in the E2_ The order of reactivity of alkyl halides toward 
E2 dehydrohalogenation is found to be 
3° > 2° > 1° 

This reactivity order reflects the greater stability of highly substituted double bonds. 
Elimination of a secondary halide gives a more substituted alkene than elimination of 
a primary halide. Elimination of a tertiary halide gives an even more substituted alkene 
than a secondary halide. The stabilities of the alkene products are reflected in the tran- 
sition states, giving lower activation energies and higher rates for elimination of alkyl 
halides that lead to highly substituted alkenes. 


Mixtures of Products in the E2 The E2 reaction requires abstraction of a proton on 
a carbon atom next to the carbon bearing the halogen. If there are two or more possi- 
bilities, mixtures of products may result. In most cases, Zaitsev’s rule predicts which 
of the possible products will be the major product: the most substituted alkene. For 
example, the E2 reaction of 2-bromobutane with potassium hydroxide gives a mix- 
ture of two products, but-1-ene (a monosubstituted alkene) and but-2-ene (a disub- 
stituted alkene). As predicted by Zaitsev’s rule, the disubstituted isomer but-2-ene is 
the major product. 


HO: ~:OH 
. | ( = H,O + KBr 
a H H H.C H 
Pp a KOH rN 7 
H—C—C—_C—CH, —_—> C=C + C=C 
lc | rd it \ a \ 
H “Bre H H CH,CH, H CH, 
2-bromobutane 19% but-1-ene 81% but-2-ene 
monosubstituted disubstituted 


Similarly, the reaction of 1-bromo-1-methylcyclohexane with sodium ethoxide gives a 
mixture of a disubstituted alkene and a trisubstituted alkene. The trisubstituted alkene 
is the major product. 
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—C—H | 


Cc 7s 
(Br NaOCH,CH, H 
ai H 7 CH,CH,OH 
H bee >OCH,CH, 
in - methylenecyclohexane 


1-bromo-1-methylcyclohexane dreubeniied Miner 


7 
PROBLEM 7-24 


1. Predict the elimination products of the following reactions. When two alkenes are 
possible, predict which one will be the major product. Explain your answers, showing 
the degree of substitution of each double bond in the products. 

2. Which of these reactions are likely to produce both elimination and substitution 
products? 

(a) 2-bromopentane + NaOCH; 
(b) 3-bromo-3-methylpentane + NaOMe (Me = methyl, CH3) 
(c) 2-bromo-3-ethylpentane + NaOH 


XN 


7-13 Bulky Bases in E2 Eliminations; Hofmann 
Orientation 


Use of a Bulky Base If the substrate in an E2 elimination is prone to substitution, we can 
minimize the amount of substitution by using a bulky base. Large alkyl groups on a bulky 
base hinder its approach to attack a carbon atom (substitution), yet it can easily abstract a 
proton (elimination). Some of the bulky strong bases commonly used for elimination are 
tert-butoxide ion, diisopropylamine, triethylamine, and 2,6-dimethylpyridine. 


CHs (CH,),CH aes SS 
oa ie ae cae iol 
Z 
CH, H CH,CH, H:C ~N’ CH, 
tert-butoxide diisopropylamine triethylamine 2,6-dimethylpyridine 


The dehydrohalogenation of bromocyclohexane illustrates the use of a bulky base 
for elimination. Bromocyclohexane, a secondary alkyl! halide, can undergo both sub- 
stitution and elimination. Elimination (E2) is favored over substitution (Sy2) by using 
a bulky base such as diisopropylamine. Diisopropylamine is too bulky to be a good 
nucleophile, but it acts as a strong base to abstract a proton. 


Hi e H 
Br (i-Pr) NH, heat a 
- $$ +  [(CH,),CH],NH, Br- 
7 H 
bromocyclohexane cyclohexene 


(93%) 


Formation of the Hofmann Product Bulky bases can also accomplish dehydrohalo- 
genations that do not follow the Zaitsev rule. Steric hindrance often prevents a bulky 
base from abstracting the proton that leads to the most highly substituted alkene. In 
these cases, it abstracts a less hindered proton, often the one that leads to formation 
of the least highly substituted product, called the Hofmann product. The following 
reaction gives mostly the Zaitsev product with the relatively unhindered ethoxide 
ion, but mostly the Hofmann product with the bulky tert-butoxide ion. 


| H  CH,CH,OH + NaBr 


CH, 
+ 


1-methylcyclohexene 
trisubstituted, major 


PROBLEM-SOLVING HINT 


Zaitsev’s rule usually applies in E2 


reactions unless the base and/or the 
leaving group are unusually bulky. 
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Zaitsev product Hofmann product 
H CH, - H,C CH, CH, —CH, H 
| | OCH,CH, N37 Na 
CH,—C—C— CH, eer C=C C=C 
: | | | CH,CH,OH 7 \ cA \ 
Wo Be H CH, H,C H 
71% 29% 
‘i ii Gece H,C CH, CH;— — i. 
3)3 
C—C—CH, Tae C=C C=C 
| | | “ (CH3),COH v4 \ WA 2 
H Br H (bulky base) H CH; H;C H 
28% 72% 


less hindered 


Application: Biochemistry 


Enzyme-catalyzed eliminations generally 
proceed by E2 mechanisms and produce 
only one stereoisomer. Two catalytic 
groups are involved: One abstracts the 
hydrogen, and the other assists in the 
departure of the leaving group. The 
groups are positioned appropriately to 
allow an anti-coplanar elimination. 

For example, one of the steps in cel- 
lular respiration involves elimination of 
water from citric acid to give only the 
Z isomer of the product, commonly 
called cis-aconitic acid. 


This proton 
is removed. 
H 


COOH 
\ ¢ gCH,COOH 
wooe’| Sou 
H 
This proton is eineiagid 
not removed. 
aconitase HOOC COOH 
(an enzyme) Nc 
> & =Cc + H,O0 
H ‘CH,COOH 


cis-aconitic acid (100%) 


PROBLEM 7-25 


For each reaction, decide whether substitution or elimination (or both) is possible, and predict 
the products you expect. Label the major products. 

(a) 1-bromo-1l-methylcyclohexane + NaOH in acetone 

(b) 1-bromo-1-methylcyclohexane + triethylamine (Et; N°) 

(c) chlorocyclohexane + NaOCH; in CH;0H 

(d) chlorocyclohexane + NaOC(CH3)3 in (CH;)3COH 


7-14 Stereochemistry of the E2 Reaction 


Like the Sy2 reaction, the E2 follows a concerted mechanism: Bond breaking and 
bond formation take place at the same time, and the partial formation of new bonds 
lowers the energy of the transition state. Concerted mechanisms require specific geo- 
metric arrangements so that the orbitals of the bonds being broken can overlap with 
those being formed and the electrons can flow smoothly from one bond to another. The 
geometric arrangement required by the Sy? reaction is a back-side attack; with the E2 
reaction, a coplanar arrangement of the orbitals is needed. 

E2 elimination requires partial formation of a new pi bond, with its parallel p orbitals, 
in the transition state. The electrons that once formed a C— H bond must begin to overlap 
with the orbital that the leaving group is vacating. Formation of this new pi bond implies 
that these two sp? orbitals must be parallel so that pi overlap is possible as the hydrogen 
and halogen leave and the orbitals rehybridize to the p orbitals of the new pi bond. 


7-14A Anti-Coplanar and Syn-Coplanar E2 Eliminations 


Figure 7-10 shows two conformations that provide the necessary coplanar alignment of 
the leaving group, the departing hydrogen, and the two carbon atoms. When the hydrogen 
and the halogen are anti to each other (6 = 180°), their orbitals are aligned. This is called 
the anti-coplanar conformation. When the hydrogen and the halogen eclipse each other 
(6 = 0°), their orbitals are once again aligned. This is called the syn-coplanar conformation. 
Make a model corresponding to Figure 7-10, and use it to follow along with this discussion. 

Of these possible conformations, the anti-coplanar arrangement is most commonly 
seen in E2 reactions. The transition state for the anti-coplanar arrangement is a stag- 
gered conformation, with the base far away from the leaving group. In most cases, this 
transition state is lower in energy than that for the syn-coplanar elimination. 

The transition state for syn-coplanar elimination is an eclipsed conformation. In 
addition to the higher energy resulting from eclipsing interactions, the transition state 
suffers from interference between the attacking base and the leaving group. To abstract 
the proton, the base must approach quite close to the leaving group. In most cases, the 
leaving group is bulky and negatively charged, and the repulsion between the base and 
the leaving group raises the energy of the syn-coplanar transition state. 
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Base—H 


A \ wR 


av 


i _——” 
6 = 180° anti-coplanar transition state 


(staggered conformation—lower energy) 


Fed Tepulsion 
Sal i Base—H 


ot _f m 


Av 


-<C———_,, 
RY & J VR 
6 =0° syn-coplanar transition state 


(eclipsed conformation—higher energy) 


Xy 


Ww 
vs) 


FIGURE 7-10 Concerted transition 
states of the E2 reaction. The orbitals 
of the hydrogen atom and the halide 
must be aligned so that they can begin 
to form a pi bond in the transition 
state. 


Some molecules are rigidly held in eclipsed (or nearly eclipsed) conformations, with 
a hydrogen atom and a leaving group in a syn-coplanar arrangement. Such compounds are 
likely to undergo E2 elimination by a concerted syn-coplanar mechanism. Deuterium label- 
ing (using D, the hydrogen isotope with mass number 2) is used in the following reaction to 
show which atom is abstracted by the base. Only the hydrogen atom is abstracted, because 
it is held in a syn-coplanar position with the bromine atom. Remember that syn-coplanar 
eliminations are unusual, however, and anti-coplanar eliminations are more common. 


syn-coplanar 
B H + HOCH, 
Nat _Nat “OCH; . 
H 
H 
D 


+ NaBr 
7-14B Stereospecific E2 Reactions 


Like the Sy2 reaction (Section 6-12), the E2 is stereospecific: Different stereoisomers of 
the reactant give different stereoisomers of the product. The E2 is stereospecific because 
it normally goes through an anti-coplanar transition state. The products are alkenes, and 
different diastereomers of starting materials commonly give different diastereomers of 
alkenes. The following example shows why the E2 elimination of one diastereomer of 
1-bromo-1,2-diphenylpropane gives only the trans isomer of the alkene product. 


Base :~ 
Ph . \ 
iS: ile 
Br H H %, “LH X P h 2 
e — Ca Sco ge tou. ape Cc Ss Be. 
H CH 
3 Ph Ph HC CB : 
Ph 


Ph = phenyl group, (viewed from the side) H and Br anti-coplanar 
pheny! group 


Base —H 
Ph,,, wl 


"C=C 
cena Ph 


‘ee 


phenyl groups trans 
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If we make a model and look at this reaction from the left end of the molecule, the anti- 
coplanar arrangement of the H and Br is apparent. 


MECHANISM 7-4 Stereochemistry of the E2 Reaction 


Most E2 reactions go through an anti-coplanar transition state. This geometry is most apparent if we view the reaction sighting 
down the carbon-carbon bond between the hydrogen and leaving group. Viewed from the left: 


Base 
% 


The following reaction shows how the anti-coplanar elimination of the other diastereo- 
mer (R,R) gives only the cis isomer of the product. In effect, the two different diastereomers 
of the reactant give two different diastereomers of the product: a stereospecific result. 


Ph Base :- 
‘Y Base —H 
Hp: H, oH Nes Ms Ph Ph 
al aS * E2 Mn, ms 
R = fC we SS ie (rotatey Phy c ag ue ve eS 
H CH, Ph Ph ne C Br. HC H 
Ph :Bri 
(viewed from the side) H and Br anti-coplanar phenyl] groups cis 
Viewed from the left end of the molecule: 
on CY 
Base : % Base : H Base—H 
H Ph Ph -) JH 
ae ~ H E2 Ph H 
q —> eo alee = —> 
Ph“ 7 ae Ph CH, 
H,C ot ae ag ; 
PROBLEM-SOLVING HINT PROBLEM 7-26 
Don’t try to memorize your way Show that the (S,S) enantiomer of this (R,R) diastereomer of 1-bromo-1,2-diphenylpro- 
through these reactions. Look at pane also undergoes E2 elimination to give the cis diastereomer of the product. (We do 
each one, and consider what it not expect these achiral reagents to distinguish between enantiomers.) 


might do. Use your models for the 
ones that involve stereochemistry. 


( PROBLEM 7-27 


Make models of the following compounds, and predict the products formed when they 
react with the strong bases shown. 


PROBLEM-SOLVING HINT CFs 
Anti-coplanar E2 eliminations are H Br 
common. (a) + KOH —-~> _ (substitution and elimination) 
Syn-coplanar E2 eliminations are H CH, 
rare, usually occurring when free 
CH,CH3 


rotation is not possible. 
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(b) meso-1,2-dibromo-1,2-diphenylethane + (CH3CH))3N 
(c) (4,)-1,2-dibromo-1,2-diphenylethane + (CH3;CH2)3N 
H. Cl el 
(d) (e) a +  (CH,),CO- 
+ NaOH in acetone D 
H 
CH, 
H CF; 
(f) + NaOCH(CH;), 
H CH,CH,; 
Br 


7-15 E2 Reactions in Cyclohexane Systems 


Nearly all cyclohexanes are most stable in chair conformations. In the chair, all the 
carbon-carbon bonds are staggered, and any two adjacent carbon atoms have axial 
bonds in an anti-coplanar conformation, ideally oriented for the E2 reaction. (As 
drawn in the following figure, the axial bonds are vertical.) On any two adjacent 
carbon atoms, one has its axial bond pointing up and the other has its axial bond 
pointing down. These two bonds are trans to each other, and we refer to their geom- 
etry as trans-diaxial. 


axial axial 


axial axial 
eq eq 
trans-diaxial trans-diaxial 
eq eq 
Leal ai 


axial axial 


perspective view Newman projection 


An E2 elimination can take place on this chair conformation only if the proton and 
the leaving group can get into a trans-diaxial arrangement. Figure 7-11 shows the 
E2 dehydrohalogenation of bromocyclohexane. The molecule must flip into the chair 
conformation with the bromine atom axial before elimination can occur. 

(You should make models of the structures in the following examples and problems 
so that you can follow along more easily.) 


or =O 
—_> 


. a ce FIGURE 7-11 £2 
equatorial H . eliminations on 


Br H_ cyclohexane rings. 
H E2 elimination of 
equatorial cndinciae pippaOeyelohexane 
H A requi 


interconversion requires that both the 

H. axial proton and the leaving 
group be trans and 
both be axial. 


= 
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SOLVED PROBLEM 7-5 


Explain why the following deuterated 1-bromo-2-methylcyclohexane undergoes dehydrohalogenation by the E2 mechanism to give 
only the indicated product. Two other alkenes are not observed. 


SOLUTION 


observed not observed 


In an E2 elimination, the hydrogen atom and the leaving group must have a trans-diaxial relationship. In this compound, only one 
hydrogen atom—the deuterium—is trans to the bromine atom. When the bromine atom is axial, the adjacent deuterium is also axial, 


providing a trans-diaxial arrangement. 


H Br, H 


H 
ry | 
HC 
D 


CH,O o. 


J 


PROBLEM-SOLVING HINT 


In a chair conformation of a 
cyclohexane ring, a trans-diaxial 
arrangement places the two groups 
anti and coplanar. 


PROBLEM-SOLVING HINT 


Look for a hydrogen trans to the 
leaving group; then see if the 
hydrogen and the leaving group 
can become diaxial. 


PROBLEM 7-28 


Predict the elimination products of the following reactions, and label the major products. 
(a) cis-1-bromo-2-methylcyclohexane + NaOCH; in CH;0H 
(b) trans-1-bromo-2-methylcyclohexane + NaOCH; in CH;0H 


PROBLEM 7-29 


When the following stereoisomer of 2-bromo-1,3-dimethylcyclohexane is treated with 
sodium methoxide, no E2 reaction is observed. Explain why this compound cannot 
undergo the E2 reaction in the chair conformation. 


H, 
Elle no alkene produced 
_ CH,OH 
“Br 


CH, 


( PROBLEM 7-30 


(a) Two stereoisomers of a bromodecalin are shown. Although the difference between 
these stereoisomers may seem trivial, one isomer undergoes elimination with KOH 
much faster than the other. Predict the products of these eliminations, and explain the 
large difference in the ease of elimination. 


H H 


“Br Br 


fast elimination slow elimination 


7-16 Comparison of E1 and E2 Elimination Mechanisms 


(b) Predict which of the following compounds will undergo elimination with KOH faster, 
and explain why. Predict the major product that will be formed. 


CH(CH,), CH(CH,), 
Br® : BrY - 


Tt 
NS 
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PROBLEM 7-31 
Give the expected product(s) of E2 elimination for each reaction. (Hint: Use models!) 
(a) CH, ) 4H 

‘on NaOCH; 

oe 

Br 


one product 


P 4 B Fong D 
H;C H i Br 


Ne 


NaOCH; 
“4 


two products 


7-16 Comparison of E1 and E2 Elimination Mechanisms 


Let’s summarize the major points to remember about the El] and E2 reactions, focus- 
ing on the factors that help us predict which of these mechanisms will operate under a 
given set of experimental conditions. 


Effect of the Base The nature of the base is the single most important factor in deter- 
mining whether an elimination will go by the El or E2 mechanism. If a strong base is 
present, the rate of the bimolecular reaction will be greater than the rate of ionization, 
and the E2 reaction will predominate (perhaps accompanied by the Sy2). 

If no strong base is present, then a good solvent makes a unimolecular ionization likely. 
Subsequent loss of a proton to a weak base (such as the solvent) leads to elimination. Under 
these conditions, the El reaction usually predominates, usually accompanied by the Sy1. 


ells Base strength is unimportant (usually weak). 
B2e Requires strong bases. 


Effect of the Solvent The slow step of the El reaction is the formation of two ions. 
Like the Syl, the El reaction critically depends on polar ionizing solvents such as 
water and the alcohols. 

In the E2 reaction, the transition state spreads out the negative charge of the base 
over the entire molecule. There is no more need for solvation in the E2 transition state 
than in the reactants. The E2 is therefore less sensitive to the solvent; in fact, some 
reagents are stronger bases in less polar solvents. 


ells Requires a good ionizing solvent. 
Bye Solvent polarity is not so important. 


Effect of the Substrate For both the El and the E2 reactions, the order of reactivity is 


Teil. IEPA 3 > eS (1° usually will not go El) 


In the E1 reaction, the rate-limiting step is formation of a carbocation, and the reac- 
tivity order reflects the stability of carbocations. In the E2 reaction, the more substituted 
halides generally form more substituted, more stable alkenes. 


Kinetics The rate of the E1 reaction is proportional to the concentration of the alkyl halide 
[RX] but not to the concentration of the weak base. It follows a first-order rate equation. 
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The rate of the E2 reaction is proportional to the concentrations of both the alkyl 
halide [RX] and the strong base [B: ]. It follows a second-order rate equation. 


El rate = k,[RX] 
E2 rate = k,[RX][B: ] 


Orientation of Elimination In most E1 and E2 eliminations with two or more possible 
products, the product with the most substituted double bond (the most stable product) 
predominates. This principle is called Zaitsev’s rule, and the most highly substituted 
product is called the Zaitsev product. 


ai Pe te OE 


Br major minor 


El or E2 
———d 


(cis + trans) 


Bil, 1B Usually Zaitsev orientation. 


Stereochemistry The El reaction begins with an ionization to give a flat carbocation. 
No particular geometry is required for ionization. 

The E2 reaction takes place through a concerted mechanism that requires a copla- 
nar arrangement of the bonds to the atoms being eliminated. The transition state is 
usually anti-coplanar, although it may be syn-coplanar in rigid systems. 


ENE No particular geometry required for the slow step. 


B2e Coplanar arrangement (usually anti) required for the transition state. 


Rearrangements The El reaction involves a carbocation intermediate. This interme- 
diate can rearrange, usually by the shift of a hydride or an alkyl group, to give a more 
stable carbocation. 

The E2 reaction takes place in one step with no intermediates. No rearrangement 
is possible in the E2 reaction. 


ells Rearrangements are common. 


Bye No rearrangements. 


SUMMARY Elimination Reactions 


Promoting factors 
base weak bases work strong base required 
solvent good ionizing solvent wide variety of solvents 
substrate 3 SS ae SP > ir 
leaving group good one required good one required 
Characteristics 
kinetics first order, k,[RX] second order, k,[RX][B:] 
orientation most substituted alkene most substituted alkene 
stereochemistry no special geometry coplanar transition state required 


rearrangements common impossible 
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( > 
PROBLEM 7-32 
Predict the major and minor elimination products of the following proposed reactions 
(ignoring any possible substitutions for now). In each case, explain whether you expect 
the mechanism of the elimination to be El or E2. 
Br Br 
N HCH b 
(a) CH; aOC aC 3 ( ) CH, AgNO; 
: CH;CH,0H : CH;0H 
heat heat 
x SJ 


7-17 Competition Between Substitutions and 
Eliminations 


Substitutions require the substrate to react with a nucleophile, and eliminations require 
it to react with a base. Most bases are also nucleophilic, however, and most nucleophiles 
are also basic; so both substitution and elimination may be possible in the very same 
reaction. To predict the products of a reaction, we need to predict both the mechanism 
and whether substitution or elimination will predominate. 


7-17A Bimolecular Substitution Versus Elimination 
(Strong Base or Nucleophile) 


In most cases, the order of a reaction is determined by the strength of the reagent that 
serves as the base or nucleophile. Strong reagents are likely to attack the substrate faster 
than the substrate ionizes, so strong reagents favor bimolecular, second-order reactions: 
Sy2 and E2. For example, sodium methoxide (NaOCHs) is both a strong base and a 
strong nucleophile. Sodium methoxide narrows the likely reaction mechanisms to Sy2 
and E2, but it does not imply which of these will predominate. The following examples 
show substrates that give almost entirely substitution (1°), entirely elimination (3°), and 
a mixture of the two reactions (2°). 


Nia BGG almost 

at— : 

FOLIOS Br eg LOL OCH, entirely Sy2 
(1° alkyl halide) CHOF >95% 


Br CH,0OH OCH 
(2° alkyl halide) E2 S\2 


(proportions depend on conditions) 


CH, H CH 
| Nat -OCH, 4 
Bre CH, Z C=C entirely E2 
| . CH,OH vi BS 
CH, H CH, 
(3° alkyl halide) 100% 


These examples show the principles that apply to bimolecular substitutions and 
eliminations. Primary halides are most reactive toward Sj2 reactions, and they are least 
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reactive toward E2 reactions. Primary halides usually react with strong nucleophiles 
to give substitution by the Sy2 mechanism. If the reagent is also a strong base, a small 
amount of elimination might also occur. Tertiary halides cannot undergo Sy? reactions, 
so we can Safely predict that a strong base will react with a tertiary halide to give only 
elimination by the E2 mechanism. 

Secondary halides are hardest to predict. They react with strong bases by the E2 
mechanism and with strong nucleophiles by the Sy2 mechanism. But most strong 
nucleophiles are also strong bases, so the proportions of substitution and elimination 
may be controlled by other factors such as temperature, solvent, and structural effects 
such as steric hindrance. A few strong nucleophiles are not strong bases, however, and 
they can promote Sj? substitution over E2 elimination. Halide ions are the most com- 
mon examples of strong nucleophiles that are weak bases. 


Nat I" 
ees a 5,2 
Br I 
(major product) 


Bulky bases are often used to promote E2 elimination over Sj2 substitution. Bulky 
bases are hindered from approaching the back side of a carbon atom to do the Sy2 
displacement, but they can easily approach a hydrogen atom on a neighboring carbon 
and abstract a proton. 


i ae Na*-OC(CH,), : ge ee F2 


Br (major product) 


7-17B Unimolecular Substitution Versus Elimination 
(Weak Base or Nucleophile) 


In the absence of a strong base or strong nucleophile and in the presence of a good 
ionizing solvent (very polar, often hydroxylic), the reaction rate is first-order, limited 
by the rate of unimolecular ionization to form a carbocation. Under these conditions, 
we have little control over the fast second step, when the reagent either attacks the car- 
bocation to give substitution (Syl) or removes an adjacent proton to give elimination 
(E1). The carbocation intermediate can also rearrange, leading to even more products. 
This lack of control explains why unimolecular substitutions and eliminations of alkyl 
halides are rarely used for synthesis. 


CH, CH, 
: CH, CH, 
Br heat OCH,CH, 2 
a. : + 
CH,CH,OH + 
Sl 


7 El 


Figure 7-12 compares the substitution and elimination mechanisms under second- 
order (bimolecular) conditions with those that occur under first-order (unimolecular) 
conditions. A strong reagent is likely to displace the leaving group from carbon (Sj?) 
or remove a proton from a neighboring carbon (E2). A weak reagent is unlikely to react 
until ionization occurs. Then it may form a bond to the carbocation (Sy1) or remove a 
proton from a neighboring carbon (E1). 

Temperature is one variable we can control to influence the competition between 
substitution and elimination. Unlike substitutions, eliminations produce more products 
than reactants. 
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second-order conditions (strong base/nucleophile) first-order conditions (weak base/nucleophile) 


FIGURE 7-12 Under second-order conditions (strong base/nucleophile), a secondary alkyl halide might undergo either 
substitution (Sy2) or elimination (E2). Under first-order conditions (weak base/nucleophile), Sy1 and E1 are possible. 


| | 7 XN ff ae 
=C(—C— 4+ BY —> B=H |= C=C 4 
| | / \ ee 


Reactions that produce more products than reactants generally increase the entropy of 
the system, meaning AS > 0. By raising the temperature, we can increase the (TAS) 
term in the free-energy equation, AG = AH — TAS, contributing to a more favorable 
(negative) value of AG. Therefore, an increase in temperature usually favors elimina- 
tion, while a decrease in temperature favors substitution. This general principle applies 
to both unimolecular and bimolecular reactions when other factors are evenly balanced. 


SUMMARY TABLE: Substitution and Elimination Reactions of Alkyl Halides 


The reaction products and mechanisms depend on the type of alkyl halide and on the strength of the nucleophile/base. 


1° alkyl halide 2° alkyl halide 3° alkyl halide 
H R R 


| | | 
R—C—X R—C—X R—C—X 


| | | 
H H R 


strong weak strong weak strong weak 


Nuc:/base Nuc:/base Nuc:/base Nuc:/base Nuc:/base Nuc:/base 


Sy2 no reaction Sy2+E2 SyI+El E2 Syl + El 
(see note 1) (see note 2) (slow) (see note 3) 


Note 1: In the presence of a strong nucleophile, unhindered 1° alkyl halides usually give good yields of substitu- 
tion products with little elimination. 

Note 2: 1° alkyl halides can be forced to ionize by AgNO;/EtOH and heat, usually with rearrangement, to give 
Syl and El products. 

Note 3: Any strongly hindered alkyl! halide (even if 1° or 2°) will undergo Sy2 reactions very slowly or not at all. 
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[ SOLVED PROBLEM 7-6 


Predict the major products of the following reactions, and indicate the mechanisms (Syl, Sy2, El, or E2) that are likely 
responsible for their formation. 
(a) 1-bromo-1-methylcyclohexane reacts with sodium methoxide in methanol. 


CH, 
Br Nat ~OCH3 


CH,OH 


SOLUTION 

(a) NaOCH; is a strong base and a strong nucleophile, suggesting that Sy2 and E2 are the likely reactions. This 3° alkyl halide 
cannot undergo Sy2 reactions, so the only remaining possibility is elimination by the E2 mechanism. The elimination can take 
place by abstraction of a methyl] proton (circled below) or a ring proton on one of the CH groups (circled) next to the carbon 
bonded to Br. NaOCH; is not a bulky base, so Zaitsev’s rule probably applies. 


Answer: 
i) CH, CH, 
Br N at ~OCH3 + 
CH,0H - : 
major minor 
E2 


Follow-up question: Draw a chair transition state for this elimination, showing how a trans-diaxial arrangement of the H 
and Br allows E2 elimination to give the major product. 
(b) 1-iodo-2-methylcyclohexane is heated in methanol for an extended period. 


CH3 heat 


—___> 
CH;0H 


SOLUTION 

(b) A slow ionization of this secondary alkyl] halide leads to formation of a 2° carbocation, which can lose a proton in either 
of two directions to give products of El elimination. Alternatively, methanol can attack the 2° carbocation, followed by 
loss of a proton, to give a product of Syl substitution. The 2° carbocation can also rearrange by a hydride shift to give a 
more stable 3° carbocation. That 3° carbocation can lose a proton in either of two directions to give products of El 
elimination, or it can react with methanol, followed by deprotonation, to give a product of Syl substitution. We don’t 
know what the major product will be or even if there will be one major product. 


Answer: CH, CH; 
CH;OH H CH;OH OCH; 
ro Weal Syl OCH, Sal H 
| CH3OH _ - 
an CH CH 
H + lose Ht 3 . 
>) —> —__> + 
H HEI 
+ 
: ; H major minor 
2° carbocation 3° carbocation 
(unrearranged) (rearranged) 
CH, CH, 
lose H* ou 
> ak 
El H 
major minor 
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Among the elimination products, Zaitsev’s rule tells us that the product with the most substituted double bond will predominate. 
That is the same product for both the initial carbocation and the rearranged carbocation. However, a substitution product might 
be the major product. Which one depends on whether the rearrangement is faster than attack by the methanol solvent. If the rear- 
rangement is faster, then we see more rearranged product. This complicated reaction shows why E1 and Sy reactions of alkyl 
halides are rarely used for synthesis. 

Follow-up question: Show the mechanistic steps that are omitted in the solution to (b) shown above. 


PROBLEM-SOLVING STRATEGY Predicting Substitutions and Eliminations 


alkyl halides Given a set of reagents and solvents, how can you predict what products will result and 
which mechanisms will be involved? Should you memorize all this theory about substitu- 
strong weak tions and eliminations? Students sometimes feel overwhelmed at this point. 

Nuc:/base Memorizing is not the best way to approach this material because the answers are not 
absolute and too many factors are involved. Besides, the real world with its real reagents 
and solvents is not as clean as our equations on paper. Most nucleophiles are also basic, 

Sy2+E2 Syl+El and many solvents can solvate ions or react as nucleophiles or bases. 

The first principle you must understand is that you cannot always predict one unique 
product or one unique mechanism. Often, the best you can do is to eliminate some of 
the possibilities and make some accurate predictions. Remembering this limitation, here 
are some general guidelines: 


1° alkyl halide R—C—x 1. The strength of the base or nucleophile determines the order of the reaction. 


If a strong nucleophile (or base) is present, it will force second-order kinetics, either 
Sn2 or E2. 


| 

H 

: de If no strong base or nucleophile is present, you should consider first-order reactions, 

an ‘ Mn ease both Syl and E1. Addition of silver salts to the reaction can force some difficult ion- 
izations. 


. Primary halides usually undergo the Sy2 reaction, occasionally the E2 reaction. 
Primary halides rarely undergo first-order reactions, unless the carbocation is 
resonance-stabilized. With good nucleophiles, Sy2 substitution is usually observed. 
With a strong base, E2 elimination may occasionally be observed. 


Sy2 no reaction 


. Tertiary halides usually undergo the E2 reaction (strong base) or a mixture of 
Syl and E1 (weak base). 
3° alkyl halide R—C—x Tertiary halides cannot undergo the Sy2 reaction. A strong base forces second-order 
ut kinetics, resulting in elimination by the E2 mechanism. In the absence of a strong base, 
tertiary halides react by first-order processes, usually a mixture of Syl and El. The 
strong w specific reaction conditions determine the ratio of substitution to elimination. 
Tien base Nuc:/base 4, The reactions of secondary halides are the most difficult to predict. 
With a strong base, either the Sy2 or the E2 reaction is possible. With a weak base and 
E2 a good ionizing solvent, both the Sy! and E1 reactions are possible, but both are slow. 
Mixtures of products are common. 


. Some nucleophiles and bases favor substitution or elimination. 
To promote elimination, the base should readily abstract a proton but not readily attack 
a carbon atom. A bulky strong base, such as tert-butoxide [-OC(CHs3)3], enhances 
elimination. Higher temperatures also favor elimination in most cases. To promote 
substitution, you need a good nucleophile with limited basicity: a highly polarizable 
species that is the conjugate base of a strong acid. Bromide (Br ) and iodide (I) are 
examples of good nucleophiles that are weak bases and favor substitution. 


Sy2 + E2 Syl + El 
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Hydration and dehydration reactions are 
common in biological pathways. In one 
of the steps in cellular respiration, the 
enzyme fumarase catalyzes the revers- 
ible addition of water to the double 
bond of fumarate to form malate. In 
contrast to the harsh acidic conditions 
used in the laboratory reaction, the 
enzymatic reaction takes place at neu- 
tral pH and at 37 °C. The enzymatic 
reaction forms only one enantiomer of 
the product. 


H COO- 
os cic H,O 
I fumarase 
C <——— 
-00C~ ~H 
fumarate 
CH;COO™ 
Csi 
00 ho 
H 
(S)-malate 
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PROBLEM 7-33 


Predict the products and mechanisms of the following reactions. When more than one 
product or mechanism is possible, explain which are most likely. 

(a) 1-bromohexane + sodium ethoxide in ethanol 

(b) 2-chlorohexane + NaOCH; in methanol 

(c) 2-chloro-2-methylbutane + NaOCH,CH; in ethanol 

(d) 2-chloro-2-methylbutane heated in ethanol 

(e) isobutyl iodide + KOH in ethanol /water 

(f) isobutyl chloride + AgNO; in ethanol/water 

(g) 1-bromo-1-methylcyclopentane + NaOEt in ethanol 

(h) 1-bromo-1-methylcyclopentane heated in methanol 


7-18 Alkene Synthesis by Dehydration of Alcohols 


Thus far, we have studied the eliminations that convert alkyl halides to alkenes. Alkenes 
are also made from a variety of other types of compounds. A common laboratory syn- 
thesis of alkenes involves the elimination of the elements of water from alcohols under 
acidic conditions. This reaction is called dehydration, which literally means “removal 
of water.” 


| | acidic catalyst, heat \ / 
—C—C— «= > C=C + HO 
|} | 7 \ 
H OH alkene 
alcohol 


Dehydration is reversible, and in most cases, the equilibrium constant is not large. 
In fact, the reverse reaction (hydration) is a method for converting alkenes to 
alcohols (see Section 8-4). Dehydration can be forced to completion by removing 
the products from the reaction mixture as they form. The alkene boils at a lower 
temperature than the alcohol because the alcohol is hydrogen-bonded. A carefully 
controlled distillation removes the alkene while leaving the alcohol in the reaction 
mixture. 

Concentrated sulfuric acid and/or concentrated phosphoric acid are often used as 
reagents for dehydration because these acids act both as acidic catalysts and as dehy- 
drating agents. Hydration of these acids is strongly exothermic. The overall reaction 
(using sulfuric acid) is 


| | 
H OH 


\ # 
+ HSO, “= C=C. + HOt + HSO; 


The mechanism of dehydration resembles the E1 mechanism (Key Mechanism 7-1, 
page 366). The hydroxy group of the alcohol is a poor leaving group (OH), but proton- 
ation by the acidic catalyst in the first step converts it to a good leaving group (H,0). 
In the second step, loss of water from the protonated alcohol gives a carbocation. The 
carbocation is a very strong acid: Any weak base such as HO or HSO, can abstract the 
proton in the final step to give the alkene. 
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e KEY MECHANISM 7-5 Acid-Catalyzed Dehydration of an Alcohol 


Alcohol dehydrations usually involve E1 elimination of the protonated alcohol. 


Step 1: Protonation of the hydroxy group (fast equilibrium). 


PROBLEM-SOLVING HINT 


In acid-catalyzed mechanisms, 


a a 0 H ‘oH HSO- the first step is often addition of 
| | ~~ | | | i H™, and the last step is often loss 
— : =< ee id pes Cree Oe of H*. 

O 


Step 2: Jonization to a carbocation (slow; rate limiting). 


i 
ig" i 


Step 3: Deprotonation to give the alkene (fast). 


H 

ae ea ‘. \ y 7 
ie + H,O: —? C=C + H,0+ 

| XS / \ 


EXAMPLE: Acid-catalyzed dehydration of butan-2-ol 
Step 1: Protonation of the hydroxy group (fast equilibrium). 


H)SO 
CH;—CH—CH>,CH,; —2—> CH,;—CH—CH,CH, 


Step 2: Ionization to a carbocation (slow; rate limiting). 


H—O*H 


CH;—CH—CH,CH; <——— CH; C CH,CH; + H—O—H 


| 
H 


Step 3: Deprotonation to give the alkene (fast). 


H i he bs cae cH 

|e Al H,0O: y~< , i 
oe —" Ho cect HOF 

H HH is H 


major product (cis and trans) 


HCH 
woe a 


ae ee Oe a 
oe B=—C—C—C— cH *.—" C=C, H + 4H,0+ 


| fo 7 ” 
minor product 
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Like other El reactions, alcohol dehydration follows an order of reactivity that 
reflects carbocation stability: 3° alcohols react faster than 2° alcohols, and 1° alcohols 
are the least reactive. Rearrangements of the carbocation intermediates are common in 
alcohol dehydrations. In most cases, Zaitsev’ s rule applies: The major product is usually 
the one with the most substituted double bond. 


PROBLEM-SOLVING 
HINT SOLUTION 
Alcohol dehydrations usually | The first step is protonation of the hydroxy group, which converts it to a good leaving group. 
go through £1 elimination 
ii ial 
oe + HSO, — a + HSO; 
H 


of the protonated alcohol. 
Reactivity is: 

3° 2? SS 1? 

Rearrangements are 


SOLVED PROBLEM 7-7 


(a) Propose a mechanism for the sulfuric acid-catalyzed dehydration of tert-butyl alcohol. 


CH, CH, 


The second step is ionization of the protonated alcohol to give a carbocation. 


common. 
Protonated primary 
alcohols dehydrate at ois A CH 
elevated temperatures with cH,—c-“o*% <= CH,—c?t + HO: 
rearrangement (E1), or the : | Ns ‘Nou 
| CH 3 
adjacent carbon may lose 3 
a proton to a weak base at Abstraction of a proton completes the mechanism. 
the same time water leaves 
(E2). 
e Pie a a 
O: H—c—ct SS C=C + HO" 
Me % 7 a : 
CH, H CH, 


H 


(b) Predict the products and propose a mechanism for the acid-catalyzed dehydration of 
1-cyclohexylethanol. 


PARTIAL SOLUTION: 
Protonation of the hydroxy group, followed by loss of water, forms a carbocation. 


H 
H 7 H le H 
\. _OH ‘ P| H li 
% H-—0S03H * + HSO; Hs 
CH; —VT CH; 4 —— * 
+ H,O: 
1-cyclohexylethanol carbocation 


The carbocation can lose a proton, or it can rearrange to a more stable carbocation. 


H H H 
xls \7/ 
CcC— CH 3 ~Hi- ae ©: N 
cH. CH, 
unrearranged 2° carbocation rearranged 3° carbocation 


Complete this problem by showing how the unrearranged 2° carbocation can lose either of two pro- 
tons to give two of the following products. Also show how the rearranged 3° carbocation can lose 
either of two protons to give two of the following products. 


°Seee 


7-19 Alkene Synthesis by High-Temperature Industrial Methods 391 


e > 
PROBLEM 7-34 
Propose mechanisms for the following reactions. 
OH 
OH H2SO4 ZT. aE. 
@ (yo asa, OD 0) ee : 
heat pentan-2-ol pent-1-ene pent-2-ene 
cyclopentanol cyclopentene (cis + trans) 
OH 
° Ci os CL ° ol . or 
heat 
CH3 CH3 CH3 CH) 
2-methylcyclohexanol 1-methylcyclohexene 3-methylcyclohexene methylenecyclohexane 
(d) H,SO,/H,O 
heat 
OH (an interesting minor product) 
Ne y 


{ PROBLEM 7-35 


Show the product(s) you expect from dehydration of the following alcohols when they 
are heated in sulfuric or phosphoric acid. In each case, use a mechanism to show how the 
products are formed. 


(a) OH (b) CH; “Cl 
oe a H3C OH 


7-19 Alkene Synthesis by High-Temperature 
Industrial Methods 


7-19A Catalytic Cracking of Alkanes 


The least expensive way to make alkenes on a large scale is by the catalytic cracking 
of petroleum: heating a mixture of alkanes in the presence of a catalyst (usually alumi- 
nosilicates). Alkenes are formed by bond cleavage to give an alkene and a shortened 


alkane. 

H H H H H H H H H H H H H H H 
Le ie Ek]. ee eat Ee ead \ | 
te tao a ee ee 
H H H H H H H H H H H H H Hi H H 

long-chain alkane shorter alkane alkene 


Cracking is used primarily to make small alkenes, up to about six carbon atoms. Its 
value depends on having a market for all the different alkenes and alkanes produced. 
The average molecular weight and the relative amounts of alkanes and alkenes can be 
controlled by varying the temperature, catalyst, and concentration of hydrogen in the 
cracking process. A careful distillation on a huge column separates the mixture into its 
pure components, ready to be packaged and sold. 
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This plant in Tokuyama, Japan, passes 
ethane rapidly over a hot catalyst. The 
products are ethylene and hydrogen. 


Because the products are always mixtures, catalytic cracking is unsuitable for labo- 
ratory synthesis of alkenes. Better methods are available for synthesizing relatively pure 
alkenes from a variety of other functional groups. Dehydrohalogenation of alkyl] halides 
and dehydration of alcohols are better methods shown in this chapter, and additional 
methods are included in the Summary on page 385. 


7-19B Dehydrogenation of Alkanes 


Dehydrogenation is the removal of H, from a molecule, just the reverse of hydrogena- 
tion. Dehydrogenation of an alkane gives an alkene. This reaction has an unfavorable 
enthalpy change but a favorable entropy change. 


H H 
a heat ‘eae +H 
l l catalyst / \ 2 
alkane alkene 


AH® = +80 to +120 kJ/mol (4+ 20 to +30 kcal/mol) AS° = +125 J/kelvin-mol 


CH,CH,CH,CH, 


PROBLEM-SOLVING HINT 


When you are doing synthesis 
problems, avoid using these 


high-temperature industrial 
methods. They require specialized 
equipment, and they produce 
variable mixtures of products. 


i. JH HL PH, 


7 C=C + C=C 
Pt, 500 °C Wz ~~ WA \ 


H,C CH, H,C H 
+ H,C=CH—CH,CH, + H,C=CH—CH=CH, + H, 


The hydrogenation of alkenes (Section 7-8) is exothermic, with values of AH® around 
—80 to —120 kJ/mol (—20 to —30 kcal/mol). Therefore, dehydrogenation is endo- 
thermic and has an unfavorable (positive) value of AH°. The entropy change for dehy- 
drogenation is strongly favorable (AS° = +120 J/kelvin-mol), however, because one 
alkane molecule is converted into two molecules (the alkene and hydrogen), and two 
molecules are more disordered than one. 

The equilibrium constant for the hydrogenation—dehydrogenation equilibrium 
depends on the change in free energy, AG = AH — TAS. At room temperature, the 
enthalpy term predominates and hydrogenation is favored. When the temperature is 
raised, however, the entropy term (—~TAS) becomes larger and eventually dominates 
the expression. At a sufficiently high temperature, dehydrogenation is favored. 


if 
PROBLEM 7-36 


The dehydrogenation of butane to trans-but-2-ene has AH° = +116 kJ/mol +27.6 kcal/ 

mol) and AS° = +117 J/kelvin-mol (+28.0 cal/kelvin-mol). 

(a) Compute the value of AG®° for dehydrogenation at room temperature (25 °C or 298 °K). 
Is dehydrogenation favored or disfavored? 

(b) Compute the value of AG for dehydrogenation at 1000 °C, assuming that AS and AH 
are constant. Is dehydrogenation favored or disfavored? 


In many ways, dehydrogenation is similar to catalytic cracking. In both cases, a cat- 
alyst lowers the activation energy, and both reactions use high temperatures to increase 
a favorable entropy term (—TAS) and overcome an unfavorable enthalpy term (AH). 
Unfortunately, dehydrogenation and catalytic cracking also share a tendency to produce 
mixtures of products, and neither reaction is well suited for the laboratory synthesis 
of alkenes. 
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PROBLEM-SOLVING STRATEGY Proposing Reaction Mechanisms 


At this point, we have seen examples of three major classes of reaction mechanisms: 


¢ Those involving strong bases and strong nucleophiles 
¢ Those involving strong acids and strong electrophiles 
¢ Those involving free radicals 


Many students have difficulty proposing mechanisms. You can use some general principles to approach this process, however, by 
breaking it down into a series of logical steps. Using a systematic approach, you can usually come up with a mechanism that is at 
least possible and that explains the products, without requiring any unusual steps. Appendix 3A contains more complete methods 
for approaching mechanism problems. 


First, Classify the Reaction 


Before you begin to propose a mechanism, you must determine what kind of reaction you are dealing with. Examine what you 
know about the reactants and the reaction conditions: 

A free-radical initiator such as chlorine, bromine, or a peroxide (with heat or light) suggests that a free-radical chain reaction is 
most likely. Free-radical reactions were discussed in Chapter 4. 

Strong bases or strong nucleophiles suggest mechanisms such as the Sy2 or E2, involving attack by the strong base or nucleo- 
phile on a substrate. 

Strong acids or strong electrophiles (or a reactant that can dissociate to give a strong electrophile) suggest mechanisms such as 
the Syl, El, and alcohol dehydration that involve carbocations and other strongly acidic intermediates. 


General Principles for Drawing Mechanisms 


Once you have decided which type of mechanism is most likely (acidic, basic, or free-radical), some general principles can guide 
you in proposing the mechanism. Some principles for free-radical reactions were discussed in Chapter 4. Now we consider reactions 
that involve either strong nucleophiles or strong electrophiles as intermediates. In later chapters, we will apply these principles to 
more complex mechanisms. 

Whenever you start to work out a mechanism, draw all the bonds and all the substituents of each carbon atom affected throughout 
the mechanism. Three-bonded carbon atoms are likely to be the reactive intermediates. If you attempt to draw condensed formulas or 
line—angle formulas, you will likely misplace a hydrogen atom and show the wrong carbon atom as a radical, a cation, or an anion. 

Show only one step at a time; never combine steps, unless two or more bonds really do change position in one step (as in the 
E2 reaction, for example). Protonation of an alcohol and loss of water to give a carbocation, for example, must be shown as two 
steps. You must not simply circle the hydroxy and the proton to show water falling off. 

Use curved arrows to show the movement of electrons in each step of the reaction. This movement is always from the nucleo- 
phile (electron donor) to the electrophile (electron acceptor). For example, protonation of an alcohol must show the arrow going 
from the electrons of the hydroxy oxygen to the proton—never from the proton to the hydroxy group. Don’t use curved arrows to 
try to “point out” where the proton (or other reagent) goes. 


Reactions Involving Strong Nucleophiles 


When a strong base or nucleophile is present, we expect to see intermediates that are also strong bases and strong nucleophiles; 
anionic intermediates are common. Acids and electrophiles in such a reaction are generally weak. Avoid drawing carbocations, 
H30°, and other strong acids. They are unlikely to coexist with strong bases and strong nucleophiles. 

Functional groups are often converted to alkoxides, carbanions, or other strong nucleophiles by deprotonation or reaction with 
a strong nucleophile. Then the carbanion or other strong nucleophile reacts with a weak electrophile such as a carbonyl group or 
an alkyl halide. 

Consider, for example, the mechanism for the dehydrohalogenation of 3-bromopentane. 


CH,CH,O- 
ee CH,—CH, ———————_> CH;—CH= CH—CH,—CH, 


Br 


Someone who has not read Chapter 7 or these guidelines might propose an ionization, followed by loss of a proton: 


Incorrect mechanism 


H H H H H H 
i CH,CH,O- i i 
CHy—C—C—CHy CH, <> CH —C—C—CH, CH, —> CH, —C=C—CH,— CH 
+ 


H Br H Br- [unlikely =-H* Br- 


(continued) 


394 CHAPTER 7 Structure and Synthesis of Alkenes; Elimination 


This mechanism would violate several general principles of proposing mechanisms. First, in the presence of ethoxide ion (a strong 
base), both the carbocation and the H™ ion are unlikely. Second, the mechanism fails to explain why the strong base is required; the 
rate of ionization would be unaffected by the presence of ethoxide ion. Also, H* doesn’t just fall off (even in an acidic reaction); 
it must be removed by a base. 

The presence of ethoxide ion (a strong base and a strong nucleophile) in the reaction suggests that the mechanism involves 
only strong bases and nucleophiles and not any strongly acidic intermediates. As shown in Section 7-12, the reaction occurs by the 
E2 mechanism, an example of a reaction involving a strong base. In this concerted reaction, ethoxide ion removes a proton as the 
electron pair left behind forms a pi bond and expels bromide ion. 


Correct mechanism 


CH,CH,O7\ CH,CH,O—H 


CH,—C+C—CH,—CH, —> CH,—C=C—CH,—CH, 


Reactions Involving Strong Electrophiles 


When a strong acid or electrophile is present, expect to see intermediates that are also strong acids and strong electrophiles. Cationic 
intermediates are common, but avoid drawing any species with more than one + charge. Bases and nucleophiles in such a reaction 
are generally weak. Avoid drawing carbanions, alkoxide ions, and other strong bases. They are unlikely to coexist with strong acids 
and strong electrophiles. 
Functional groups are often converted to carbocations or other strong electrophiles by protonation or by reaction with a strong 
electrophile; then the carbocation or other strong electrophile reacts with a weak nucleophile such as an alkene or the solvent. 
For example, consider the dehydration of 2,2-dimethylpropan-1-ol: 


| H,SO,, 150°C AG 
CHs—C— CH, OH )C=CH—CH, 
CH, CH; 


The presence of sulfuric acid indicates that the reaction is acidic and should involve strong electrophiles. The carbon skeleton of the 
product is different from the reactant. Under these acidic conditions, formation and rearrangement of a carbocation would be likely. 
The hydroxy group is a poor leaving group; it certainly cannot ionize to give a carbocation and OH (and we do not expect to see 
a strong base such as OH in this acidic reaction). The hydroxy group is weakly basic, however, and it can become protonated in 
the presence of a strong acid. The protonated OH group becomes a good leaving group. 


Step 1: Protonation of the hydroxy group 


CH, CH, H 
| eo  % | l, 
CH; f CH,—O—H + H,SO, > CH; i CH,—O—H + HSO;z 
CH, CH, 
starting alcohol protonated alcohol 


+ 
The protonated hydroxy group — OH, is a good leaving group. A simple ionization to a carbocation would form a primary 
carbocation. Primary carbocations, however, are very unstable. Thus, a methyl] shift occurs as water leaves, so a primary carbocation 
is never formed. A tertiary carbocation results. (You can visualize this as two steps if you prefer.) 


Step 2: Ionization with rearrangement 


CH, H CH, 
| ‘ H,O leaves | 
Ct ae (? HO With CH, shift” i ae a a = Es 
(~CH,) 


CH, CH, 


protonated alcohol tertiary carbocation 
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The final step is loss of a proton to a weak base, such as H2O or HSO, (but not OH, which is incompatible with the acidic 
solution). Either of two types of protons, labeled | and 2 in the following figure, could be lost to give alkenes. Loss of proton 2 
gives the required product. 


Step 3: Abstraction of a proton to form the required product 


\ NY 
CH,—CH, CH, CH, 


abstract proton | abstract proton 2 


observed product 


Because abstraction of proton 2 gives the more highly substituted (therefore more stable) product, Zaitsev’s rule predicts it 
will be the major product. Note that in other problems, however, you may be asked to propose mechanisms to explain unusual 
compounds that are only minor products. 


i >) 
PROBLEM 7-37 
For practice in recognizing mechanisms, classify each reaction according to the type of mechanism you expect: 
1. Free-radical chain reaction 
2. Reaction involving strong bases and strong nucleophiles 
3. Reaction involving strong acids and strong electrophiles 
CH,OH 
| i 
es 
CH Cc aes 
! Ba(OH), Xe aS H,0 
(a) 2CH,—C—CH, © ———> C=C CH, (b) A 2 CH, 
; z \ OH 
CH, H 
“ toot 
OLD 
(c) (d) ethylene 2, polyethylene 
> polystyrene 
heat 
styrene 
~ 


( PROBLEM 7-38 


Propose mechanisms for the following reactions. Additional products may be formed, but your mechanism only needs to explain 


the products shown. 
H,SO,, 140 °C 
(a) CH; CH, CH, CH, OH > CH; CH=CH CH, t CH, =CH— CH,CH, 


(Hint: Hydride shift) 


oy me 
= + 


OH 
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PROBLEM 7-39 


Propose mechanisms for the following reactions. 


PROBLEM-SOLVING HINT 


Alcohol dehydrations usually 
go through E1 elimination of 


; OH 
the protonated alcohol, with H3PO, 
a carbocation intermediate. (a) hea 
Rearrangements are common. 
CH 


CH,OH 


(b) 


SUMMARY Methods for Synthesis of Alkenes 


1. Dehydrohalogenation of alkyl halides (Section 7-9) 


| | base, heat BN as Requires an anti-coplanar 
c—C (loss of HX) J Pi a conformation for the E2 reaction. 


2. Dehydration of alcohols (Section 7-18) 


conc. H,SO, or HPO, \ 
> 


eee + HO Rearrangements 
a, : 


| | 
5 Cc are common. 


| 
H OH 


heat 


3. Dehydrogenation of alkanes (Section 7-19B) 


| | heat, catalyst NS J Industrial prep, not used in the lab. 
C—C > Cc—C + H, Useful only for small alkenes. 
‘commonly gives mixtures. 
| | \ C ly gives mi 
H H 


4. Hofmann and Cope eliminations (Covered later in Sections 19-14 and 19-15) 


| | Ag,O, heat & 


Lo ; 
—=C—=C'— pitied is AMET E =y CC + =N(CH)); Usually gives the least 


substituted alkene. 
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5. Reduction of alkynes (Covered later in Section 9-9) 


R R’ 
H,, Pd/BaSO, < 
R—C=C—-R _—SS C=C Forms the cis alkene 
quinoline 
H H 
R H 
Na, NH, i 
R—C=C—-R —$$—$-# Cc wae Forms the trans alkene 
H R’ 
6. Wittig reaction (Covered later in Section 18-18) 
IR R’ 
\ -~ 
C=O sz PtP OSI” => C==CHIR’ 4b Ping =O) 
a a 
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alkene 
diene: 
triene: 
tetraene: 

alkyl shift 


allyl group 

anti 
anti-coplanar 
syn-coplanar 


base 
basicity: 


Lewis base: 
Bredt’s rule 


bicyclic: 


bridged bicyclic: 


(olefin) A hydrocarbon with one or more carbon-carbon double bonds. (p. 342) 
A compound with two carbon-carbon double bonds. (p. 348) 

A compound with three carbon-carbon double bonds. (p. 348) 

A compound with four carbon-carbon double bonds. (p. 348) 


(symbolized ~R) Movement of an alkyl group with a pair of electrons from one atom (usually 
carbon) to another. Alkyl shifts are examples of rearrangements that convert carbocations 
into more stable carbocations. (pp. 330, 370) 


A vinyl group plus a methylene group: CH7==CH— CH2— (p. 349) 
Adding to (or eliminating from) opposite faces of a molecule. (p. 376) 
Having a dihedral angle of 180°. 

Having a dihedral angle of 0°. 


x 


anti-coplanar syn-coplanar 


An electron-rich species that can abstract a proton. (pp. 107, 311) 


(base strength) The thermodynamic reactivity of a base, expressed quantitatively by the 
base-dissociation constant Kp. (p. 110) 


(nucleophile) An electron-rich species that can donate a pair of electrons to form a bond. 
(pp. 126, 306) 

A stable bridged bicyclic compound cannot have a double bond at a bridgehead position unless 
one of the rings contains at least eight carbon atoms. (p. 361) 


Containing two rings. 


Having at least one carbon atom in each of the three links connecting the bridgehead carbons. 
(p. 362) 
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bridgehead carbons: 


catalytic cracking 


cis-trans isomers 


concerted reaction 
conjugated double bonds 


dehydration 


dehydrogenation 


dehydrohalogenation 


double-bond isomers 


element of unsaturation 


elimination 


E1 reaction: 


Those carbon atoms that are part of both rings, with three bridges of bonds connecting them. 


bridgehead 
carbons 


a bridged bicyclic compound a Bredt’s rule violation 


The heating of petroleum products in the presence of a catalyst (usually an aluminosilicate mineral), 
causing bond cleavage to form alkenes and alkanes of lower molecular weight. (p. 391) 


(geometric isomers) Isomers that differ in their cis-trans arrangement on a ring or double bond. 
Cis-trans isomers are a subclass of diastereomers. (p. 349) 


Having similar groups on the same side of a double bond or a ring. 

Having similar groups on opposite sides of a double bond or a ring. 

Having the higher-priority groups on the same side of a double bond. 

Having the higher-priority groups on opposite sides of a double bond. 

A reaction in which the breaking of bonds and the formation of new bonds occur at the same time 
(in one step). (p. 373) 


Double bonds that are separated by only one single bond. The interaction between the pi bonds 
contributes to extra stability in the conjugated system. (p. 363) 


The elimination of water from a compound; usually acid-catalyzed. (p. 388) 
H OH 
| | Ht 


—C—C— — 


The elimination of hydrogen (H2) from a compound; usually done in the presence of a catalyst. (jp. 392) 


H H 


| | Pt, high \ a 
, high temperature 
=—C=Cc= > c=c. + H 
| | < vi \ 2 


The elimination of a hydrogen halide (HX) from a compound; usually base-promoted. (p. 365) 


H xX 


| | % ff 
—c—c— —-> C=C + HO + KX 
7 ae 


Constitutional isomers that differ only in the position of a double bond. Double-bond isomers 
hydrogenate to give the same alkane. (p. 358) 

(degree of unsaturation, unsaturation number, index of hydrogen deficiency) A structural feature 
that results in two fewer hydrogen atoms in the molecular formula. A double bond or a ring is 
one element of unsaturation; a triple bond is two elements of unsaturation. (p. 345) 

A reaction that involves the loss of two atoms or groups from the substrate, usually resulting in 
the formation of a pi bond. (p. 365) 

(elimination, unimolecular) A multistep elimination where the leaving group is lost in a slow ionization 
step, then a proton is lost in a second step. Zaitsev orientation is generally preferred. (p. 366) 


E2 reaction: 


geminal dihalide 
geometric isomers 
heteroatom 
Hofmann product 
hydride shift 


hydrogenation 


isolated double bonds 


methyl shift 


nucleophile 
nucleophilicity: 


olefin 
polymer 


addition polymer: 
polyolefin: 
rearrangement 


resonance energy 


saturated 
Saytzeff 
solvolysis 


stereogenic 


stereospecific reaction 
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(elimination, bimolecular) A concerted elimination involving a transition state where the base 
is abstracting a proton at the same time the leaving group is leaving. The anti-coplanar 
transition state is generally preferred. Zaitsev orientation is usually preferred, unless the base 
or the leaving group is unusually bulky. (p. 373) 


A compound with two halogen atoms on the same carbon atom. 

See cis-trans isomers. (p. 349) 

Any atom other than carbon or hydrogen. (p. 346) 

The least highly substituted alkene product. (p. 375) 

(symbolized ~H) Movement of a hydrogen atom with a pair of electrons from one atom (usually 
carbon) to another. Hydride shifts are examples of rearrangements that convert carbocations 
into more stable carbocations. (pp. 328, 370) 

Addition of hydrogen to a molecule. The most common hydrogenation is the addition of H> 
across a double bond in the presence of a catalyst (catalytic hydrogenation). The value of 
(—AH’) for this reaction is called the heat of hydrogenation. (p. 392) 


H H 


| 


Double bonds separated by two or more single bonds. Isolated double bonds react indepen- 
dently, as they do in a simple alkene. (p. 363) 


(symbolized ~CH3) Rearrangement of a methyl group with a pair of electrons from one atom 
(usually carbon) to another. A methyl shift (or any alkyl shift) in a carbocation generally 
results in a more stable carbocations. (p. 372) 


(Lewis base) An electron-rich species that can donate a pair of electrons to form a bond. 
(pp. 126, 367) 

(nucleophile strength) The kinetic reactivity of a nucleophile; a measure of the rate of substitu- 
tion in a reaction with a standard substrate. (p. 369) 


An alkene. (p. 342) 


A substance of high molecular weight made by linking many small molecules, called monomers. 
(p. 353) 


A polymer formed by simple addition of monomer units. 
A type of addition polymer with an olefin (alkene) serving as the monomer. 


A reaction involving a change in the bonding sequence within a molecule. Rearrangements are 
common in reactions such as the Sy1 and E1 involving carbocation intermediates. (p. 382) 


The extra stability of a conjugated system compared with the energy of a compound with an 
equivalent number of isolated double bonds. (p. 363) 


Having only single bonds; incapable of undergoing addition reactions. (p. 345) 
Alternate spelling of Zaitsev. 


A nucleophilic substitution or elimination where the solvent serves as the attacking reagent. 
Solvolysis literally means “cleavage by the solvent.” (p. 367) 


\.. 7 
C=C H, 


—AH? = heat of hydrogenation 


CH30H. heat 


(CH3)3C — Br (CH3)3C—-OCH3 + (CH3)29C—=CH, + HBr 


Giving rise to stereoisomers. Characteristic of an atom or a group of atoms such that interchanging 
any two groups creates a stereoisomer. (p. 377) 

A reaction in which different stereoisomers of the starting material react to give different 
stereoisomers of the product. (p. 377) 
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Adding to (or eliminating from) the same face of a molecule. (p. 376) 

Having a dihedral angle of 0°. See anti-coplanar for a diagram. 

An anti and coplanar arrangement allowing E2 elimination of two adjacent substituents on a cyclo- 
hexane ring. The substituents must be trans to each other, and both must be in axial positions 
on the ring. (p. 379) 

Having multiple bonds that can undergo addition reactions. (p. 345) 

A compound with two halogens on adjacent carbon atoms. (p. 294) 

An ethenyl group, CH=CH—. (p. 351) 

(Saytzeff’s rule) Alkenes with more highly substituted double bonds are usually more stable. 
An elimination usually gives the most stable alkene product, commonly the most substituted 
alkene. Zaitsev’s rule does not always apply, especially with a bulky base or a bulky leaving 
group. (pp. 382, 384, 390) 

An elimination that gives the Zaitsev product. 

The most substituted alkene product. 


syn 
syn-coplanar: 
trans-diaxial 


unsaturated 
vicinal dihalide 


vinyl group 
Zaitsev's rule 


Zaitsev elimination: 
Zaitsev product: 


Essential Problem-Solving Skills in Chapter 7 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 


2 


Draw and name alkenes, and calculate their elements of unsaturation. Name geometric 
isomers using both the E-Z and cis-trans systems. 


Problems 7-40, 41, 42, 43, 44, 45, 
46, and 47 


Predict the relative stabilities of alkenes and cycloalkenes based on their structure and 
stereochemistry. 


Problems 7-47, 48, and 70 


Propose logical mechanisms for dehydrohalogenation of alkyl halides and dehydration 
of alcohols. 


Problems 7-59, 61, 62, 63, 64, 67, 
69, 72, 73, 74, 75, and 76 


Predict the products of dehydrohalogenation and dehydration reactions, and use 
Zaitsev's rule to predict the major and minor products. 


Problems 7-49, 50, 51, 52, 53, 54, 
55, 67, 68, and 72 


Given a set of reaction conditions, predict whether a reaction will be unimolecular or 
bimolecular, and identify the possible mechanisms and the likely products. 


Problems 7-50, 54, 73, 75, and 76 


Problem-Solving Strategy: Predicting Substitutions and Eliminations 


Problems 7-61, 62, 63, 67, 68, 
and 75 


Draw and compare the mechanisms and reaction-energy diagrams of Sy1, Sy2, E1, 
and E2 reactions. Predict which substitutions or eliminations will be faster based on 
differences in substrate, leaving group, solvent, and base or nucleophile. 


Problems 7-60, 71, 75, and 76 


Explain the stereochemistry of E2 eliminations to form alkenes, and predict the 
products of E1 reactions on stereoisomers and on cyclohexane systems. 


Problems 7-55, 65, 66, 67, 68, 69, 
and 76 


Problem-Solving Strategy: Proposing Reaction Mechanisms 


Problems 7-59, 61, 62, 63, 64, 67, 
69, 72, 73, 74, 75, and 76 


Propose effective syntheses of alkenes from alkyl halides and alcohols. 


Problems 7-56, 57, 58, 65, and 66 


Study Problems 


7-40 Draw a structure for each compound (includes old and new names). 
(a) 3-methylhex-1-ene (b) trans-3-methyl-3-hexene (c) 3,4-dichlorobut-1-ene 
(d) 1,3-cyclopentadiene (e) cyclohepta-1,4-diene (f) vinylcyclobutane 


(g) (E)-2-bromo-2-hexene (h) (Z)-3-methyl-2-nonene (i) (4E,6E)-1,4,6-octatriene 
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7-41 Label each structure as Z, E, or neither. 
(a) H H (b) OHC H (c) Br H d) Ph COOH 
C=C Nc=c% Nc=c” . ‘i 
/ \ 4 \ oe 
Cl CH; F CH, H 


7-42 Determine which compounds show cis-trans isomerism. Draw and label the isomers, using both the cis-trans and E-Z 
nomenclatures where applicable. 


(a) pent-l-ene (b) pent-2-ene 
(c) hex-3-ene (d) 1,1-dibromopropene 
(e) 1,2-dibromopropene (f) 1-bromo-1-chlorohexa-1,3-diene 
7-43 Give a correct name for each compound. 
(a) a a aa a (b) (CH; CH,)2C = CHCH,CH,; (c) Pew we 
CH, 


Br 


WN 
ee CHCl 


7-44 (a) Draw and name all five isomers of formula C3 HF. 
(b) Draw all 12 acyclic (no rings) isomers of formula C,H7Br. Include stereoisomers. 
(c) Cholesterol, Cr7H46O, has only one pi bond. With no additional information, what else can you say about its structure? 

7-45 Draw and name all stereoisomers of 3-methylhepta-2,4-diene 
(a) using the cis-trans nomenclature. 

(b) using the E-Z nomenclature. 

7-46 For each alkene, indicate the direction of the dipole moment. For each pair, determine which compound has the larger 

dipole moment. 

(a) cis-1,2-dichloroethene or trans-1,2-dichloroethene 

(b) cis-1,2-difluoroethene or trans-2,3-difluorobut-2-ene 

(ce) cis-1,2-dibromo-1,2-difluoroethene or cis-1,2-difluoroethene 

7-47 —_ The energy difference between cis- and trans-but-2-ene is about 4 kJ/mol; however, the trans isomer of 4,4-dimethylpent- 
2-ene is nearly 16 kJ/mol more stable than the cis isomer. Explain this large difference. 

7-48 A double bond in a six-membered ring is usually more stable in an endocyclic position than in an exocyclic position. 
Hydrogenation data on two pairs of compounds follow. One pair suggests that the energy difference between endocyclic 
and exocyclic double bonds is about 9 kJ/mol. The other pair suggests an energy difference of about 5 kJ/mol. Which 
number do you trust as being more representative of the actual energy difference? Explain your answer. 


sledlededenica 


endocyclic —_ exocyclic 107 116 105 
heats of hydrogenation (kJ/mol) 


7-49 Predict the products of E1 elimination of the following compounds. Label the major products. 


CH, 
7 or (b) Sa (c) (CH;)3C— a — CH, 
cH Br 


CH, Br 


7-50 Predict the products formed by sodium hydroxide-promoted dehydrohalogenation of the following compounds. In each 
case, predict which will be the major product. 
(a) 1-bromobutane (b) 2-chlorobutane (c) 3-bromopentane 
(d) cis-1-bromo-2-methylcyclohexane (e) trans-1-bromo-2-methylcyclohexane 
7-51 What halides would undergo E2 dehydrohalogenation to give the following pure alkenes? 
(a) hept-1l-ene (b) hex-2-ene (c) hept-3-ene 
(d) methylenecyclopentane (e) 3-methylcyclobutene 
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7-52 Predict the major products of acid-catalyzed dehydration of the following alcohols. 


CH 
(a) OH (b) CH3 (c) (d) -s 
H 
AL on OH 
butan-2-ol 1—methylcyclohexanol 2-methylcyclopentanol 2-methylpropan-1-ol 


7-53 Predict the products of the following reactions. When more than one product is expected, predict which will be the 
major product. 


(a) (b) (c) 
OH 80, Pe Pe CH, —_ H,S0, 
> > 
heat OH pet CL heat 
OH 
7-54 — Write a balanced equation for each reaction, showing the major product you expect. 
(a) OH (b) a 
| Hy H,SO, NaOC(CH;); 
a 
Ae < CH, heat i 
‘ Br 
(c) OH (d) HjCL 
ii 
NaOH 
H,SO, CH 
heat H Fag -o heat 
UB 
OH r 
H3C 


7-55 Predict the dehydrohalogenation product(s) that result when the following alkyl] halides are heated in alcoholic KOH. 
When more than one product is formed, predict the major and minor products. 


(a) (CH3),CH— C(CHi)2 (b) (CH;),CH CH— CH ) ce 
Br Br Be 
(d) CH; (e) (CH3)3C (f) H 
» ol Cl 
H D Fi 


7-56 Using cyclohexane as your starting material, show how you would synthesize each of the following compounds. (Once 
you have shown how to synthesize a compound, you may use it as the starting material in any later parts of this problem.) 
(a) bromocyclohexane (b) cyclohexene (c) ethoxycyclohexane 
(d) 3-bromocyclohex-1-ene (e) cyclohexa-1,3-diene (f) cyclohexanol 

7-57 Show how you would prepare cyclohexene from each compound. 
(a) cyclohexanol 
(b) cyclohexyl bromide 
(c) cyclohexane (not by dehydrogenation) 

7-58 Show how you would convert (in one or two steps) 1-phenylpropane to the three products shown below. In each case, 


explain what unwanted reactions might produce undesirable impurities in the product. 
) 
(y~ 


OCH,CH,  (¢ 


1-phenylpropane 1-bromo-1-phenylpropane 1-ethoxy-1-phenylpropane 1-phenylprop- 1-ene 


7-59 


7-60 


7-61 


7-62 


7-63 


7-64 


7-65 
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E1 eliminations of alkyl] halides are rarely useful for synthetic purposes because they give mixtures of substitution and elimi- 
nation products. Explain why the sulfuric acid-catalyzed dehydration of cyclohexanol gives a good yield of cyclohexene even 
though the reaction goes by an El mechanism. (Hint: What are the nucleophiles in the reaction mixture? What products are 
formed if these nucleophiles attack the carbocation? What further reactions can these substitution products undergo?) 
Propose mechanisms and draw reaction-energy diagrams for the following reactions. Pay particular attention to the struc- 
tures of any transition states and intermediates. Compare the reaction-energy diagrams for the two reactions, and explain 
the differences. 

(a) 2-Bromo-2-methylbutane reacts with sodium methoxide in methanol to give 2-methylbut-2-ene (among other products). 
(b) 2-Bromo-2-methylbutane reacts in boiling methanol to give 2-methylbut-2-ene (among other products). 

Propose mechanisms for the following reactions. Additional products may be formed, but your mechanism only needs to 
explain the products shown. 


) SOEGOE 
”Ybeaee 
Br 


OCH, 
(b) CH,0OH eae 
(c) 
Se 
ae 


Propose mechanisms to account for the observed products in the following reactions. In some cases, more products are 
formed, but you only need to account for the ones shown here. 


Br 


(a) OCH; 


Br CH, poe ie 
hear 
(b) CH;OH 
“heat 
OCH3 


Silver-assisted solvolysis of bromomethylcyclopentane in methanol gives a complex product mixture of the following five 
compounds. Propose mechanisms to account for these products. 


CHBr no, H, CH,O CH, 


OCH 
Basa Sac OH 
{ 7 + + 
eae C) Cy 


Protonation converts the hydroxy group of an alcohol to a good leaving group. Suggest a mechanism for each reaction. 


(a) OH ee Br (b) H,SO,, heat 
er nent » 0 Pp 
(Sy2 or Sy1) 2 
OH 


(a) Design an alkyl halide that will give only 2,4-diphenylpent-2-ene upon treatment with potassium fert-butoxide (a 
bulky base that promotes E2 elimination). 
(b) What stereochemistry is required in your alkyl halide so that only the following stereoisomer of the product is formed? 


He CH(Ph)CH, 
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7-66 | Achemist allows some pure (25,3R)-3-bromo-2,3-diphenylpentane to react with a solution of sodium ethoxide 

(NaOCH, CHs3) in ethanol. The products are two alkenes: A (cis-trans mixture) and B, a single pure isomer. Under the 
same conditions, the reaction of (2S,3S)-3-bromo-2,3-diphenylpentane gives two alkenes, A (cis-trans mixture) and C. 
Upon catalytic hydrogenation, all three of these alkenes (A, B, and C) give 2,3-diphenylpentane. Determine the structures 
of A, B, and C; give equations for their formation; and explain the stereospecificity of these reactions. 

*7-67 Pure (S)-2-bromo-2-fluorobutane reacts with methoxide ion in methanol to give a mixture of (S)-2-fluoro-2-methoxybutane 
and three fluoroalkenes. 
(a) Use mechanisms to show which three fluoroalkenes are formed. 
(b) Propose a mechanism to show how (S)-2-bromo-2-fluorobutane reacts to give (S)-2-fluoro-2-methoxybutane. Has this 

reaction gone with retention or inversion of configuration? 

*7-68 When (+ )-2,3-dibromobutane reacts with potassium hydroxide, some of the products are (2S,3R)-3-bromobutan-2-ol and 
its enantiomer and trans-2-bromobut-2-ene. Give mechanisms to account for these products. Why is no cis-2-bromobut- 
2-ene formed? 


CH, CH, 
OH HO H,C Br 
C=C 
Br Br H CH, 
CH, CH, 
(2S,3R) (2R,3S) 
3-bromobutan-2-ol trans-2-bromobut-2-ene 


*7-69 = When 2-bromo-3-phenylbutane is treated with sodium methoxide, two alkenes result (by E2 elimination). The Zaitsev 
product predominates. 
(a) Draw the reaction, showing the major and minor products. 
(b) When one pure stereoisomer of 2-bromo-3-phenylbutane reacts, one pure stereoisomer of the major product results. 
For example, when (2R,3R)-2-bromo-3-phenylbutane reacts, the product is the stereoisomer with the methyl groups cis. 
Use your models to draw a Newman projection of the transition state to show why this stereospecificity is observed. 
(c) Use a Newman projection of the transition state to predict the major product of elimination of (2S,3R)-2-bromo- 
3-phenylbutane. 
(d) Predict the major product from elimination of (2S,3S)-2-bromo-3-phenylbutane. This prediction can be made without 
drawing any structures, by considering the results in part (b). 
*7-70 Explain the dramatic difference in rotational energy barriers of the following three alkenes. (Hint: Consider what the 
transition states must look like.) 


259 kJ/mol 179 kJ/mol 66 kJ/mol 
COOCH; 
Ph Ph (HyC))N COOCH; 


*7-71 One of the following dibromonorbornanes undergoes elimination much faster than the other. Determine which one reacts 
faster, and explain the large difference in rates. 


Bro "Ne _NTOCCH,), 
Br & H 
H H ~ HOC(CH,), 
Br Br 


cis trans 


*7-72 A graduate student wanted to make methylenecyclobutane, and he tried the following reaction. Propose structures for the 
other products, and give mechanisms to account for their formation. 


H,SO, 
<>-cu,0H ar = + other products 


methylenecyclobutane 
(minor) 


Study Problems 405 
*7-73 | Write a mechanism that explains the formation of the following product. In your mechanism, explain the cause of the 
rearrangement, and explain the failure to form the Zaitsev product. 
CH,OH 
H,SO, 
heat 


*7-74 The following reaction is called the pinacol rearrangement. The reaction begins with an acid-promoted ionization to give 
a carbocation. This carbocation undergoes a methy! shift to give a more stable, resonance-stabilized cation. Loss of a 
proton gives the observed product. Propose a mechanism for the pinacol rearrangement. 


H,C CH, O CH, 
| H,SO,, heat 
oe > noe 
HO OH CH, 
pinacol pinacolone 


*7-75 Deuterium (D) is the isotope of hydrogen of mass number 2, with a proton and a neutron in its nucleus. The chemistry 
of deuterium is nearly identical to the chemistry of hydrogen, except that the C—D bond is slightly (5.0 kJ/mol, or 1.2 
kcal/mol) stronger than the C—H bond. Reaction rates tend to be slower if a C—D bond (as opposed to a C—H bond) 
is broken in a rate-limiting step. This effect on the rate is called a kinetic isotope effect. (Review Problem 4-57.) 
(a) Propose a mechanism to explain each product in the following reaction. 


Br OH 


| KOH, alcohol | 
CH,—-CH—CH, = ——"""->_-/—s- CH, =CH—CH, + CH,—CH—CH, 


elimination product substitution product 


(b) When the following deuterated compound reacts under the same conditions, the rate of formation of the substitution 
product is unchanged, while the rate of formation of the elimination product is slowed by a factor of 7. 


Br OH 


| KOH, alcohol | 
CD,-CH—cD, 9 "> cD, =CH—CD, + CD,—CH—CD, 


seven times slower rate unchanged 


Explain why the elimination rate is slower, but the substitution rate is unchanged. 
(c) A similar reaction takes place on heating the alkyl halide in an acetone / water mixture. 


Br OH 
water/acetone 


| 
a CH;==CH—CH, + CH,—CH—CH, 


elimination product substitution product 


| 
CH,—CH—CH, 


Give a mechanism for the formation of each product under these conditions, and predict how the rate of formation of 
each product will change when the deuterated halide reacts. Explain your prediction. 


Br OH 


water/acetone | 
es 


CD,=CH—CD, + CD,—CH—CD, 
heat 
rate changed? rate changed? 


| 
CD,—CH—CD, 


*7-76 When the following compound is treated with sodium methoxide in methanol, two elimination products are possible. 
Explain why the deuterated product predominates by about a 7:1 ratio (refer to Problem 7-75). 


H H 
a ee ea ~ OCH, nn rn H a 
= = 
“Br CH,OH “H “H 


87% 13% 


Goals for Chapter 8 


1 Explain why electrophilic 
additions are among the most 
common reactions of alkenes. 


femoral component 


2 Predict the products of the 
reactions of alkenes, including the 
orientation of the reaction (regio- 
chemistry) and the stereochemistry. 


| polyethylene bearing 


\ = J) MT | 
' % a — tibial plate 


“ 


3 Propose mechanisms to explain 
the observed products of alkene 
reactions. 


4 Use retrosynthetic analysis to 
solve multistep synthesis problems 
with alkenes as reagents, 
intermediates, or products. 


A Polyethylene provides a self-lubricating surface for movement of the metal parts of an artificial 
knee replacement. The highly cross-linked polyethylene used in these implants is fabricated to be 
exceptionally tough: It wears only about 0.1 mm per year. Polyethylene is compatible with the 
human body, and in most cases, it does not cause a foreign body reaction even after years of 
constant movement in the joint. 


The alkene double bond is a gateway functional group. Alkene reactions lead to many 
other functional groups that lay the foundation for the rest of your study of organic 
chemistry. You can convert alkenes to alkyl halides, epoxides, alcohols, aldehydes, 
ketones, carboxylic acids, and other functional groups. The reactions of alkenes arise 
from the reactivity of their carbon-carbon double bonds. Organic chemists enjoy the 
challenge of taking a simple carbon-carbon double bond and manipulating it in all 
possible ways to produce other compounds, often mimicking biological reactions that 
occur in cells. This chapter covers the most common alkene reactions, including their 
mechanisms, reactivity, orientation, and stereochemistry. 

Most reactions of alkenes involve addition of atoms or groups across the double 
bond, with one atom or group adding to each end. By studying the typical mechanisms 
involved when reagents add to double bonds, you will be able to predict the outcomes 
of alkene addition reactions that you have not seen before. You will also find it easier to 
understand the mechanisms of addition reactions we see in other families of compounds. 


8-1 Reactivity of the Carbon—Carbon Double Bond 


Because single bonds (sigma bonds) are more stable than pi bonds, the most common 
reactions of double bonds transform the pi bond into a sigma bond. For example, cata- 
lytic hydrogenation converts the C—C pi bond and the H—H sigma bond into two 
C—H sigma bonds (Section 7-8). The reaction is exothermic (AH° = about —80 to 
—120 kJ/mol or about —20 to —30 kcal/mol), showing that the product is more stable 
than the reactants. 


406 
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catalyst | | 
> C—C + energy 


\c=c% + =H 
7 \ 


Hydrogenation of an alkene is an example of an addition, one of the three major 
reaction types we have studied: addition, elimination, and substitution. In an addition, 
two molecules combine to form one product molecule. When an alkene undergoes addi- 
tion, two groups add to the carbon atoms of the double bond and the carbons become 
saturated. In many ways, addition is the reverse of elimination, in which one molecule 
splits into two fragment molecules. In a substitution, one fragment replaces another 
fragment in a molecule. 


Addition 


Elimination 


Substitution 


= + Y°  —> ee + X7 


Addition is the most common reaction of alkenes, and in this chapter, we consider 
additions to alkenes in detail. A wide variety of functional groups can be formed by 
adding suitable reagents to the double bonds of alkenes. 


8-2 Electrophilic Addition to Alkenes 


In principle, many different reagents could add to a double bond to form more stable 
products; that is, the reactions are energetically favorable. Not all of these reactions 
have convenient rates, however. For example, the reaction of ethylene with hydrogen 
(to give ethane) is strongly exothermic, but the rate is very slow. A mixture of ethylene 
and hydrogen can remain for years without appreciable reaction. Adding a catalyst 
such as platinum, palladium, or nickel allows the reaction to take place at a rapid rate. 

Some reagents react with carbon-carbon double bonds without the aid of a catalyst. 
To understand what types of reagents react with double bonds, consider the structure of 
the pi bond. Although the electrons in the sigma bond framework are tightly held, the 
pi bond is delocalized above and below the sigma bond (Figure 8-1). The pi-bonding 
electrons are spread farther from the carbon nuclei, and they are more loosely held. 
A strong electrophile has an affinity for these loosely held electrons. It can pull them 
away to form a new bond (Figure 8-2), leaving one of the carbon atoms with only three 
bonds and a positive charge: a carbocation. In effect, the double bond has reacted as a 
nucleophile, donating a pair of electrons to the electrophile. 

Most addition reactions involve a second step in which a nucleophile attacks 
the carbocation (as in the second step of the Sy] reaction), forming a stable addition 
product. In the product, both the electrophile and the nucleophile are bonded to the 
carbon atoms that were connected by the double bond. This reaction is outlined in Key 
Mechanism 8-1, identifying the electrophile as E* and the nucleophile as Nuc: . This 
type of reaction requires a strong electrophile to attract the electrons of the pi bond and 
generate a carbocation in the rate-limiting step. Most alkene reactions fall into this large 
class of electrophilic additions to alkenes. 


isa, f o bon crv 
ce h eld tightly )C) 


FIGURE 8-1 The electrons in the 
pi bond are spread farther from the 
carbon nuclei and are more loosely 

held than the sigma electrons. 
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9 ¢ 
Hinnet__ Ce = 
<a 
a \N Gt 


empty p orbital 


FIGURE 8-2 The pi bond as a nucleophile. A strong electrophile attracts the electrons out of the pi bond to form a new 
sigma bond, generating a carbocation. The (red) curved arrow shows the movement of electrons, from the electron-rich pi bond 
to the electron-poor electrophile. 


KEY MECHANISM 8-1 Electrophilic Addition to Alkenes 


A wide variety of electrophilic additions involve similar mechanisms. First, a strong electrophile attracts the loosely held electrons 
from the pi bond of an alkene. The electrophile forms a sigma bond to one of the carbons of the (former) double bond, while the 
other carbon becomes a carbocation. The carbocation (a strong electrophile) reacts with a nucleophile (often a weak nucleophile) 
to form another sigma bond. We symbolize the electrophile as E* and the nucleophile as Nuc: because electrophilic additions 
often involve ionic reagents, with the electrophile having a positive charge and the nucleophile having a negative charge. 


Step I: Attack of the pi bond on the electrophile forms a carbocation. 
‘oe lL! 
C=C + Et —> —C—Ct 
ie’ i IN 
E 


+ on the more substituted carbon 


Step 2: Attack by a nucleophile gives the addition product. 


ae 2 
CaO" = Hier 
rN 

E 


EXAMPLE: lonic addition of HBr to but-2-ene 

This example shows what happens when gaseous HBr adds to but-2-ene. The proton in HBr is electrophilic; it reacts with the 
alkene to form a carbocation. Bromide ion reacts rapidly with the carbocation to give a stable product in which the elements of 
HBr have added to the ends of the double bond. 


Step 1: Protonation of the double bond forms a carbocation. 


H H 


| 
CH,—C=C—CH, 


La 


Step 2: Bromide ion attacks the carbocation. 


H H H 
oa 


oe 


PROBLEM: Explain why the + charge of the carbocation always appears at the carbon of the (former) double 
bond that has NOT bonded to the electrophile. 
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TABLE 8-1 Types of Additions to Alkenes 


NO 7 Type of Addition 


> 
yr Re [Elements Added]? Product 
H OH Xx 
hydration c—c halogenation a c—c 
[H,O] [X,], an oxidation 
H H xX OH 
hydrogenation c—c halohydrin formation 7 Cc 
[H,], a reduction {[HOX], an oxidation 
OH OH H xX 
dihydroxylation HX addition 
Pa a esa bre —c—c— —C'—_ C— 
[HOOH], an oxidation 7 [HX] c 
(hydrohalogenation) 
oxidative cleavage 
C=O O=C 
[O.,], an oxidation WA \ te o 
cyclopropanation - 
epoxidation / ne : ich ] ‘ cI 
> —C—c— 2 | | 


{O], an oxidation | | 


“These are not the reagents used, but simply the groups that appear in the product. 


We will consider several types of additions to alkenes, using a wide variety of 
reagents: water, borane, hydrogen, carbenes, halogens, oxidizing agents, and even other 
alkenes. Most, but not all, of these will be electrophilic additions. Table 8-1 summarizes 
the classes of additions we will cover. Note that the table shows what elements have 
added across the double bond in the final product, but it says nothing about reagents 
or mechanisms. As we study these reactions, you should note the regiochemistry of | Vladimir Vasilyevich 
each reaction, also called the orientation of addition, meaning which part of the reagent Markovnikov (1838-1904) 
adds to which end of the double bond. Also note the stereochemistry when the reaction was a Russian chemist who 
is stereospecific. is best known for elucidating 

Markovnikov’s rule in 1869, which 
describes the regioselective 


8-3 Addition of Hydrogen Halides to Alkenes addition of hydrogen halides to 
= SO alkenes. Interestingly, this rule 
8-3A Orientation of Addition: Markovnikov’s Rule eee a eee 


30 years later (1899) because 
Markovnikov declined to publish 
this work in any language other 
than Russian. 


The simple mechanism shown for addition of HBr to but-2-ene applies to a large number 
of electrophilic additions. We can use this mechanism to predict the outcome of some 
fairly complicated reactions. For example, the addition of HBr to 2-methylbut-2-ene 
could lead to either of two products, yet only one is observed. 


observed not observed 


The first step is protonation of the double bond. If the proton adds to the secondary 
carbon, the product will be different from the one formed if the proton adds to the 
tertiary carbon. 
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PROBLEM-SOLVING HINT 


Stability of carbocations: 


3° > 2° > 1° > TCHS 


An electrophile adds to a double 
bond to give the most stable 
carbocation in the intermediate. 


CH, 


add H* to secondary carbon . | 


eee 


H Br 


tertiary carbocation 


R - 4 4 CH, 
add HX to tertiary carbon | 
4 N . 


ee 
H Br 


secondary carbocation 


When the proton adds to the secondary carbon, a tertiary carbocation results. When the 
proton adds to the tertiary carbon atom, a secondary carbocation results. The tertiary 
carbocation is more stable (see Section 4-16A), so the first reaction is favored. 

The second half of the mechanism produces the final product of the addition of 
HBr to 2-methylbut-2-ene. 


cH;—C—CH—CH, —+ 


Note that protonation of one carbon atom of a double bond gives a carbocation on 
the carbon atom that was not protonated. Therefore, the proton adds to the end of the 
double bond that is /ess substituted to give the more substituted carbocation (the more 
stable carbocation). 


MECHANISM 8-2 _lonic Addition of HX to an Alkene 


Step I: Protonation of the pi bond forms a carbocation. 


T 

\+ oo 

—> C—C— Xe 
Ae | ee 


(+ on the more substituted carbon | 


Step 2: Attack by the halide ion gives the addition product. 
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EXAMPLE: The ionic addition of HBr to propene shows protonation of the less substituted carbon to give the 
more substituted carbocation. Reaction with bromide ion completes the addition. 


CH; H ois ij 
C—C—H —~> H—C—C—H 
Jt 
( a -_ 
H—Br a a er 
(4 ; ‘Br: product 
*K CH; 
| yu Positive charge 
H—C—C on less substituted carbon. 
| * a a 
H 


Figure 8-3 shows how addition of the proton to the less substituted end of the 
double bond gives the more substituted carbocation, which is more stable. Hammond’ s 
postulate predicts that the transition states resemble the carbocations, so the transition 
state leading to the more stable carbocation will be lower in energy than the one lead- 
ing to the less stable carbocation. Therefore, the more highly substituted carbocation 
will be formed faster. 

There are many examples of reactions where the proton adds to the less substi- 
tuted carbon atom of the double bond to produce the more substituted carbocation. 
The addition of HBr (and other hydrogen halides) is said to be regioselective because 
in each case, one of the two possible orientations of addition results preferentially 
over the other. 


Markovnikov's Rule A Russian chemist, Vladimir Markovnikov, first showed the 
orientation of addition of HBr to alkenes in 1869. 


MARKOVNIKOV’S RULE: The addition of a proton acid to the double 
bond of an alkene results in a product with the acid proton bonded to the 
carbon atom that already holds the greater number of hydrogen atoms. 


less stable 1° carbocation 
CH; 


higher-energy 
transition state 
lower-energy 
transition state 


CH; 
N+ | 

Pies as 
Hl H 


more stable 2° carbocation 


energy —————> » 


C=C ie eae 
mo "ee Ade” 
Br H Br 


major product, the 
Markovnikov product 


minor product 


reaction coordinate —————> > 


FIGURE 8-3 The reaction-energy 
diagram shows that the first step is 
rate-determining in the electrophilic 
addition to an alkene. The transition 
states resemble the intermediates 
(Hammond postulate), and the more 
highly substituted intermediate is 
formed faster because it has a lower- 
energy transition state leading to 

it. The more stable, more highly 
substituted intermediate generally leads 
to the Markovnikov product. 
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FIGURE 8-4 An electrophile adds to CH CH, CH, 
the less substituted end of the double 3 . A ‘Br Br: 
bond to give the more substituted (and N+ HBr —_—_ —) — = 
therefore more stable) carbocation. H a - 
product 


more bonds to 


hydrogen 
CH, 
H 


Positive charge 
on less substituted carbon. 
Less stable; not formed. 


This is the original statement of Markovnikov’s rule. Reactions that follow this rule 
are said to follow Markovnikov orientation and give the Markovnikov product. 
We are often interested in adding electrophiles other than proton acids to the double 
bonds of alkenes. Markovnikov’s rule can be extended to include a wide variety of 
other additions, based on the addition of the electrophile in such a way as to produce 
the most stable carbocation. 


MARKOVNIKOV’S RULE (extended): In an electrophilic addition to an 
alkene, the electrophile adds in such a way as to generate the most stable 
intermediate. 


Figure 8-4 shows how HBr adds to 1-methylcyclohexene to give the product with 
an additional hydrogen bonded to the carbon that already had the most bonds to hydro- 
gen (one) in the alkene. Note that this orientation results from addition of the proton in 
i ae the way that generates the more stable carbocation. 
of an electrophilic addition is Like HBr, both HCI and HI add to the double bonds of alkenes, and they also fol- 


Important Menthe tea On low Markovnikov’s rule; for example, 
combines an unsymmetrical 


reagent with an unsymmetrical CH, CH, 


alkene. The first chemical species 
that reacts with the double bond CH;—C—CH—CH,CH; + HCl : Ps ae ee nan 


is the electrophile (H* in the Cl H 
case of adding HBr). Where the 

electrophile reacts determines 

where the second part of the + HCl _ 5 

reagent (the nucleophile, Br- in 

this case) will react. Understanding Cl 

the factors that determine where H 

the electrophile reacts allows us H 
to predict the products. This is the |: / 
basis of Markovnikov‘s rule. C. 


PROBLEM-SOLVING HINT 


The orientation or regiochemistry 


PROBLEM 8-1 


Predict the major products of the following reactions, and propose mechanisms to 
support your predictions. 

(a) pent-l-ene + HCl (b) 2-methylpropene + HCl 

(c) 1-methylcyclohexene + HI (d) 4-methylcyclohexene + HBr 
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cr *) 
PROBLEM 8-2 

(a) When | mole of buta-1,3-diene reacts with 1 mole of HBr, both 3-bromobut-1-ene and 
1-bromobut-2-ene are formed. Propose a mechanism to account for this mixture of 
products. 

(b) When 1-chlorocyclohexene reacts with HBr, the major product is 1-bromo- 
1-chlorocyclohexane. Propose a mechanism for this reaction, and explain why 
your proposed intermediate is more stable than the other possible intermediate. 


8-3B Free-Radical Addition of HBr: Anti-Markovnikov Addition 


In 1933, M. S. Kharasch and F. W. Mayo found that some additions of HBr (but not HCl 
or HI) to alkenes gave products that were opposite those expected from Markovnikov’s 
rule. These anti-Markovnikov reactions were most likely when the reagents or sol- 
vents came from old supplies that had accumulated peroxides from exposure to the 
air. Peroxides give rise to free radicals that initiate the addition, causing it to occur by 
a radical mechanism. The oxygen—oxygen bond in peroxides is rather weak, so it can 
break to give two alkoxy] radicals. 


=) se heat 


R—Q{O—-R aes R—O- + -O—R AH? = +150kJ (+36 kcal) 


Alkoxyl radicals (R — O - ) initiate the anti-Markovnikov addition of HBr. Radicals 
are electrophilic because they do not have octets. In most cases, a radical needs one 
more electron for its octet. When a radical reacts with a double bond, one electron from 
the pi bond fills the octet, leaving the other electron as a radical at the other end of the 
bond. The mechanism of this free-radical chain reaction is shown in Mechanism 8-3. 


MECHANISM 8-3 Free-Radical Addition of HBr to Alkenes 


Initiation: Formation of radicals. 


R—Of + WG: —> rR-O-n + Br 


Propagation: A radical reacts to generate another radical. 


Step 1: A bromine radical adds to the double bond to generate an alky] radical on the more substituted carbon atom. 
/_ ——<— ig radical on the more 
‘ Br a aly a 2 = a substituted carbon 
" aa. —_ 
Step 2: The alkyl radical abstracts a hydrogen atom from HBr to generate the product and a bromine radical. 
:Br: :Br: H 
| en he 


—c—cY + H™Br > C—C— + :Br 
| \ pd 


The bromine radical generated in Step 2 goes on to react with another molecule of alkene in Step 1, continuing the chain. 


(continued) 
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EXAMPLE: Free-radical addition of HBr to propene. 


Initiation: Radicals are formed. 


R-oo-e Mts Rome + OR 


R—-of + W4Br ——> R—-O—H + Br 
Propagation: A radical reacts to generate another radical. 
Step I: A bromine radical adds to the double bond to generate an alkyl! radical on the secondary carbon atom. 
HL o- “~*~ HL a 
cic + Br: — C—C—H 
/ Nu / 


H3C H;C 


4 fe HBr 
wee ke i | 
ag oe + H-—Br > H—C—C—H + Br: 


| les 
a CH, H 


The bromine radical generated in Step 2 goes on to react with another molecule of the alkene in another Step 1, continuing the chain. 


Let’s consider the individual steps. In the initiation step, free radicals generated 
from the peroxide react with HBr to form bromine radicals. 


R—O7 + ae —> R—O—H + :Brr AH? = -63kJ (-15 kcal) 
oe a 


The bromine radical lacks an octet of electrons in its valence shell, making it electron-deficient 
and electrophilic. It adds to a double bond, forming a new free radical with the odd electron 
on a carbon atom. 

; ae 4 er 

*Bre + ve \ —_ ee AH° = -12kJ (-3 kcal) 


= j 


This free radical reacts with an HBr molecule to form a C—H bond and generate another 
bromine radical. 


cA - a 
—C—C. + H>Brt —> —C—C— + Bro AH? = -25kI (-6 kcal) 
[ON | | . 


Br Br H 


The regenerated bromine radical reacts with another molecule of the alkene, con- 
tinuing the chain reaction. Both of the propagation steps are moderately exothermic, 
allowing them to proceed faster than the termination steps. Note that each propagation 
step starts with one free radical and ends with another free radical. The number of free 
radicals is constant, until the reactants are consumed, and free radicals come together 
and terminate the chain reaction. 
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Radical Addition of HBr to Unsymmetrical Alkenes Now we must explain the anti- 
Markovnikovy orientation found in the products of the peroxide-catalyzed reaction. 
With an unsymmetrical alkene such as 2-methylbut-2-ene, adding the bromine radical 
to the secondary end of the double bond forms a tertiary radical. 


ily iN ie 
CH,—C=CH—CH, + Br- —> Se but not CH,— : een —CH, 
Br aN 
tertiary radical (more stable) secondary radical (less stable) 


As we saw in the protonation of an alkene, the electrophile (in this case, Br +) adds to 
the less substituted end of the double bond, and the unpaired electron appears on the 
more substituted carbon to give the more stable free radical. This intermediate reacts 
with HBr to give the anti-Markovnikov product, in which H has added to the more 
substituted end of the double bond: the end that started with fewer hydrogens. 


ii it 
I a + H—Br —_ ae + Br: 
Br H Br 


anti-Markovnikov product 


Note that both mechanisms for the addition of HBr to an alkene (with and 
without peroxides) follow our extended statement of Markovnikov’s rule: In both PROBURE Sony INS: Him. 
cases, the electrophile adds to the less substituted end of the double bond to give | Stability of radicals: 
the more stable intermediate, either a carbocation or a free radical. In the ionic reac- 3° > 2° > 1° > + CH 
tion, the electrophile is H*. In the peroxide-catalyzed free-radical reaction, Br: is 
the electrophile. 

Many students wonder why the reaction with Markovnikov orientation does not 
take place in the presence of peroxides, together with the free-radical chain reaction. 
It actually does take place, but the peroxide-catalyzed reaction is faster. If just a tiny 
bit of peroxide is present, a mixture of Markovnikov and anti-Markovnikov products 
results. If an appreciable amount of peroxide is present, the radical chain reaction is 
so much faster than the uncatalyzed ionic reaction that only the anti-Markovnikov 
product is observed. 

The reversal of orientation in the presence of peroxides is called the peroxide effect. 
It occurs only with the addition of HBr to alkenes. The peroxide effect is not seen with 
HCI because the second step, the reaction of an alkyl radical with HCl, is strongly 
endothermic. 


A radical adds to a double bond to 
give the most stable radical in the 
intermediate. 


Proposed free-radical addition of HCI fails: 


| oy are 
aoe. e Tc 3 ee + Cl AH® = +42 kJ (+10 kcal) 


Similarly, the peroxide effect is not observed with HI because the reaction of an 
iodine atom with an alkene is strongly endothermic. Only HBr has just the right reactiv- 
ity for each step of the free-radical chain reaction to take place. 


Proposed free-radical addition of HI fails: 


x a | oy 
=H CG, AH? = +54 kJ (+13 kcal) 
/ % — 
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PROBLEM-SOLVING HINT 


Remember to write out complete 
structures, including all bonds and 


charges, when writing a mechanism 
or determining the course of a 
reaction. 


PROBLEM 8-3 


Predict the major products of the following reactions, and propose mechanisms to sup- 
port your predictions. 


(a) 1-methylcyclopentene + HBr + CH,—C—O—O—C—CH, 


(b) 1-phenylpropene + HBr + di-tert-butyl peroxide (pen = Ph = Oo 


SOLVED PROBLEM 8-1 


Show how you would accomplish the following synthetic conversions. 
(a) Convert 1-methylcyclohexene to 1-bromo-1-methylcyclohexane. 


SOLUTION 
This synthesis requires the addition of HBr to an alkene with Markovnikov orientation. 
Ionic addition of HBr gives the correct product. 


CH, 
on -. ae as C fe 
1-methylcyclohexene 1-bromo-1-methylcyclohexane 


(b) Convert 1-methylcyclohexanol to 1-bromo-2-methylcyclohexane. 


SOLUTION 

This synthesis requires the conversion of an alcohol to an alkyl bromide with the bromine 
atom at the neighboring carbon atom. This is the anti-Markovnikov product, which could 
be formed by the radical-catalyzed addition of HBr to 1-methylcyclohexene. 


CH, 
R—O—O—R 
heat 
Br 


1-methylcyclohexene 1-bromo-2-methylcyclohexane 


1-Methylcyclohexene is easily synthesized by the dehydration of 1-methylcyclohexa- 
nol. The most substituted alkene is the desired product. 


CH, 
H,SO 
wa 
Ch 3 Or: 
heat 
1-methylcyclohexanol 1-methylcyclohexene 


The two-step synthesis is summarized as follows: 


CH H,SO, HBr CH, 
—— — 
C ye heat Cy ROOR C 
Br 
1-methylcyclohexanol 1-methylcyclohexene 1-bromo-2-methylcyclohexane 
PROBLEM 8-4 


Show how you would accomplish the following synthetic conversions. 
(a) but-l-ene —— 1-bromobutane 

(b) but-1-ene —— 2-bromobutane 

(c) 2-methylcyclohexanol —— 1-bromo-1-methylcyclohexane 

(d) 2-methylbutan-2-ol —— 2-bromo-3-methylbutane 
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8-4 Addition of Water: Hydration of Alkenes 


An alkene may react with water in the presence of a strongly acidic catalyst to form an 
alcohol. Formally, this reaction is a hydration (the addition of water), with a hydrogen 
atom adding to one carbon and a hydroxy group adding to the other. Hydration of an 
alkene is the reverse of the dehydration of alcohols we studied in Section 7-18. 


Hydration of an alkene 


H OH 
\ 7 Ht | | 
c=c + HO == -c—Cc— 
/ XY | | 
alkene alcohol 


(Markovnikov orientation) 


Dehydration of an alcohol 


H OH 
| | Ht \ Va 
—c—c— == c=Cc. + HO 
| | / aN 7 
alcohol alkene 


For dehydrating alcohols, a concentrated dehydrating acid (such as H,SO, or 
H3PO,) is used to drive the equilibrium to favor the alkene. Hydration of an alkene, 
on the other hand, is accomplished by adding excess water to drive the equilibrium 
toward the alcohol. 


8-4A Mechanism of Hydration 


The Principle of Microscopic Reversibility states that a forward reaction and a reverse 
reaction taking place under the same conditions (as in an equilibrium) must follow the 
same reaction pathway in microscopic detail. The hydration and dehydration reactions 
are the two complementary reactions in an equilibrium; therefore, they must follow 
the same reaction pathway. It makes sense that the lowest-energy transition states and 
intermediates for the reverse reaction are the same as those for the forward reaction, 
except in reverse order. 

According to the Principle of Microscopic Reversibility, we can write the hydra- 
tion mechanism by reversing the order of the steps of the dehydration (Section 7-18). 
Protonation of the double bond forms a carbocation. Nucleophilic attack by water, 
followed by loss of a proton, gives the alcohol. 


MECHANISM 8-4 Acid-Catalyzed Hydration of an Alkene 


Step 1: Protonation of the double bond forms a carbocation. 


| Z 
yee + H-OtH <= Loe + H,0: 


(+ on the more substituted carbon ) 


(continued) 
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Step 2: Nucleophilic attack by water gives a protonated alcohol. 


H 

|. 
i y 

ee sf 
HOf+ “6é-c— = -—c—c— 
| | | 
Step 3: Deprotonation gives the alcohol. 
i 
H—6! H a : 


—c—C— + HO: == —c—c— + H,0t 
| 


EXAMPLE: Acid-catalyzed hydration of propene. 


Step I: Protonation of the double bond forms a secondary carbocation. 


ropene 
we [+ on the 2° carbon | 


Step 2: Nucleophilic attack by water gives a protonated alcohol. 


H 
l. 
A tt 
oe as 
a —$ HCC 
ae H CH; H 
Step 3: Deprotonation gives the alcohol. 
H 
Cla : 
is H H—O: H 
eae + HO: —> H—C—C—H + H,0t 
CH; H CH; H 
propan-2-ol 


8-4B Orientation of Hydration 


Step | of the hydration mechanism is similar to the first step in the addition of HBr. The 
proton adds to the /ess substituted end of the double bond to form the more substituted 
carbocation. Water attacks the carbocation to give (after loss of a proton) the alcohol 
with the —OH group on the more substituted carbon. Like the addition of hydrogen 
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halides, hydration is regioselective: It follows Markovnikov’s rule, giving a product 
in which the new hydrogen has added to the less substituted end of the double bond. 
Consider the hydration of 2-methylbut-2-ene: 


CH, H CH, H, 
| ale | ie 
CH,—C=CH—CH, + H—O--H <= oe as. but not CH, ee 
H 


3°, more stable 2°, less stable 


The proton adds to the less substituted end of the double bond, so the positive charge 
appears at the more substituted end. Water attacks the carbocation to give the proton- 
ated alcohol. 


ie i ie 
CH,—C—CH—CH, “= ee —- a ec 
HO.) H Gor H OH H 
H,Ox_,H H H,0* 


The reaction follows Markovnikov’s rule. The proton has added to the end of the double 
bond that already had more hydrogens (that is, the less substituted end), and the — OH 
group has added to the more substituted end. 

Like other reactions that involve carbocation intermediates, hydration may take 
place with rearrangement. For example, when 3,3-dimethylbut-1-ene undergoes acid- 
catalyzed hydration, the major product results from rearrangement of the carbocation 


intermediate. 
CH; CH3 
CH3;— C— CH=CH) a cad= CH— CH3 
CH; be CH; 
3,3-dimethylbut-1-ene 2,3-dimethylbutan-2-ol 


(major product) 


{ PROBLEM 8-5 


Propose a mechanism to show how 3,3-dimethylbut-1l-ene reacts with dilute aqueous 
H,SO, to give 2,3-dimethylbutan-2-ol and a small amount of 2,3-dimethylbut-2-ene. 
N 


PROBLEM-SOLVING HINT 


ie 
PROBLEM 8-6 When predicting products for 
electrophilic additions, first draw 


Predict the products of the following hydration reactions. 


(a) 1-ethylcyclohexene + dilute acid the structure of the carbocation 
(b) 2-phenylbut-2-ene + dilute acid (or other intermediate) that results 
(c) 1-phenylcycloheptene + dilute acid from electrophilic attack. 

L 


8-5 Hydration by Oxymercuration—Demercuration 


Many alkenes do not easily undergo hydration in aqueous acid. Some alkenes are nearly 
insoluble in aqueous acid, and others undergo side reactions such as rearrangement, 
polymerization, or charring under these strongly acidic conditions. In some cases, the 
overall equilibrium favors the alkene rather than the alcohol. No amount of catalysis 
can cause a reaction to occur if the energetics are unfavorable. 
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Application: Toxicology Oxymercuration—demercuration is another method for converting alkenes to alco- 


i 4 F hols with Markovnikov orientation. Oxymercuration—demercuration works with many 
pears en Le se oe alkenes that do not easily undergo direct hydration, and it takes place under milder 
os connate moredletatS lt ang ace conditions. No free carbocation is formed, so there is no opportunity for rearrangements 
rial drugs, skin creams, and antiseptics. 


; j or polymerization. 
Mercury compounds are quite toxic, 
however. In the body, mercury combines 
with the thiol groups of critical enzymes, 
inactivating them. Mercury poisoning | | | | 
causes brain and kidney damage, often \ Ch = 
leading to death. pe =e + Hg(OAc)s ae C—C a C—C 

We cover these reactions using 

mercury-based reagents because they are 
particularly interesting and the 
concepts are useful. For example, 
oxymercuration—demercuration adds 
water to alkenes without the rearrange- 
ments that are common in the acid- 
catalyzed hydration. When 
possible, we prefer to use other, less toxic 


Oxymercuration—Demercuration 


HO :HgOAc HO H 


(Markovnikovy orientation) 


The reagent for mercuration is mercuric acetate, Hg(OQCOCH3)., abbreviated 
Hg(OAc)>. There are several theories as to how this reagent acts as an electrophile; the 
simplest one is that mercuric acetate dissociates slightly to form a positively charged 
mercury species, “Hg(OAc). 


reagents. 1 1 rf | 
CH,—C—O—Hg—O—C—CH, <2 CH;-C—O—Hg*t + CH,—C—O7 
Hg(OAc), *Hg(OAc) “OAc 


Oxymercuration involves an electrophilic attack on the double bond by the posi- 
tively charged mercury species. The product is a mercurinium ion, an organometallic 
cation containing a three-membered ring. In the second step, water from the solvent attacks 
the mercurinium ion to give (after deprotonation) an organomercurial alcohol. A subse- 
quent reaction is demercuration, to remove the mercury. Sodium borohydride (NaBHy, 
a reducing agent) replaces the mercuric acetate fragment with a hydrogen atom. 


MECHANISM 8-5 Oxymercuration of an Alkene 


Step 1: Electrophilic attack forms a mercurinium ion. 


*Hg(Ac) > 
a 


C=C —C—¢— 
va % 7—* | | 


CHg(OA0) | H2(OAc) H2(OAc) 
—C—c— — —c—c— —> —c—C— + H,0* 
J) | al | | 
H,O: va *OH 


organomercurial alcohol 


Demercuration replaces the mercuric fragment with hydrogen to give the alcohol. 


8-5 Hydration by Oxymercuration—-Demercuration 


ee - 
4 i NaBH, + 4 OH —> 4 2 a a + NaB(OH), + 4Hg | + 4 OAc 


OH OH mercury 


organomercurial alcohol alcohol metal 


EXAMPLE: Oxymercuration—demercuration of propene. 


Step 1: Electrophilic attack forms a mercurinium ion. 


tC 
Hg* 
H H *Hg(OAc) 
ea g/g serum on] 
——- wa 
H3C H H3C H 
propene 
Step 2: Water opens the ring to give an organomercurial alcohol. 
ii 
Hg* H Hg(OAc) H_ Hg(OAc) 
Hi othA st | | | 
oe — H3;C—C—C—H —- see a + H30* 
eH H—0" H OH H 
H,O: C 


Water attacks the more 
substituted carbon. 


Demercuration replaces the mercuric fragment with hydrogen to give the alcohol. 


oe il 
ae ie a oa ae 
OH H OH H 


propan-2-ol 


Oxymercuration—demercuration of an unsymmetrical alkene generally gives 
Markovnikov orientation of addition, as shown by the oxymercuration of propene in 
the preceding example. The mercurinium ion has a considerable amount of positive 
charge on both of its carbon atoms, but there is more of a positive charge on the more 
substituted carbon atom, where it is more stable. Attack by water occurs on this more 
electrophilic carbon, giving Markovnikov orientation. The electrophile, “Hg(OAc), 
remains bonded to the less substituted end of the double bond. Reduction of the organo- 
mercurial alcohol gives the Markovnikov alcohol: propan-2-ol. 

Similarly, oxymercuration—demercuration of 3,3-dimethylbut-1l-ene gives the 
Markovnikov product, 3,3-dimethylbutan-2-ol, in excellent yield. Contrast this unre- 
arranged product with the rearranged product formed in the acid-catalyzed hydration of 
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the same alkene in Section 8-4B. Oxymercuration—demercuration reliably adds water 
across the double bond of an alkene with Markovnikov orientation and without rear- 


rangement. 
nS Va Hg(OAc)> aa ai i _Ht OH ii 
C=C a. (CHC C—C— 2s (CACC —C— a 
H,O Y 
CHC a 5*Hg(OAc) H Hg(OAc) 
3,3-dimethylbut- 1-ene mercurinium ion Markovnikov product 
OH H OH 
| NaBH, | 
(CH3)3C-—C—C—H —-_ (CH3)3C—C—CH) 
H Hg(OAc) H H 
Markovnikov product 3,3-dimethylbutan-2-ol 


(94% overall) 


Of the methods we have seen for Markovnikov hydration of alkenes, 
oxymercuration—demercuration is most commonly used in the laboratory. It gives 
better yields than direct acid-catalyzed hydration, it avoids the possibility of rear- 
rangements, and it does not involve harsh conditions. There are also disadvantages, 
however. Organomercurial compounds are highly toxic. They must be used with great 
care and then disposed of properly. 


8-6 Alkoxymercuration—-Demercuration 


When mercuration takes place in an alcohol solvent, the alcohol serves as a nucleophile 
to attack the mercurinium ion. The resulting product contains an alkoxy (— O—R) 
group. In effect, alkoxymercuration—demercuration converts alkenes to ethers by add- 
ing an alcohol across the double bond of the alkene. 


\ / ROH | | 
C=C + Hg(OAc), > C—C 
/ \ | | 
RO HgOAc 
| | NaBH, | | 
TT 
RO HgOAc RO H 


(Markovnikov orientation) 


As we have seen, an alkene reacts to form a mercurinium ion that is attacked by the 
nucleophilic solvent. Attack by an alcohol solvent gives an organomercurial ether that 
can be reduced to the ether. 


ge Peene) Hg(OAc) Hg(OAc) H 
/ \ | | | | NaBH | | 
a ns ne 
H R=0. H R—O: R—O 
| [5 | organomercurial ether an ether 
R—O: Hy_?O—R 


The solvent attacks the mercurinium ion at the more substituted end of the double 
bond (where there is more 6* charge), giving Markovnikov orientation of addition. The 
Hg(OAc) group appears at the /ess substituted end of the double bond. Reduction gives 
the Markovnikov product, with hydrogen at the less substituted end of the double bond. 
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{ SOLVED PROBLEM 8-2 


Show the intermediates and products that result from alkoxymercuration—demercuration of 1-methylcyclopentene, using metha- 
nol as the solvent. 


SOLUTION 

Mercuric acetate adds to 1-methylcyclopentene to give the cyclic mercurinium ion. This ion has a considerable amount of positive 
charge on the more substituted tertiary carbon atom. Methanol attacks this carbon from the opposite side, leading to anti addition: 
The reagents (HgOAc and OCH3) have added to opposite faces of the double bond. 


+ + 
CT. ——— ZHelOAc) +s 
CH, 


H,—9O —H 


trans intermediate 
1-methylcyclopentene mercurinium ion (product of anti addition) 


Reduction of the intermediate gives the Markovnikov product, 1-methoxy-1-methylcyclopentane. 


H H 
“tH e(OAc) NaBH, ‘ott HL 
CH K ~(CH3 
‘OCH, OCH; 
intermediate 1-methoxy-1-methylcyclopentane 
Ne 
PROBLEM 8-7 
(a) Propose a mechanism for the following reaction. 
CH, CH, 
| Hg(OAc),, CH,CH,OH | 
CH, —C=CH— CH, > CH, —C—CH—CH, 


CH,CH,O Hg(OAc) 
(90%) 


(b) Give the structure of the product that results when this intermediate is reduced by sodium borohydride. 
\ 


fi PROBLEM 8-8 


Predict the major products of the following reactions. 

(a) 1-methylcyclohexene + aqueous Hg(OAc), (b) the product from part (a), treated with NaBH, 

(c) 4-chlorocycloheptene + Hg(OAc), in CH;0H (d) the product from part (c), treated with NaBH, 
\ 


r 
PROBLEM 8-9 
Show how you would accomplish the following synthetic conversions. 
(a) but-1-ene — 2-methoxybutane (b) 1-iodo-2-methylcyclopentane — 1-methylcyclopentanol 
(c) 3-methylpent-1-ene — 3-methylpentan-2-ol 


Explain why acid-catalyzed hydration would be a poor choice for the reaction in (c). 
\ 


8-7 Hydroboration of Alkenes 


We have seen two methods for hydrating an alkene with Markovnikov orientation. 
What if we need to convert an alkene to the anti-Markovnikov alcohol? For example, 
the following transformation cannot be accomplished using the hydration procedures 
covered thus far. 
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CH, CH, 


2 


| | 
CH,—C=CH—CH, es 


(anti-Markovnikov) 
H OH 
2-methylbut-2-ene 3-methylbutan-2-ol 


Such an anti-Markovnikov hydration was impossible until H. C. Brown, of Purdue 
University, discovered that diborane (B,H,) adds to alkenes with anti-Markovnikov 
orientation to form alkylboranes, which can be oxidized to give anti-Markovnikov 
alcohols. This discovery led to the development of a large field of borane chemistry, 
and Brown received the Nobel Prize in Chemistry in 1979. 


CH, CH, CH, 
| B,H, | oxidize | 
CH,—C=CH—CH, ——> CC Ces —>  CH,—C—CH—CH, 


H_ BH, H OH 
2-methylbut-2-ene an alkylborane 3-methylbutan-2-ol 
(>90%) 


Diborane (B>Hg) is a dimer composed of two molecules of borane (BH3). The 
bonding in diborane is unconventional because the boron atom in borane has only six 
electrons around it, and it is a powerful Lewis acid. Its tendency to acquire an addi- 
tional electron pair leads it to share two hydrogens with the other borane molecule in 
diborane. We can depict this structure using two resonance forms showing two bridging 
hydrogens that are shared by the boron atoms. 


bridging hydrogens 


H H H H H H H H H 
Noe og \ Me Kar 
B yee B <—> B B or B B 
ria a X / Sy \ Lo es att 
H H H H H H H 

diborane diborane 


Diborane is in equilibrium with a very small amount of borane (BH3), a highly reactive 
Lewis acid with only six electrons. 


H yy 4H H 
em mn * 
B Be oe 2 B—H 
fo, / 
H H H H 
diborane borane 


Diborane is an inconvenient reagent. It is a toxic, flammable, and explosive gas. It is 
more easily used as a complex with tetrahydrofuran (THF), a cyclic ether. This complex 
reacts like diborane, yet the solution is easily measured and transferred. 


CH,—CH, CH,—cH, 
es ae |_ + 5 
2 ee + BH, —_ 2 jO-B—H = O—BH, 
CH; —CH, CH; —CH, i 
tetrahydrofuran diborane borane-THF complex = BH,:THF 
(THF) 


The BH; - THF reagent is the form of borane commonly used in organic reactions. 
BHs adds to the double bond of an alkene to give an alkylborane. Basic hydrogen 
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peroxide oxidizes the alkylborane to an alcohol. In effect, hydroboration—oxidation 
converts alkenes to alcohols by adding water across the double bond, with anti- 
Markovnikov orientation. 


Hydroboration—oxidation: 


AS va | | H,0,,-OH | | 
Joc + BE THF — = > 9 —c—C— 
H B—H H OH 
| anti-Markovnikov orientation 
(syn stereochemistry) 


H 


8-7A Mechanism of Hydroboration 


Borane is an electron-deficient compound. It has only six valence electrons, so the 
boron atom in BH; cannot have an octet. Acquiring an octet is the driving force for the 
unusual bonding structures (bridging hydrogens, for example) found in boron com- 
pounds. As an electron-deficient compound, BH; is a strong electrophile, capable of 
adding to a double bond. This hydroboration of the double bond is thought to occur 
in one step, with the boron atom adding to the less substituted end of the double bond, 
as shown in Mechanism 8-6. 

In the transition state, the electrophilic boron atom withdraws electrons from the 
pi bond, and the carbon at the other end of the double bond acquires a partial positive 
charge. This partial charge is more stable on the more substituted carbon atom. The 
product shows boron bonded to the less substituted end of the double bond and hydro- 
gen bonded to the more substituted end. Also, steric hindrance favors boron adding to 
the less hindered, less substituted end of the double bond. 


MECHANISM 8-6 Hydroboration of an Alkene 


Borane adds to the double bond in a single step. Boron adds to the less hindered, less substituted carbon, and hydrogen adds to 
the more substituted carbon. 


Tl Tl 
CH,C-=C—CH, —> CH, ‘ ‘ CH, 
H-~-BH, H BH, 


more stable transition state anti-Markovnikov product 


less stable transition state 


The boron atom is removed by oxidation, using aqueous sodium hydroxide and hydro- 
gen peroxide (HOOH or H,0O3) to replace the boron atom with a hydroxy (— OH) 
group. The oxidation does not affect the orientation of the product, because the anti- 
Markovnikov orientation was established in the first step, the addition of BH3. 
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CH, H CH, 
| | H,0,, NaOH | 
ae a a 
2 
H BH, H OH 


This hydration of an alkene by hydroboration—oxidation is another example of a 
reaction that does not follow the original statement of Markovnikov’s rule (the prod- 
uct is anti-Markovnikov), but still follows our understanding of the reasoning behind 
Markovnikov’s rule. The electrophilic boron atom adds to the Jess substituted end 
of the double bond, placing the positive charge (and the hydrogen atom) at the more 
substituted end. 


PROBLEM-SOLVING HINT SOLVED PROBLEM 8-3 


Work backward on multistep Show how you would convert 1-methylcyclopentanol to 2-methylcyclopentanol. 
syntheses. 


SOLUTION 

Working backward, use hydroboration—oxidation to form 2-methylcyclopentanol from 
1-methylcyclopentene. The use of (1) and (2) above and below the reaction arrow indicates 
individual steps in a two-step sequence. 


CH, CH, 
(1) BH, - THF mH 
> 
(2) H,0,, OH 4H 
a “OH 
1-methylcyclopentene trans-2-methylcyclopentanol 


The 2-methylcyclopentanol that results from this synthesis is the pure trans isomer. This 
stereochemical result is discussed in Section 8-7C. 

1-Methylcyclopentene is the most substituted alkene that results from dehydration 
of 1-methylcyclopentanol. Dehydration of the alcohol would give the correct alkene. 


CH, CH, 
H,SO, . 
OH ——— ot H,O 
heat - 
1-methylcyclopentanol 1-methylcyclopentene 


PROBLEM 8-10 


Predict the major products of the following reactions. 


(a) propene + BH;- THF (b) the product from part (a) + H,O,/OH™ 
(c) 2-methylpent-2-ene + BH; + THF (d) the product from part (c) + H,O,/OH™ 
(e) 1-methylcyclohexene + BH3+-THF (f) the product from part (ce) + H,O,/OH™ 


PROBLEM 8-11 


Show how you would accomplish the following synthetic conversions. 


(a) but-1-ene — butan-1-ol (b) but-1-ene — butan-2-ol 
(c) 2-bromo-2,4-dimethylpentane — 2,4-dimethylpentan-3-ol 


8-7B Stoichiometry of Hydroboration 


For simplicity, we have neglected the fact that 3 moles of an alkene can react with each 
mole of BH3. Each B—H bond in BH; can add across the double bond of an alkene. 
The first addition forms an alkylborane, the second a dialkylborane, and the third a 
trialkylborane. 


H ™ 4 H ™ 4 7 
- See | | 7 ye = a = 
ae ——_> i ———— ea B—H ——~> 
_ H = lal 2 
alkylborane dialkylborane 
Summary 
\ / Foal H,0,, OH | | 
3 C=C + BH, —_ —=C— (Che ——— > 2 =C—C— 
4 2 | | | | 
3 H OH 


Trialkylboranes react exactly as we have discussed, and they oxidize to give anti- 
Markovynikov alcohols. Trialkylboranes are quite bulky, further reinforcing the prefer- 
ence for boron to add to the less hindered carbon atom of the double bond. Boranes are 
often drawn as the 1:1 monoalkylboranes to simplify their structure and emphasize the 
organic part of the molecule. 


8-7C Stereochemistry of Hydroboration 


The simultaneous addition of boron and hydrogen to the double bond (as shown in 
Mechanism 8-6) leads to a syn addition: Boron and hydrogen add across the double 
bond on the same side of the molecule. (If they added to opposite sides of the molecule, 
the process would be an anti addition.) 

The stereochemistry of the hydroboration—oxidation of 1-methylcyclopentene is 
that boron and hydrogen add to the same face of the double bond (syn) to form a trial- 
kylborane. Oxidation of the trialkylborane replaces boron with a hydroxy group in the 
same stereochemical position. The product is trans-2-methylcyclopentanol. A racemic 
mixture is expected because a chiral product is formed from achiral reagents. 


H CH, 
S c - [= | c 
H CH, HY! 1 °CH, HB H 
: Hu... ; 
SBSH 
Hz, H” oO” 
*B—H 
hl transition state 


trans-2-methylcyclopentanol 
(85% overall) 
(racemic mixture of enantiomers) 


The second step (oxidation of the borane to the alcohol) takes place with retention 
of configuration. Hydroperoxide ion adds to the borane, causing the alkyl group to 
migrate from boron to oxygen. The alkyl group migrates with retention of configuration 
because it moves with its electron pair and does not alter the tetrahedral structure of the 
migrating carbon atom. Hydrolysis of the borate ester gives the alcohol. 


Formation of hydroperoxide ion 


H—O-—O0O-—H + Oh 2 H-O-G@ + #0: 


8-7 Hydroboration of Alkenes 


trialkylborane 
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Addition of hydroperoxide and migration of the alkyl group 


hydroperoxide ee borate ester 


Twice more to oxidize the other two alkyl groups 


t r 
aa “OOH - “OOH 7 — 
R R R 


trialkyl borate ester 


Hydrolysis of the borate ester 
:O—R O—R O—R O—R 
os oe he | oe HO | oe 
:O>B—O: == O—B=—O: == O—B- :0: —+* > 4 
2 + ~OH 
R':OH R R :OHR R :OH R R O—H 


(The other two OR groups hydrolyze similarly.) 


Hydroboration of alkenes is another example of a stereospecific reaction, in which 
different stereoisomers of the starting compound react to give different stereoisomers 
of the product. Problem 8-14 considers the different products formed by the hydrobora- 
tion—oxidation of two acyclic diastereomers. 


SOLVED PROBLEM 8-4 


A norbornene molecule labeled with deuterium is subjected to hydroboration—oxidation. 
Give the structures of the intermediates and products. 


exo ( ce face 


exo 
bide le - THF BH, H, aes “OH 


endo L face 


deuterium-labeled norbornene alkylborane alcohol 
(racemic mixture) 


SOLUTION 

The syn addition of BH; across the double bond of norbornene takes place mostly from 
the more accessible outside (exo) face of the double bond. Oxidation gives a product with 
both the hydrogen atom and the hydroxy group in exo positions. (The less accessible inner 
face of the double bond is called the endo face.) 


PROBLEM 8-12 


In the hydroboration of 1-methylcyclopentene shown in Solved Problem 8-3, the 
reagents are achiral, and the products are chiral. The product is a racemic mixture of 
trans-2-methylcyclopentanol, but only one enantiomer is shown. Show how the other 
enantiomer is formed. 
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fa >) 
PROBLEM 8-13 

Predict the major products of the following reactions. Include stereochemistry where 
applicable. 

(a) 1-methylcycloheptene + BH3-+ THF, then H,O,, OH 

(b) trans-4,4-dimethylpent-2-ene + BH; THF, then H,0,, OH” 

(c) 


H 4 BH,- THE, then H,0,, OH” 


CH, 
L = 


PROBLEM 8-14 


(a) When (Z)-3-methylhex-3-ene undergoes hydroboration—oxidation, two isomeric 
products are formed. Give their structures, and label each asymmetric carbon atom 
as (R) or (S). What is the relationship between these isomers? 

(b) Repeat part (a) for (E)-3-methylhex-3-ene. What is the relationship between the products 
formed from (Z)-3-methylhex-3-ene and those formed from (£)-3-methylhex-3-ene? 


( PROBLEM 8-15 ) 


Show how you would accomplish the following transformations. 


oe 
a 


(c) 1-methylcycloheptanol — 2-methylcycloheptanol 


e 
PROBLEM 8-16 


(a) When HBr adds across the double bond of 1,2-dimethylcyclopentene, the product is a 
mixture of the cis and trans isomers. Show why this addition is not stereospecific. 

(b) When 1,2-dimethylcyclopentene undergoes hydroboration—oxidation, one diastereomer 
of the product predominates. Show why this addition is stereospecific, and predict the 
stereochemistry of the major product. 


FOCUS Regiochemistry and Stereochemistry of Hydration Reactions 


Reaction Reagents Orientation Carbocation Rearrangement  Stereochemistry 
intermediate? possible? of —H and —OH 

Acid-catalyzed H*, H,O Markovnikov Yes Yes mixed syn and anti 

Hydration 

Oxymercuration- (1) Hg(OAc)z,H,0 = Markovnikov No No mixed syn and anti 

demercuration (2) NaBH, 

Hydroboration- (1) BH3 * THF anti-Markovnikov No No syn addition only 

oxidation (2) H»O2, HO- 


(continued) 
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Reactions of Alkenes 


Examples: CH ; CH3 : 
demonstrating BOS ,3-dimethyl- demonstrating 1,2-dimethyl- 
REGIOCHEMISTRY | ~CH3 _ but-1-ene STEREOCHEMISTRY CH; cyclohexene 

CH; 
H*, H,O (1) Hg(OAc), (1) BH; * THF 
H*, H,O (1) Hg(OAc) (1) BH; * THF H,O (2) HO, HO~ 
He (2) H,05, HO~ (2) NaBH, 
(2) NaBH, CH 
CH3 CH3 eee 
H CH3 H OH HH H 
Nef Vy V/ OH OH 
eee ee ecg BHO Ce eae CH3 CH oe 
3 Tis ees, Sh (Geb H a 72k 
es CHs CH3 f d ena ; (both enantiomers) 
rearrangement; no rearrangement; no rearrangement; eet ad at ce CAmsitys syn addition 
Markovnikov Markovnikov anti-Markovnikov ee ee a eee 


When a solution of bromine (red- 
brown) is added to cyclohexene, 

the bromine color quickly disappears 
because bromine adds across the 
double bond. When bromine is added 
to cyclohexane (at right), the color 
persists because no reaction occurs. 


8-8 Addition of Halogens to Alkenes 


Halogens add to alkenes to form vicinal dihalides. 


x 


, iz 
: a 
xX 


(X, = Cl,, Br), sometimes I, ) usually anti addition 


8-8A Mechanism of Halogen Addition 


A halogen molecule (Br, Cl», or I) is electrophilic; a nucleophile can react with a 
halogen, displacing a halide ion: 


Nuc: + ‘Bry Bry, —? Nuc—Br? + ‘Br? 


In this example, the nucleophile attacks the electrophilic nucleus of one bromine atom, 
and the other bromine serves as the leaving group, departing as bromide ion. Many 
reactions fit this general pattern; for example: 


HO: + ‘Br Br! —> HO—Br: + :Br 
, a or! as - Pr 
H,N: + oe —_ H,N—Cl? + :ClF 
“Br 
ae > a + Br 


bromonium ion 


In the last reaction, the pi electrons of an alkene attack the bromine molecule, expel- 
ling bromide ion. A bromonium ion results, containing a three-membered ring with a 
positive charge on the bromine atom. This bromonium ion is similar in structure to the 
mercurinium ion discussed in Section 8-5. Similar reactions with other halogens form 
other halonium ions, including chloronium ions and iodonium ions. 


Examples 
7k ‘Br 1 
fe f= fPx 
-——C—C; —CE—C— 


chloronium ion bromonium ion iodonium ion 
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Unlike a normal carbocation, all the atoms in a halonium ion have filled octets. The 
three-membered ring has considerable ring strain, however, which, combined with a positive 
charge on an electronegative halogen atom, makes the halonium ion strongly electrophilic. 
Attack by a nucleophile, such as a halide ion, opens the halonium ion to give a stable product. 

Chlorine and bromine commonly add to alkenes by the halonium ion mechanism. 
Iodination is used less frequently because diiodide products decompose easily. Any 
solvents used must be inert to the halogens; methylene chloride (CH,Cl,), chloroform 
(CHCI;), and carbon tetrachloride (CCl) are the most frequent choices. 

The addition of bromine has been used as a simple chemical test for the presence 
of olefinic double bonds. A solution of bromine in carbon tetrachloride is a clear, 
deep red color. When this red solution is added to an alkene, the red bromine color 
disappears (we say it is “decolorized”), and the solution becomes clear and color- 
less. (Although there are other functional groups that decolorize bromine, few do it as 
quickly as alkenes.) 


MECHANISM 8-7 Addition of Halogens to Alkenes 


Step 1: Electrophilic attack forms a halonium ion. 


halonium ion 


x 


| | 
ina 


Sse 


X° attacks from the back side | 


EXAMPLE: Addition of Br2 to propene. 


Step 1: Electrophilic attack forms a bromonium ion. 
Bre: 
\ / 
prs 
H3C H H,C 


propene bromonium ion 


Step 2: Bromide ion opens the bromonium ion. 


1,2-dibromopropane 
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8-8B Stereochemistry of Halogen Addition 


The addition of bromine to cyclopentene is a stereospecific anti addition. 


H 
H s 
Br, Br 
—_— athe but not 
H H 
cyclopentene trans-1,2-dibromocyclopentane (92%) cis-1,2-dibromocyclopentane 
(both enantiomers) (not formed) 


Anti stereochemistry results from the bromonium ion mechanism. When a nucleophile 
attacks a halonium ion, it must do so from the back side, in a manner similar to the Sy2 
displacement. This back-side attack assures anti stereochemistry of addition. 


:Br: 
es —> ry + enantiomer 


trans 


: 
' ( J = ‘Br, ) Br H 
‘Br Br 


ee 


Halogen addition is another example of a stereospecific reaction, in which 
different stereoisomers of the starting material give different stereoisomers of the 
product. Figure 8-5 shows additional examples of the anti addition of halogens 


to alkenes. 
H H 
H 
CL + Cl —> ca «+ cl 
‘a al 
H H 
cyclohexene racemic trans-1,2-dichlorocyclohexane 
. ‘i HCE Br CH, CH, 
MN, RO = a te 
vo =e + Bry —=> C=... = Br Br H 
H,C CH, Fd VA % 
Br CH, Br——H H——Br 
CH, CH, 
cis-but-2-ene (both enantiomers) (+)-2,3-dibromobutane 
H CH 
Hy, oCHg HC x - H le 
FIGURE 8-5 Examples of wo oN + Br) ——> C—C.., = 
the anti addition of halogens H3C 7 “4 VF 
e anti addition o gen Br H—-- Br 

to alkenes. The stereospecific 
anti addition gives predictable CH, 
stereoisomers of the products. trans-but-2-ene meso-2,3-dibromobutane 
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PROBLEM 8-17 


Give mechanisms to account for the stereochemistry of the products observed from 
the addition of bromine to cis- and trans-but-2-ene (Figure 8-5). Why are two prod- 
ucts formed from the cis isomer but only one from the trans? (Making models will be 


helpful.) 
(~ > 

PROBLEM 8-18 PROBLEM-SOLVING HINT 

Propose mechanisms and predict the major products of the following reactions. Include Models may be helpful whenever 

stereochemistry where appropriate. stereochemistry is involved. Write 
VA complete structures, including all 

(a) cycloheptene + Br in CH,Cl, (b) + 2Clhin CCl bonds and charges, when writing 

mechanisms. 
(c) (£)-dec-3-ene + Br, in CCly (d) (Z)-dec-3-ene + Br, in CCl, 


8-9 Formation of Halohydrins 


A halohydrin is an alcohol with a halogen on the adjacent carbon atom. In the presence 
of water, halogens add to alkenes to form halohydrins. The electrophilic halogen 
adds to the alkene to give a halonium ion, which is also electrophilic. Water acts as a 
nucleophile to open the halonium ion and form the halohydrin. 


MECHANISM 8-8 Formation of Halohydrins 


Step 1: Electrophilic attack forms a halonium ion. 


(X = Cl, Br, or I) halonium ion 


Step 2: Water opens the halonium ion; deprotonation gives the halohydrin. 


‘oO: 
an) 


ee ae H halohydrin 
back-side attack Markovnikov orientation 


anti stereochemistry 


(continued ) 
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EXAMPLE: Addition of Clz to propene in water. 


Step I: Electrophilic attack forms a chloronium ion. 


La: 


=< ; ay 
H ( ) H “Cl 
No” —> eo + :Cl: 
HC’ H HY WH” 
3 H3C H 
propene chloronium ion 


Step 2: Back-side attack by water opens the chloronium ion. 


Sahs we 
attack at the more < NY ef va 
stituted carb %, 
substituted carbon H3Cu 


C—C 


‘ 7 cm 
1: iy \ / ey 
H,O: i 
Step 3: Water removes a proton to give the chlorohydrin. 

H A Cl 

: ™c Cony ‘ a Cony H,0* 
4 / H / \ 
a) H—O: - 
H5O0 eee = | chlorohydrin 


(both enantiomers) 
Markovnikov product 


When halogenation takes place with no solvent or with an inert solvent such as 
carbon tetrachloride (CCl,) or chloroform (CHCI;3), only the halide ion is available as 
a nucleophile to attack the halonium ion. A dihalide results. But when an alkene reacts 
with a halogen in the presence of a nucleophilic solvent such as water, a solvent mol- 
ecule is the most likely nucleophile to attack the halonium ion. When a water molecule 
attacks the halonium ion, the final product is a halohydrin, with a halogen on one carbon 
atom and a hydroxy group on the adjacent carbon. The product may be a chlorohydrin, 
a bromohydrin, or an iodohydrin, depending on the halogen. 


Tr OL OT 
Cl OH Br OH I OH 
chlorohydrin bromohydrin iodohydrin 


Stereochemistry of Halohydrin Formation Because the mechanism involves a halo- 
nium ion, the stereochemistry of addition is anti, as in halogenation. For example, 
the addition of bromine water to cyclopentene gives trans-2-bromocyclopentanol, the 
product of anti addition across the double bond. 


H 
Br, p=Br . 
0 aH + enantiomer 
OH 
cyclopentene trans-2-bromocyclopentanol 


(cyclopentene bromohydrin) 
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PROBLEM 8-19 


Propose a mechanism for the addition of bromine water to cyclopentene, being careful 
to show why the trans product results and how both enantiomers are formed. 


Orientation of Halohydrin Formation Even though a halonium ion is involved, rather 
than a carbocation, the extended version of Markovnikov’s rule applies to halohydrin 
formation. When propene reacts with chlorine water, the major product has the elec- 
trophile (the chlorine atom) bonded to the less substituted carbon of the double bond. 
The nucleophile (the hydroxy group) is bonded to the more substituted carbon. 


H,C=CH—CH, + Cl, + HO —> 4H,C—CH—CH, + HC 
Cl OH 


The Markovnikov orientation observed in halohydrin formation is explained by the 
structure of the halonium ion intermediate. The two carbon atoms bonded to the halogen 
have partial positive charges, with a larger charge (and a weaker bond to the halogen) 
on the more substituted carbon atom (Figure 8-6). The nucleophile (water) attacks this 
more substituted, more electrophilic carbon atom. The result is both anti stereochem- 
istry and Markovnikov orientation. 


cl) FIGURE 8-6 Orientation of 
i Cl of halohydrin formation. The more 
Bye Sr — Hy =—c eet substituted carbon of the chloronium 
CH, H ‘0*-H ion bears more positive charge than 
| the less substituted carbon. Attack by 
larger Stonthe | . + H water occurs on the more substituted 
more substituted ‘O—H carbon to give the Markovnikov 
| product. 


carbon H 


This halonium ion mechanism can be used to explain and predict a wide variety of 
reactions in both nucleophilic and non-nucleophilic solvents. The halonium ion mecha- 
nism is similar to the mercurinium ion mechanism for oxymercuration of an alkene, 
and both give Markovnikov orientation (Section 8-5). 


[ SOLVED PROBLEM 8-5 


Propose a mechanism for the reaction of 1-methylcyclopentene with bromine water. 


SOLUTION 

1-Methylcyclopentene reacts with bromine to give a bromonium ion. Attack by water could occur at either the secondary carbon or 
the tertiary carbon of the bromonium ion. Attack actually occurs at the more substituted carbon, which bears more of the positive 
charge. The product is formed as a racemic mixture. 


H 


ae. :OH 
“CH, Hy0: Sout CH, 
watBre wit Bre 


+ H,0° 


H H 


(both enantiomers) 
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SOLVED PROBLEM 8-6 


When cyclohexene is treated with bromine in saturated aqueous sodium chloride, a 
mixture of trans-2-bromocyclohexanol and trans-1-bromo-2-chlorocyclohexane results. 
Propose a mechanism to account for these two products. 


SOLUTION 

Cyclohexene reacts with bromine to give a bromonium ion, which will react with any avail- 
able nucleophile. The most abundant nucleophiles in saturated aqueous sodium chloride 
solution are water and chloride ions. Attack by water gives the bromohydrin, and attack by 
chloride gives the dihalide. Either of these attacks gives anti stereochemistry. 


+ enantiomer 


: A a 
Ss = wep r trans- 1-bromo-2-chlorocyclohexane 


H H,O: 


cyclohexene bromonium ion 


+ enantiomer 


trans-2-bromocyclohexanol 


PROBLEM 8-20 


The solutions to Solved Problem 8-5 and Solved Problem 8-6 showed only how one 
enantiomer of the product is formed. For each product, show how an equally probable 
reaction forms the other enantiomer. 


PROBLEM 8-21 


Predict the major product(s) for each reaction. Include stereochemistry where appropriate. 


(a) 1-methylcyclohexene + Cl,/H,O (b) 2-methylbut-2-ene + Br,/H,O 
(c) cis-but-2-ene + Cl,/H,O (d) trans-but-2-ene + Cl,/H,O 
(e) 1-methylcyclopentene + Bry in saturated aqueous NaCl 


PROBLEM-SOLVING HINT PROBLEM 8-22 


The opening of a halonium ion is Show how you would accomplish the following synthetic conversions. 
driven by its electrophilic nature. (a) 3-methylpent-2-ene — 2-chloro-3-methylpentan-3-ol 

The weak nucleophile attacks (b) chlorocyclohexane — trans-2-chlorocyclohexanol 

(c) 1-methylcyclopentanol — 2-chloro-1-methylcyclopentanol 


the carbon bearing more positive 
charge. 


8-10 Catalytic Hydrogenation of Alkenes 


Although we mentioned catalytic hydrogenation before (Sections 7-8A and 8-1), we 
now consider the mechanism and stereochemistry in more detail. Hydrogenation of an 
alkene is formally a reduction, with H, adding across the double bond to give an alkane. 
The process usually requires a catalyst containing Pt, Pd, or Ni. 


‘eae H catalyst ‘ d d 
yee Re - 2 (Pt, Pd, Ni) | | 
H H 
Tk Ik 
Example oe oer 
Pt 


CH;-CH=CH—CH, + H, — > CH;—CH,—CH,—CH, 


8-10 Catalytic Hydrogenation of Alkenes 


For most alkenes, hydrogenation takes place at room temperature, using hydrogen gas 
at atmospheric pressure. The alkene is usually dissolved in an alcohol, an alkane, or 
acetic acid. A small amount of platinum, palladium, or nickel catalyst is added, and 
the container is shaken or stirred while the reaction proceeds. Hydrogenation actually 
takes place at the surface of the metal, where the liquid solution of the alkene comes 
into contact with hydrogen and the catalyst. 

Hydrogen gas is adsorbed onto the surface of these metal catalysts, and the catalyst 
weakens the H—H bond. In fact, if H, and D, are mixed in the presence of a platinum 
catalyst, the two isotopes quickly scramble to produce a random mixture of HD, H>, and 
D3. (No scrambling occurs in the absence of the catalyst.) Hydrogenation is an example 
of heterogeneous catalysis, because the (solid) catalyst is in a different phase from the 
reactant solution. In contrast, homogeneous catalysis involves reactants and catalyst 
in the same phase, as in the acid-catalyzed dehydration of an alcohol. 

Because the two hydrogen atoms add from a solid surface, they add with syn stereo- 
chemistry. For example, when 1,2-dideuteriocyclohexene is treated with hydrogen gas 
over a catalyst, the product is the cis isomer resulting from syn addition (Figure 8-7). 


D 


S 


H 


cis isomer 


D 


One face of the alkene pi bond binds to the catalyst, which has hydrogen adsorbed on its 
surface. Hydrogen inserts into the pi bond, and the product is freed from the catalyst. Both 
hydrogen atoms add to the face of the double bond that is complexed with the catalyst. 

Soluble homogeneous catalysts, such as Wilkinson’s catalyst, also catalyze the 
hydrogenation of carbon-carbon double bonds. 


Ph,PL _ PPh, 
cI~ PPh, | | 
c=C * Hy (Wilkinson’s catalyst) ° —9 a -_ 
H H 


Wilkinson’s catalyst is not chiral, but its triphenylphosphine (PPh;) ligands can be 
replaced by chiral ligands to give chiral catalysts that are capable of converting opti- 
cally inactive starting materials to optically active products. Such a process is called 
asymmetric induction or enantioselective synthesis. For example, Figure 8-8 shows 
a chiral ruthenium complex catalyzing an enantioselective hydrogenation of a carbon— 
carbon double bond to give a large excess of one enantiomer. Because the catalyst is 
chiral, the transition states leading to the two enantiomers of product are diastereomeric. 
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The Parr hydrogenation apparatus 
shakes the reaction vessel (containing 
the alkene and the solid catalyst) 
while a pressurized cylinder supplies 
hydrogen. 


Application: Trans Fats 


The double bonds in naturally 

occurring vegetable oils are almost 
exclusively cis. Catalytic hydrogenation 
reduces some of the double bonds, 
raising the melting point and giving a 
white, creamy shortening that resembles 
lard. Catalytic hydrogenation is a revers- 
ible process, however, and some of 

the molecules undergo hydrogenation 
followed by dehydrogenation, leaving 
double bonds in random positions and 
often with trans stereochemistry. Our 
metabolism is not well equipped to deal 
with trans double bonds, and trans fats 
are associated with increased serum cho- 
lesterol levels and increased incidence of 
heart disease. The FDA has recently rec- 
ommended the removal from food of 
all partially hydrogenated vegetable 

oils containing trans fats. Also see 
Section 25-3A 


CH, — CH, 
/ \ CH, — CH, 
HC CH & ey X 
Bp & 26 oe 2 a = HC, CH 
oD” Np — Ni % — Peco coed 
aie es H” Nu 
HH | HO CN 
i i 
Pt Pt Pt 
catalyst with catalyst with hydrogen inserted alkane product 
hydrogen adsorbed hydrogen and into C=C released from 


alkene adsorbed 


catalyst 


FIGURE 8-7 Syn stereochemistry in catalytic hydrogenation. A solid heterogeneous catalyst adds two hydrogen atoms to the 


same face of the pi bond (syn stereochemistry). 
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FIGURE 8-8 = Chiral hydrogenation 
catalysts. Rhodium and ruthenium 
phosphines are effective homogeneous 
catalysts for hydrogenation. Chiral 
ligands can be attached to accomplish 
asymmetric induction, the creation of a 
new asymmetric carbon as mostly one 
enantiomer. 


Reactions of Alkenes 


CH; H, H CH, 
= = Ru(BINAP)CI, a se 


OH OH 
96% e.e. (R) 
Ph 
Cn 
PS Cl 
Ru(BINAP)Cl, = Ru 


HO 
H 
HO i. 
C 
wooo 
H,N COOH 
Rh(DIOP)Cl, = 


They have different energies, and the transition state leading to the (R) enantiomer is 
favored. Ryoji Noyori and William Knowles shared the 2001 Nobel Prize in Chemistry 
for their work on chirally catalyzed hydrogenation reactions. 

Enantioselective synthesis is particularly important in the pharmaceutical indus- 
try, because only one enantiomer of a chiral drug is likely to have the desired effect. 
For example, levodopa [(—)-dopa or /-dopa] is used in patients with Parkinson’s dis- 
ease to counteract a deficiency of dopamine, one of the neurotransmitters in the brain. 
Dopamine itself is useless as a drug because it cannot cross the “blood-brain barrier’; 
that is, it cannot get into the cerebrospinal fluid from the bloodstream. (—)-Dopa, on the 
other hand, is an amino acid related to tyrosine. It crosses the blood-brain barrier into 
the cerebrospinal fluid, where it undergoes enzymatic conversion to dopamine. Only 
the (—) enantiomer of dopa can be transformed into dopamine; the other enantiomer, 
(+)-dopa, is toxic to the patient. 

The correct enantiomer can be synthesized from an achiral starting material by 
catalytic hydrogenation using a complex of rhodium with a chiral ligand called DIOP. 
Such an enantioselective synthesis is more efficient than making a racemic mixture, 
resolving it into enantiomers, and discarding the unwanted enantiomer. 


Hy 


brain enzymes 
——§—_> 
Rh(DIOP)Cl, 


HO CH, 


dopamine 


{ PROBLEM 8-23 


Give the expected major product for each reaction, including stereochemistry where applicable. 


(a) pent-l-ene + H,/Pt (b) trans-but-2-ene + H,/Ni 


+ H,/Pt i 
(c) (d) 


excess H,/Pt 
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cara ) 


One of the principal components of lemongrass oil is limonene, C,9Hjs. When limonene The enzymatic reduction ofa double 
is treated with excess hydrogen and a platinum catalyst, the product is an alkane of bond is a key step in the formation of 
formula C, 9Hy9. What can you conclude about the structure of limonene? a fatty acid that is ultimately incorpo- 


rated into the cell wall of the bacterium 

ys that causes tuberculosis. The antitu- 
PROBLEM 8-25 berculosis drug isoniazid blocks this 

enzyme, preventing reduction of the 


The chiral BINAP ligand shown in Figure 8-8 contains no asymmetric carbon atoms. 


Explain how this ligand is chiral. double bond. Without an intact cell 
X / wall, the bacteria die. 
1 
8-11 Addition of Carbenes to Alkenes C 
—————-_- a ee i “SNHNH> 
Methylene (:CHz) is the simplest of the carbenes: uncharged, reactive intermediates Nw 
that have a carbon atom with two bonds and two nonbonding electrons. Like borane ssoniazid 
1sonlaZi 


(BH;), methylene is a potent electrophile because it has an unfilled octet. It adds to the 
electron-rich pi bond of an alkene to form a cyclopropane. 


~ / J NI ‘a Rydji Noyori (born 1938) is a 
Ce Ne oe Japanese chemist who pioneered 
INCL nd LT ® the field of chiral catalysis. Noyori is 
rs. H Cc H most famous for using complexes 
/ | of rhodium and ruthenium as cata- 
alkene methylene cyclopropane lysts in asymmetric hydrogenation, 
for which he was awarded the 
Heating or photolysis of diazomethane gives nitrogen gas and methylene: Nobel Prize in chemistry (2001). 
H 
os + - = heat or ultraviolet light / 
| :N=N=CH, <> :N=N75CH, | > oN, + 3:C 
\ 
diazomethane H 
methylene 


The methylene generated from diazomethane reacts with alkenes to form cyclo- 
propanes, but diazomethane is very toxic and explosive, and the methylene generated 
is so reactive that it forms many side products. A safer and more reliable way to make 
cyclopropanes is with the Simmons—Smith reagent. 


8-11A The Simmons-Smith Reaction 


The Simmons-—Smith reagent, named for the two DuPont chemists who discovered 
it, is made by adding methylene iodide to the “zinc—copper couple” (zinc dust that has 
been activated with an impurity of copper). The reagent probably resembles iodomethy] 
zinc iodide, ICH, ZnlI. This kind of reagent is called a carbenoid because it reacts much 
like a carbene, but it does not actually contain a divalent carbon atom. 


CHI, + Zn(Cu) —? ICH,ZnI 
Simmons-—Smith reagent 
(a carbenoid) 


The Simmons-Smith reagent adds to double bonds much like methylene (:CH2) 
would, except that the reagent is easier to use, is much more stable, and gives better 
yields without as many side reactions. 
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PROBLEM 8-26 


Predict the carbenoid addition products of the following reactions. 
(a) trans-hex-3-ene + CHoIb, Zn(Cu) (b) cis-hept-2-ene + CHpI5, Zn(Cu) 


8-11B Formation of Carbenes by Alpha Elimination 


Carbenes are also formed by reactions of halogenated compounds with bases. If a carbon 
atom has bonds to at least one hydrogen and to enough halogen atoms to make the hydro- 
gen slightly acidic, it may be possible to form a carbene. For example, bromoform (CHBr;) 
reacts with a 50% aqueous solution of potassium hydroxide to form dibromocarbene. 


CHBr, + Kt -OH a ~?CBr,; K* + HO 
bromoform 
Br—C CBr: — :CBr, + :Bri 
| dibromocarbene 
Br 


This dehydrohalogenation is called an alpha elimination (a elimination) because the 
hydrogen and the halogen are lost from the same carbon atom. The more common 
dehydrohalogenations (to form alkenes) are called beta eliminations because the 
hydrogen and the halogen are lost from adjacent carbon atoms. 

Dibromocarbene formed from CHBr;3 can add to a double bond to form a dibro- 


mocyclopropane. 
CHBr, Br 
“KOH/H,O~ 
a Br 


The products of these cyclopropanations retain any cis or trans stereochemistry of the 


reactants. 
H Ph 
oN Pal CHCl, 
C=C =A ae 
\ NaOH, H,O Ph H 
Ph H 
Cl 
H H 
\ 4 CHBr, 


\ ‘NaOH, H,0 
al > Fy! 
CH,CH, CH,CH, 
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( *) 
PROBLEM 8-27 
Predict the carbene addition products of the following reactions. 
(a) cyclohexene + CHCl3, 50% NaOH /H,O 
(b) H.C. OH (©) CHBr, 
f CHLL, Zn(Cu) + 50% NaOH/H,O 
X ) 


{ PROBLEM 8-28 


Show how you would accomplish each of the following synthetic conversions. 
(a) trans-but-2-ene —— trans-1,2-dimethylcyclopropane 


H Cl 
(b) cyclopentene —~> a) (c) cyclohexanol _—~> 
Br Cl 


8-12 Epoxidation of Alkenes 


Some of the most important reactions of alkenes involve oxidation. When we speak 
of oxidation, we usually mean reactions that form carbon—oxygen bonds. (Halogens 
are oxidizing agents, and the addition of a halogen molecule across a double bond 
is formally an oxidation as well.) Oxidations are particularly important because 
many common functional groups contain oxygen, and alkene oxidations are some 
of the best methods for introducing oxygen into organic molecules. We will con- 
sider methods for epoxidation, dihydroxylation, and oxidative cleavage of alkene 
double bonds. 

An epoxide is a three-membered cyclic ether, also called an oxirane. Epoxides 
are valuable synthetic intermediates used for converting alkenes to a variety of other 
functional groups. An alkene is converted to an epoxide by a peroxyacid, a carboxylic 
acid that has an extra oxygen atom ina —O—OW— (peroxy) linkage. 


O Q fe) 
vA | & Vi | 


\ Ip! 
C=C + R—C—O-fOo-H — C—C + R—C—O—H 
rs \ # \ 


alkene peroxyacid epoxide (oxirane) acid 


The epoxidation of an alkene is clearly an oxidation, because an oxygen atom is 
added. Peroxyacids are highly selective oxidizing agents. Some simple peroxyacids 
(sometimes called peracids) and their corresponding carboxylic acids are shown next. 


7 ° T 


R—C—O—H CH,—C—O—H C—O—H Epoxides are often found as compo- 
nents of natural products that plants 
a carboxylic acid acetic acid benzoic acid, PhCO,H use as defense mechanisms against 


insects. Typically, the epoxide reacts 
with critical cellular enzymes or DNA, 
| preventing them from carrying out 


R—c—o—ot-H CH,—C—O—O|-+H C—o—oKLH their normal functions. As a result, the 
insect is killed. 


O O 


a peroxyacid peroxyacetic acid peroxybenzoic acid, PhCO,H 
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A peroxyacid epoxidizes an alkene by a concerted electrophilic reaction where several 
bonds are broken and several are formed at the same time. Starting with the alkene and 
the peroxyacid, a one-step reaction gives the epoxide and the acid directly, without any 
intermediates. 


MECHANISM 8-9 Epoxidation of Alkenes 


Peroxyacids epoxidize alkenes in a one-step (concerted) process. 


alkene peroxyacid transition state 


EXAMPLE: Epoxidation of propene by peroxyacetic acid. 


ae 
pos 


propene peroxyacetic epoxypropane _acetic acid 
(propylene) acid (propylene oxide) 


Because the epoxidation takes place in one step, there is no opportunity for the alkene 
molecule to rotate and change its cis or trans geometry. The epoxide retains whatever 
stereochemistry is present in the alkene. 

The following examples use m-chloroperoxybenzoic acid (mCPBA), a com- 
mon epoxidizing reagent, to convert alkenes to epoxides having the same cis or trans 
stereochemistry. mCPBA is used for its desirable solubility properties: The peroxyacid 
dissolves, then the spent acid precipitates out of solution. 


i i 


ee CH,Ch fi “a CY 


=0O 


(+ enantiomer) 


CH ode 7 
C= 

J CH,Cl, 

H H, H CH. 


trans trans 
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PROBLEM 8-29 


Predict the products, including stereochemistry where appropriate, for the m-chloroper- 
oxybenzoic acid epoxidations of the following alkenes. 

(a) cis-hex-2-ene (b) trans-hex-2-ene 

(c) cis-cyclodecene (d) trans-cyclodecene 


8-13 Acid-Catalyzed Opening of Epoxides 


Most epoxides are easily isolated as stable products if the solution is not too acidic. Any 
moderately strong acid protonates the epoxide, however. Water attacks the protonated 
epoxide, opening the ring and forming a 1,2-diol, commonly called a glycol. 


MECHANISM 8-10 Acid-Catalyzed Opening of Epoxides 


The crucial step is a back-side attack by the solvent on the protonated epoxide. 


Step 1: Protonation of the epoxide activates it toward nucleophilic attack. 


i 
O P :Ot 
a H,0 7 
— — —C —C — 
| je \ 
epoxide protonated epoxide 
Step 2: Back-side attack by the solvent (water) opens the ring. 
i 
:O* :OH 
/? || 
—C—C— —= —C—C— 
JN [| 


; Jb 
HO: \packesdeatuek) 7 \ 
H H 


protonated epoxide 


Step 3: Deprotonation gives the diol product. 


i | i | 
Tt - fi. = 
10) *OH 
ae 
H H :OH, 


a glycol 
(anti orientation) 


(continued) 
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EXAMPLE: Acid-catalyzed hydrolysis of propylene oxide (epoxypropane). 


Step I: Protonation of the epoxide. 


H 
s 
\ H,0+ 7% 
a ahaa —— H—C—C—CHs 
H H H H 
epoxypropane protonated epoxide 
(propylene oxide) 


Steps 2 and 3: Back-side attack by water, then deprotonation of the product. 


H— én, 
| }\ 


protonated epoxide 


—_ 


HON packet) mx 


sa 
4 ae + H,0+ 
H :OH 


propane-1,2-diol 
(propylene glycol) 


cyclopentene oxide 


Application: Biochemistry 


The body oxidizes the alkene compo- 
nents of drugs and other substances to 
epoxides, which are then hydrolyzed to 
diols by an epoxide hydrolase enzyme. 
The more reactive epoxides are rap- 
idly converted to water-soluble diols 
and eliminated in the urine. Epoxide 
hydrolase enzymes are sometimes used 
in organic synthesis to produce chiral 
diols. 


Because glycol formation involves a back-side attack on a protonated epoxide, the 
result is anti orientation of the hydroxy groups on the double bond. For example, when 
1,2-epoxycyclopentane (“cyclopentene oxide’’) is treated with dilute mineral acid, the 
product is pure trans-cyclopentane-1,2-diol. 


H,O: H,0: 
——_ —_ 
sll 
H H H O% H OH 
™“H 
10%.) :OH H HO H 


| trans-cyclopentane-1,2-diol 
(both enantiomers) 


PROBLEM 8-30 


(a) Propose a mechanism for the conversion of cis-hex-3-ene to the epoxide 
(3,4-epoxyhexane) and the ring-opening reaction to give the glycol, hexane-3,4-diol. In 
your mechanism, pay particular attention to the stereochemistry of the intermediates and 
products. 

(b) Repeat part (a) for trans-hex-3-ene. Compare the products obtained from cis- and 
trans-hex-3-ene. Is this reaction sequence stereospecific? 


Epoxidation reagents can be chosen to favor either the epoxide or the glycol. 
Peroxyacetic acid is used in strongly acidic water solutions. The acidic solution protonates 
the epoxide and converts it to the glycol. Peroxybenzoic acids are weak acids that can be 
used in non-nucleophilic solvents such as carbon tetrachloride. m-Chloroperoxybenzoic 
acid in CCl, generally gives good yields of epoxides. Figure 8-9 compares the uses of 
these reagents. 
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( PROBLEM 8-31 


Magnesium monoperoxyphthalate (MMPP) epoxidizes alkenes much like mCPBA. 
MMPP is more stable, however, and it may be safer to use for large-scale and industrial 
reactions. Propose a mechanism for the reaction of trans-2-methylhept-3-ene with MMPP, 
and predict the structure of the product(s). 


H 
II 0 
Ce og 
O Mg?* 
ZO” 
T 
O 
2 


Magnesium monoperoxyphthalate, 


\ 


MMPP 
XR J 
i 
Ph—C— OOH 
peroxybenzoic acid O 
SS 
CCly 
(100%) 
O 
O 
CH,— C— OOH | H 


peroxyacetic acid CH,—C— OH OH . 
> O > + enantiomer 
H,0° H,0* =H 


not isolated stronger acid, OH 
nucleophilic solvent (75%) 
eg + enantiomer 
~ <.° — 
0) 
rf 
CH; — Eig6s OH 
\ 
_Peroxyacetic acid acid S (meso) 
——euge - My 
(70%) 


FIGURE 8-9 Reagents for 
epoxidation. Peroxyacetic acid is used 
in strongly acidic aqueous solutions. 
Alkenes are epoxidized, then opened 
to glycols in one step. Weakly acidic 
peroxyacids, such as peroxybenzoic acid 
or mCPBA, can be used in nonaqueous 
solutions to give good yields of 
epoxides. 


PROBLEM 8-32 


Predict the major products of the following reactions. 
(a) cis-hex-2-ene + mCPBA in chloroform 
(b) trans-hex-3-ene + peroxyacetic acid (CH3CO3H) in water 
(c) 1-methylcyclohexene + MMPP in ethanol 
(d) trans-cyclodecene + peroxyacetic acid in acidic water 
L (e) cis-cyclodecene + mCPBA in CH, Cl), then dilute aqueous acid 
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Application: Catalysis 


Older dihydroxylation procedures once 
used a full equivalent of OsO, followed 
by a reducing agent such as NaHSO3 
to reduce the osmate ester. These old 
procedures have been supplanted by 
methods using only catalytic amounts 
of OsOy, an exceptionally toxic and 
expensive reagent. 


PROBLEM 8-33 


When 1,2-epoxycyclohexane (cyclohexene oxide) is treated with anhydrous HCl in 
methanol, the principal product is trans-2-methoxycyclohexanol. Propose a mechanism 
to account for the formation of this product. 


8-14 Syn Dihydroxylation of Alkenes 


Converting an alkene to a glycol requires adding a hydroxy group to each end of the 
double bond. This addition is called dihydroxylation (or hydroxylation) of the double 
bond. We have seen that epoxidation of an alkene, followed by acidic hydrolysis, gives 
anti dihydroxylation of the double bond. Reagents are also available for the dihydrox- 
ylation of alkenes with syn stereochemistry. The two most common reagents for this 
purpose are osmium tetroxide and potassium permanganate. 


Nc ae OsO H,O H ‘é 
= + Os + > 
VA \ 4 a2 | | 
OH OH 
(or KMnO,, OH) syn addition 


8-14A Osmium Tetroxide Dihydroxylation 


Osmium tetroxide (OsO,, sometimes called osmic acid) reacts with alkenes in a con- 
certed step to form a cyclic osmate ester. Oxidizing agents such as hydrogen peroxide 
(H03) or tertiary amine oxides (R;N*—O ) are used to hydrolyze the osmate ester 
and reoxidize osmium to osmium tetroxide. The regenerated osmium tetroxide catalyst 
continues to hydroxylate more molecules of the alkene. 


“ee NC —O O Nd —OH 
| 4 ~ H,0, Oso 
+ S — :Os > + S 
tC + .- 4 
aS \ R,N—O 
ti o” \o 7 oo C—OH 
a vat /\ 
alkene osmic acid osmate ester glycol 


H 


Because the two carbon—oxygen bonds are formed simultaneously with the cyclic 
osmate ester, the oxygen atoms add to the same face of the double bond; that is, they 
add with syn stereochemistry. The following reactions show the use of OsO, and H,O, 
for the syn dihydroxylation of alkenes. 


as oe 5 + OsO, 
H H H H 
‘ ( H oO - OH OH 
O O ; cis-glycol 
Vy :Os 

\ j yy, \o (65%) 

VAN 
oO No 


concerted formation of osmate ester 


H. _CH,CH, CH,CH; 


A or 
OsO,, H,0, ae 1 OsO,,H,0, H OH 
H C H OH 

JN 
i OH H  CH,CH, CH,CH, 


cis-hex-3-ene meso-hexane-3,4-diol 


8-14 Syn Dihydroxylation of Alkenes 


8-14B Permanganate Dihydroxylation 


Osmium tetroxide is expensive, highly toxic, and volatile. A cold, dilute solution of 
potassium permanganate (KMnO,) also hydroxylates alkenes with syn stereochemistry, 
with slightly reduced yields in most cases. Like osmium tetroxide, permanganate adds 
to the alkene double bond to form a cyclic ester: a manganate ester in this case. The 
basic solution hydrolyzes the manganate ester, liberating the glycol and producing a 
brown precipitate of manganese dioxide, MnO,. 


ss see + MnO, | 
H H : H H 
H ‘ ( H o ~ OH OH 
O O : cis-glycol 
\Z Pie ; (49%) 
aN Co oO 


concerted formation of manganate ester 


In addition to its synthetic value, the permanganate oxidation of alkenes provides 
a simple chemical test for the presence of an alkene. When an alkene is added to a 
clear, deep purple aqueous solution of potassium permanganate, the solution loses 
its purple color and becomes the murky, opaque brown color of MnO;. (Although 
there are other functional groups that decolorize permanganate, few do it as quickly 
as alkenes.) 


8-14C Choosing a Reagent 


To dihydroxylate an alkene with syn stereochemistry, which is the better reagent: 
osmium tetroxide or potassium permanganate? Osmium tetroxide gives better yields, 
but permanganate is cheaper and safer to use. The answer depends on the circumstances. 

If the starting material is only 2 mg of a compound 15 steps along in a difficult 
synthesis, we use osmium tetroxide. The better yield is crucial because the starting 
material is precious and expensive, and little osmic acid is needed. If the dihydrox- 
ylation is the first step in a synthesis and involves 5 kg of the starting material, we 
use potassium permanganate. The cost of buying enough osmium tetroxide would be 
prohibitive, and dealing with such a large amount of a volatile, toxic reagent would 
be inconvenient. On such a large scale, we can accept the lower yield of the perman- 
ganate oxidation. 


( PROBLEM 8-34 


Predict the major products of the following reactions, including stereochemistry. 
(a) cyclohexene + KMnO,/H,O (cold, dilute) 

(b) cyclohexene + peroxyacetic acid in water 

(c) cis-pent-2-ene + OsO4/H,0, 

(d) cis-pent-2-ene + peroxyacetic acid in water 

(e) trans-pent-2-ene + OsO,4/H;0, 

aw trans-pent-2-ene + peroxyacetic acid in water 


( PROBLEM 8-35 


Show how you would accomplish the following conversions. 
(a) cis-hex-3-ene to meso-hexane-3,4-diol 
(b) cis-hex-3-ene to (d,/)-hexane-3,4-diol 
(c) trans-hex-3-ene to meso-hexane-3,4-diol 
q (d) trans-hex-3-ene to (d,/)-hexane-3,4-diol 
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8-15 Oxidative Cleavage of Alkenes 


We just described two methods for oxidizing alkenes to glycols. Stronger conditions 
can further oxidize glycols to cleave the bond that was originally the double bond. 
Potassium permanganate and ozone are two of the most common reagents for such 
oxidative cleavages. 


8-15A Cleavage by Permanganate 


In a potassium permanganate dihydroxylation, if the solution is warm or acidic or too con- 
centrated, oxidative cleavage of the glycol may occur. In effect, the double bond is cleaved 
to two carbonyl] groups. The products are initially ketones and aldehydes, but aldehydes 
are oxidized to carboxylic acids under these strong oxidizing conditions. If the molecule 
contains a terminal CH), group, that group is oxidized all the way to CO, and water. 


ie oR 
R R- KMnO R’ R’ 
eed 2+ | P=6— C4 > Sc=0+/0=cC | —> o=c¢ 
R H. (warm, concd.) | | H OH 
L OH OH L J Acid 
glycol ketone aldehyde 
(stable) (oxidizable) 
Examples 
‘xamples OH 


KMnO, 


OO 
—__—————> +f C 
Cy (warm, concd.) Cy 0% he Ss 


KMnO, 


4, + COs 


(warm, concd.) COOH 


Application: Air Pollution 


Ozone is a powerful lung irritant, caus- 
ing a cough, a sore throat, and tired- 
ness. It can also increase a person’s 
sensitivity to allergens. The mechanism 
may involve oxidation of the double 
bonds of the fatty acids that make up 
the surfactants and the membranes of 
the cells lining the bronchial airways 
and lungs. 


8-15B Ozonolysis 


Like permanganate, ozone cleaves double bonds to give ketones and aldehydes. However, 
ozonolysis is milder, and both ketones and aldehydes can be recovered without further 
oxidation. 


R O R R R' 

-718° \ 7 (CH3).S \ 7 

6, 2% — m4 Cee, Nemo + omc( 
R O—O H R H 

ozonide ketone aldehyde 


Ozone (O3) is a high-energy form of oxygen produced when ultraviolet light or an 
electrical discharge passes through oxygen gas. Ultraviolet light from the Sun converts 
oxygen to ozone in the upper atmosphere. This “ozone layer” shields Earth from some 
of the high-energy ultraviolet radiation it would otherwise receive. 


30, + 142 kJ (34 kcal) —> O; 


Ozone has 142 kJ/mol of excess energy over oxygen, and it is much more reactive. A 
Lewis structure of ozone shows that the central oxygen atom bears a positive charge, 
and that each of the outer oxygen atoms bears half a negative charge. 
mer + oe we + oe 
O, = [:05-00: <> :O=0—0:] 


Ozone reacts with an alkene to form a cyclic compound called a primary ozonide or 
molozonide (because 1 mole of ozone has been added). This reaction is usually cooled 


8-15 Oxidative Cleavage of Alkenes 


with dry ice (-78 °C) to minimize overoxidation and other side reactions. The molozon- 


ide has two peroxy (—_O— O — ) linkages, so it is quite unstable. It rearranges rapidly, 
even at low temperatures, to form an ozonide. 


\/ 
\LA0e ao ae Ca 


rae ae. /  O 
I :O+ — | :O: — — Oe | 
fa? J | le Zz | 
molozonide ozonide 
(primary ozonide) 
Ozonides are not very stable, and they are rarely isolated. In most cases, they are 
immediately reduced by a mild reducing agent such as zinc or (more recently) dimethyl 
sulfide. The products of this reduction are ketones and aldehydes. 
ms ae a - CH,;—S—CH me oe 1 
Cc Cc ——_—_> C=O + O=C + CH,—S—CH, 
< Sec: a dimethyl sulfide ria ee dimethyl] sulfoxide 
ozonide ketones, aldehydes vO} 
R R’ R R’ 
ee) oe, ee ee CH,),S=0O 
= —— — = = 
/-\ OCHS iy ee 
R H R H 
The following reactions show the products obtained from ozonolysis of some rep- 
resentative alkenes. Note how (1) and (2) are used with a single reaction arrow to denote 
the steps in a two-step sequence. 
(1) 03, (-78 °C) 
A 2 ON -s« CH,CH,CH + ~CH,(CH,),CH 
(2) (CH,),S 3 : 
non-3-ene . (65%) 
H 
(1) () Oy 78°C) 78 °C) 
@)(CH)),S (CH3),8 
H 
1) O3, (-78 °C 
LS ee + H,C=O 
(CHS (CH3),S CHO 
CHO 
O 
One of the most common uses of ozonolysis has been for determining the positions 
of double bonds in alkenes. For example, if we were uncertain of the position of the 
methyl group in a methylcyclopentene, the products of ozonolysis—reduction would 
confirm the structure of the original alkene. 
CH CH 
CH 3 3 
CH, 3 UH 
(1) 03, (-78 °C) No (1) 03, (-78 °C) So 
——__—_——_* —____—_> 
(2) (CH3).S Z O (2) (CH3)S Zo 
1-methylcyclopentene 3-methylcyclopentene Cc NH 
H 
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PROBLEM-SOLVING HINT 


To predict the products from ozon- 
olysis of an alkene, erase the double 


bond and add two oxygen atoms as 
carbonyl (C=O) groups where the 
double bond used to be. 


Application: Disinfectant 


Ozone is a strong oxidizing agent that 
can be used instead of chlorine to 
disinfect the water in swimming pools. 
Ozone oxidizes organic matter, and it 
kills bacteria and algae. Ozone is used 
instead of chlorine because it can be 
generated on-site (rather than storing 
and using toxic chemicals such as chlo- 
rine gas or sodium hypochlorite) and 
because it doesn’t produce as many 
harmful by-products. 


Reactions of Alkenes 


SOLVED PROBLEM 8-7 


Ozonolysis—reduction of an unknown alkene gives an equimolar mixture of cyclohexane- 
carbaldehyde and butan-2-one. Determine the structure of the original alkene. 


C=O 9 
CH,—C—CH,—CH, 


cyclohexanecarbaldehyde butan-2-one 


SOLUTION 

We can reconstruct the alkene by removing the two oxygen atoms of the carbonyl] groups 
(C=O) and connecting the remaining carbon atoms with a double bond. One uncer- 
tainty remains, however: The original alkene might be either of two possible geometric 
isomers. 


remove oxygen atoms and 
reconnect the double bond 


- 
PROBLEM 8-36 

Give structures of the alkenes that would give the following products upon ozonoly- 

sis—reduction. 


O O 


| 
(a) CH,—C—CH,— CH,— CH,—C—CH,—CH, 


(b) fe) 1 
or and CH,—CH,—CH,—C—H 


cyclohexanone 


O O 


(c) CH,—CH,—C—CH,—CH,—CH,—CH, and CH,—CH,—C—H 


Xe 


8-15C Comparison of Permanganate Cleavage and Ozonolysis 


Both permanganate and ozonolysis break the carbon-carbon double bond and replace 
it with carbonyl (C=O) groups. In the permanganate cleavage, any aldehyde products 
are further oxidized to carboxylic acids. In the ozonolysis—reduction procedure, the 
aldehyde products are generated in the dimethy] sulfide reduction step (and not in the 
presence of ozone), and they are not oxidized. 


CH, CH; 
CH 
: concd. KMnO, Ss O a O 
 -OH y O —_ y O 
H 
H i: 


(not isolated) 


CH, 
CH 
(2) (CH,),S O 
u oy 
H 


( PROBLEM 8-37 


Predict the major products of the following reactions. 
(a) (E)-3-methyloct-3-ene + ozone, then (CH3).S 
(b) (Z)-3-methyloct-3-ene + warm, concentrated KMnO, 


(c) (=<) +  O,, then (CH,),S 


(d) 1-ethylcycloheptene + ozone, then (CH3).S 
(e) 1-ethylcycloheptene + warm, concentrated KMnO, 
(f) 1-ethylcycloheptene + cold, dilute KMnO, 

\ 


8-16 Polymerization of Alkenes 


A polymer is a large molecule composed of many smaller repeating units (the monomers) 
bonded together. Alkenes serve as monomers for some of the most common poly- 
mers, such as polyethylene, polypropylene, polystyrene, poly(vinyl! chloride), and many 
others. Alkenes polymerize to give addition polymers resulting from repeated addition 
reactions across their double bonds. 


8-16 Polymerization of Alkenes 


PROBLEM-SOLVING HINT 


Three reagents oxidize the pi bond 
of an alkene but leave the sigma 
bond intact: (a) cold, dilute KMnO,; 
(b) OsOg-H203; and (c) RCO3H 


epoxidation. 

Two reagents break the double 
bond entirely, giving carbonyl 
groups: (a) warm, concentrated 
KMnQ, and (b) O3 followed by 
(CH3)2S. 


HL HHL H HL H . ii i i a i] ‘! 
cie™ cic” cic™ pees. c—c—c—c 
a — WH’ Ne a Np | | | | | 

HR HRHR 


R =H, CHs, Ph, Cl, etc. 


monomers 


Addition polymers generally form by chain-growth polymerization, the rapid 
addition of one molecule at a time to a growing polymer chain. There is generally a 
reactive intermediate (cation, anion, or radical) at the growing end of the chain. The 
chain-growth mechanism involves addition of the reactive end of the chain across the 
double bond of the alkene monomer. The next sections show how this occurs with 
cations, radicals, and anions at the growing ends of the chains. 


8-16A Cationic Polymerization 


Alkenes that easily form carbocations are good candidates for cationic polymerization, 
which is just another example of electrophilic addition to an alkene. Consider what 
happens when pure isobutylene is treated with a trace of concentrated sulfuric acid. 
Protonation of the alkene forms a carbocation. If a large concentration of isobutylene 
is available, another molecule of the alkene may act as the nucleophile and attack the 
carbocation to form the dimer (two monomers joined together) and give another carboca- 
tion. If the conditions are right, the growing cationic end of the chain will keep adding 
across more molecules of the monomer. The polymer of isobutylene is polyisobutylene, 
one of the constituents of butyl rubber used in inner tubes and other synthetic rubber 
products. 


addition polymer 


451 
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Protonation Attack by the second molecule of isobutylene 
CH 
H H H 3 CH 
ye 3 {fe Pe 3 | Pa 3 
H,SO, + i a ad ae ee —> -CH.—C— Cho — <> 
CH, CH, CH, CH, CH, 
isobutylene dimer 
Attack by a third molecule to give a trimer 
| | aa ie | | a 
ice ee —_— a ee — > —> polymer 
CH, ee ae CH, CH, CH; 
dimer third monomer trimer 


Loss of a proton is the most common side reaction that terminates chain growth: 


HSO; ’ 
CH, CH, H 


CH ce ae CH 
| oe ae | | Pa 

CH, ¢ CH, ¢ c og “> cH, . CH, ¢ CH=CL 
CH, cH,H © CH, CH, CH, 


Boron trifluoride (BF3) is an excellent catalyst for cationic polymerization because 
it leaves no good nucleophile that might attack a carbocation intermediate and end the 
polymerization. Boron trifluoride is electron-deficient and a strong Lewis acid. It usu- 
ally contains a trace of water that acts as a co-catalyst by adding to BF; and then proton- 
ating the monomer. Protonation occurs at the less substituted end of an alkene double 
bond to give the more stable carbocation. Each additional monomer molecule adds 
with the same orientation, always giving the more stable carbocation. The following 
reaction shows the polymerization of styrene (vinylbenzene) using BF; as the catalyst. 


B F F H 
H 
WH p—: a Nc a a o He oe 
+ 3 > = —> F=B=@; + —C— 
a * | ; oe uJ * ie — 
F Ia} H F H_H Ph F H Ph 
styrene 
First chain-lengthening step 
ce Tee aed 
CH,—C? HBC=—C > ‘CH,—C—CH,—C" 
a. | ae ae : ok 
P PI Ph Ph 
After many steps, the polymerization continues 
H H H 
| eas ee a 4 
P)—CH,—CH —CH,—Cy HC=CL — (P)—CH,—CH—CH,— CH —CH,—Co 
Ph ™ mn a a Ph 


(®)— = growing polymer chain | 
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The most likely ending of this BF3-catalyzed polymerization is the loss of a proton 
from the carbocation at the end of the chain. This side reaction terminates one chain, 
but it also protonates another molecule of styrene, initiating a new chain. 


Termination of a polymer chain 
H H 
H H H H 
<n ? fe | 4 
(P)}—CH,—CH—C+cC* + HC=C) => =P) CH,—CH—CH=C + Hc—c* 
| | \ “ % | ™ *% 
Ph H Ph Ph Ph Ph Ph 


polystyrene starts another chain 


The product of this polymerization is polystyrene: a clear, brittle plastic that is 
often used for inexpensive lenses, transparent containers, and Styrofoam® insulation. 
Polystyrene is also the major component of the resin beads that are used to make syn- 
thetic proteins. (See Section 24-11.) 


( PROBLEM 8-38 


(a) Propose a mechanism for the following reaction. 
2 (CH3),C—=CH— CH; + cat. Ht —> 2,3,4,4-tetramethylhex-2-ene 


(b) Show the first three steps (as far as the tetramer) in the BF3-catalyzed polymerization 
of propylene to form polypropylene. 


PROBLEM 8-39 


When cyclohexanol is dehydrated to cyclohexene, a gummy green substance forms on 
the bottom of the flask. Suggest what this residue might be, and propose a mechanism 
for its formation (as far as the dimer). 


8-16B Free-Radical Polymerization 


Many alkenes undergo free-radical polymerization when they are heated with 
radical initiators. For example, styrene polymerizes to polystyrene when it is heated 
to 100 °C with a peroxide initiator. A radical adds to styrene to give a resonance- 
stabilized radical, which then attacks another molecule of styrene to give an 
elongated radical. 


Initiation step ROOR Be RO: 


Propagation step 


—O 10.0 oO 


Ro*Y c=c > RO—C—C: > . 
a |. Se | to | Ng 
H H H HH 


styrene stabilized radical styrene growing chain 
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Propagation step 


ae \ ae; 


growing chain styrene 


This 1949 DuPont promotional photo 


shows how a Teflon rod (on our right, 


in the model's left hand) resists a hot 
acid solution compared with a rod 
made from another plastic. In World 
War Il, Teflon was used for insulation 
in aircraft wiring and for seals in the 
equipment used to enrich corrosive 
uranium hexafluoride. 


Each propagation step adds another molecule of styrene to the radical end of the 
growing chain. This addition always takes place with the orientation that gives another 
resonance-stabilized benzylic (next to a benzene ring) radical. 


Hone a \ 


H add many more 
| Pada molecules 


elongated chain sues 
n = about 100 to 10,000 


Chain growth may continue with addition of several hundred or several thousand sty- 
rene units. Eventually, the chain reaction stops, either by the coupling of two chains or 
by reaction with an impurity (such as oxygen) or simply by running out of monomer. 


PROBLEM 8-40 


Show the intermediate that would result if the growing chain added to the other end of 
the styrene double bond. Explain why the final polymer has pheny! groups substituted 
on alternate carbon atoms rather than randomly distributed. 


Ethylene is also polymerized by free-radical chain-growth polymerization. With 
ethylene, the free-radical intermediates are less stable, so stronger reaction conditions 
are required. Ethylene is commonly polymerized by free-radical initiators at pressures 
around 3000 atm and temperatures of about 200 °C. The product, called low-density 
polyethylene, is the material commonly used in polyethylene bags. 


os 
PROBLEM 8-41 


The structures of three monomers are shown. In each case, show the structure of the 
polymer that would result from polymerization of the monomer. Vinyl] chloride is polym- 
erized to “vinyl” plastics and PVC pipe. Tetrafluoroethylene polymerizes to Teflon®, 
used as non-stick coatings and PTFE valves and gaskets. Acrylonitrile is polymerized 
to Orlon®, used in sweaters and carpets. 


He a. H FL UF AL CSN 
po ~~ e”—e eae 

H Cl F F H H 
vinyl chloride tetrafluoroethylene acrylonitrile 


8-16C Anionic Polymerization 


Like cationic polymerization, anionic polymerization depends on the presence of a 
stabilizing group. To stabilize anions, the double bond should have a strong electron- 
withdrawing group such as a carbonyl group, a cyano group, or a nitro group. Methyl 
a-cyanoacrylate contains two powerful electron-withdrawing groups, and it under- 
goes nucleophilic additions very easily. If this liquid monomer is spread in a thin 
film between two surfaces, traces of basic impurities (metal oxides, for example) can 
catalyze its rapid polymerization. The solidified polymer joins the two surfaces. The 
chemists who first made this monomer noticed how easily it polymerizes and realized 
that it could serve as a fast-setting glue. Methyl a-cyanoacrylate is sold commercially 
as “super” glue. 


Initiation step 


4 pos 1 COOCH, 
H=-O7 4+ + C=C —  HO—C—C: 
H CN H CN 
trace of base super glue highly stabilized anion 


Chain-lengthening step 


COOCH; 
1 /COOCH, A COOCH, | 7 /C00CH 
ck a a, ee > ----+-C—C—C—Cr 
| \ CN VA \ | \ 
H H CN H CN H CN 


growing chain monomer elongated chain 
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" popes 


( PROBLEM 8-42 


Draw a mechanism for a base-catalyzed polymerization of methyl a-methacrylate to 
give the Plexiglas® polymer. 


H COOCH, 
SS 
- ; 

H CH, 


methyl! a-methacrylate 


8-17 Olefin Metathesis 


The double bond is the strongest bond in an alkene, yet it is also the most reactive 
bond. Imagine how useful it would be if we could break molecules at their double 
bonds and reassemble them as we please. That is the goal of olefin metathesis. We can 
think of an alkene as two alkylidene groups (— CHR) held together by the double 
bond, and mentally divide it up just like we divide the molecule when we go to name 
it as E or Z (Section 7-5B). Olefin metathesis is any reaction that trades and inter- 
changes these alkylidene groups. The word metathesis comes from the Greek words 
meta (change) and thesis (position), meaning that the alkylidene groups change their 
positions in the products. Figure 8-10 shows the trading of alkylidene groups that takes 


place during olefin metathesis. 


eee me” 


| 
H CN ; 


polymer 


A 2 A 
divide into two \ c2 a 
alkylidene groups V4 S \ 
H H 
catalyst 5 \ vA ‘i 
— C=C 
ot < - res \ 
: ; H A 
\ 2 J (cis + trans) 
vr a 
H S H 


Olefin Metathesis 


FIGURE 8-10 Olefin metathesis. 
During metathesis, the alkylidene 
groups of the reactant olefins trade 
partners and rearrange to give new 
combinations of alkenes in the 
products. 
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Yves Chauvin (1930-2015) 
was a French chemist who was a 
pioneer in the field of olefination 


chemistry. Unlike most Nobel 
laureates, Chauvin spent his career 
outside academia and worked at 
the French Institute of Petroleum. 


Robert Grubbs (1942-2021) 
was an American chemist who 
worked on the development 
of catalysts. His research in 
organometallic and synthetic 
chemistry earned him the Linus 
Pauling Award (2003). 


Richard R. Schrock (born 
1945) is an American chemist who 
developed catalysts in organic 
chemistry. He has worked as 

a scientist at DuPont and now 
works as a professor at his alma 
mater, the University of California, 
Riverside. 


The 2005 Nobel Prize in Chemistry was awarded to Yves Chauvin (French 
Petroleum Institute), Robert Grubbs (Caltech), and Richard Schrock (MIT) for devel- 
oping effective ways to induce alkenes to undergo metathesis. 


8-17A Catalysts for Olefin Metathesis 


Olefin metathesis was first observed in the 1950s, and was used in industry to convert 
propylene to a mixture of but-2-ene and ethylene. This Phillips Triolefin Process used 
an aluminum/molybdenum catalyst whose exact structure was unknown. 


H CH; CH; H H H 
catalyst XK 
2 L£ =C er ae Pi =C + C=C 
H H H CH; H H 
propylene but-2-ene ethylene 


(cis + trans) 


Around 1990, Richard Schrock developed versatile molybdenum and tungsten 
catalysts for olefin metathesis that tolerate a wide range of functional groups in the 
alkylidene fragments of the olefins. The Schrock catalyst shown in Figure 8-11a is now 
commercially available. The Schrock catalysts tend to be air- and moisture-sensitive, 
which limits their use in commercial processes. 

In 1992, Robert Grubbs developed a ruthenium phosphine catalyst (Figure 8-11b) 
that is less sensitive to oxygen and moisture than the Schrock catalysts, and tol- 
erates even more functional groups in the alkylidene fragments of the olefins. 
Both the Schrock and Grubbs catalysts have a metal atom that is double-bonded 
to an alkylidene (—CHR) group. They can be symbolized [M] —CHR, where the 
[M] in brackets signifies that the metal atom has other ligands that fine-tune its 
reactivity. 


FIGURE 8-11 (a) One of the 
Schrock molybdenum metathesis 
catalysts. (b) One of the Grubbs 
ruthenium metathesis catalysts. 


“ ORC 
(a) Schrock (b) Grubbs 


Figure 8-12 shows some examples of useful reactions that are catalyzed by the 
Schrock and Grubbs catalysts. One important aspect of these metathesis reactions is 
that they are all reversible, so they form equilibrium mixtures of the reactants and all 
possible products unless something is done to drive the reaction toward the desired 
products. The first two examples in Figure 8-12 use the most common method, forma- 
tion of ethylene gas. Ethylene bubbles off as it forms, effectively driving the reaction 
to completion. The ring-opening metathesis polymerization is exothermic and naturally 
goes to products because the ring strain in the bicyclic norbornene is released when the 
ring opens to form the polymer. 


ie, =O catalyst 
> 


Cross Metathesis (cis + trans) 
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ae 
tt H,C — CH, 


Ring-Closing Metathesis 


2 TES. 


norborene poly [norborene] 


Ring-Opening Metathesis Polymerization 


FIGURE 8-12 Useful examples of metathesis reactions. 
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8-17B Mechanism of Olefin Metathesis 


Several mechanisms were proposed to explain the catalytic metathesis reactions, 
but the mechanism published by Yves Chauvin in 1971 has come to be accepted 
as correct. We can think of an alkene as two alkylidene groups bonded together. 
Similarly, the Schrock and Grubbs catalysts are like a metal atom bonded to one 
alkylidene group. 
R! H R! 
The alkene \ / 
C=C is like 
/ \ a” 
H R? 


S07 The catalyst is like Pa 
C=C M]=C 
- [M] . 


R2 


Chauvin proposed that the metal-alkylidene catalyst forms an intermediate four- 
membered ring with an alkene, as shown in Mechanism 8-11. Then the ring breaks 
apart, either to give the starting alkene and catalyst or to give a new alkene that has 
traded one alkylidene group with the catalyst. 

This mechanism allows the alkylidene groups to change partners back and forth 
with the catalytic metal until a thermodynamic equilibrium is reached. As we saw 
earlier, good yields of products result if there is an effective driving force (such as 


MECHANISM 8-11 Olefin Metathesis 
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The omnivorous leafroller (OLR) feeds formation of a gaseous by-product or release of ring strain) to push the equilibrium 


on a wide variety of fruits, vegetables, toward the desired products. 
and ornamentals. Vineyards use 


pheromone traps to monitor the OLR 


———— 
populations and determine when PROBLEM 8-43 
control methods are needed. 


Propose a mechanism for the triolefin process using a metal alkylidene as the catalyst. 


H CH CH H H H 
\ 7% _[MI=CHCH, eee Se 
2 C=C —— C=C a5 C=C 
7 7 \ 7 
H H H CH; H H 
propylene but-2-ene ethylene 


(cis + trans) 


— 
PROBLEM 8-44 


Show what reagents would be needed to synthesize the pheromone of the omnivorous 
leafroller (OLR) using olefin metathesis to assemble the molecule at the double bond. 


O 
PPP LES 


3 


OLR pheromone (cis + trans) 


PROBLEM-SOLVING STRATEGY Organic Synthesis 


Alkyl halides and alkenes are readily made from other compounds, and they are easily converted to other functional groups. This 
flexibility makes them useful as reagents and intermediates for organic synthesis. Alkenes are particularly important for industrial 
syntheses because they are inexpensive and available in large quantities from cracking and dehydrogenation of petroleum fractions. 

Organic synthesis is the preparation of desired compounds from readily available materials. Synthesis is one of the major areas 
of organic chemistry, and nearly every chapter of this book involves organic synthesis in some way. A synthesis may be a simple 
one-step reaction, or it may involve many steps and incorporate a subtle strategy for assembling the correct carbon skeleton with 
all the functional groups in the right positions. 

Many of the problems in this book are synthesis problems. In some synthesis problems, you are asked to show how to convert 
a given starting material to the desired product. There are obvious one-step answers to some of these problems, but others may 
require several steps, and there may be many correct answers. In solving multistep synthetic problems, it is often helpful to analyze 
the problem backward: Begin with the desired product (called the target compound) and see how it might be mentally changed or 
broken down to give the starting materials. This backward approach to synthesis is called a retrosynthetic analysis. 

Some problems allow you to begin with any compounds that meet a certain restriction. For example, you might be allowed 
to use any alcohols containing no more than four carbon atoms. A retrosynthetic analysis can be used to break down the target 
compound into fragments no larger than four carbon atoms; then those fragments could be formed from the appropriate alcohols 
by functional group chemistry. 

The following suggestions should help you solve synthesis problems: 


1. Do not guess a starting material and try every possible reaction to convert it to the target compound. Rather, begin with the 
target compound and use a retrosynthetic analysis to simplify it. 


2. Use simple equations, with reagents written above and below the arrows, to show the reactions. The equations do not need 
to be balanced, but they should include all the reagents and conditions that are important to the success of the reaction. 


Bry, light NaOH, alcohol H*, H,O 
oe heat . aD 


3. Focus on the functional groups, because that is generally where reactions occur. Do not use any reagents that react with a 
functional group that you don’t intend to modify. 
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In solving multistep synthesis problems, you will rarely be able to “see” the solution immediately. These problems are best 
approached systematically, working backward and considering alternative routes. To illustrate a systematic approach that can 
guide you in solving synthesis problems, we will work through the synthesis of a complex ether starting from alkenes. The 
problem-solving method described here will be extended in future chapters to multistep syntheses based on the reactions of 
additional functional groups. 

A systematic retrosynthetic analysis begins with an examination of the structure of the product. We will consider the synthesis 
of the following compound from alkenes containing up to five carbon atoms. 


O 


7 OK 


OH 


1. Review the functional groups and carbon skeleton of the target compound. 
The target compound is an ether. One alkyl group is a five-carbon cyclopentane ring with two oxygen atoms situated trans. 
The other group has three carbons containing a reactive epoxide ring. 
2. Review the functional groups and carbon skeletons of the starting materials (if specified), and see how their skeletons 
might fit together in the target compound. 
The synthesis is to begin with alkenes containing up to five carbon atoms, so all the functional groups in the product must be derived 
from alkenes. Most likely, we will start with cyclopentene to give the five-carbon ring and propene to give the three-carbon chain. 
3. Compare methods for synthesizing the functional groups in the target compound, and select the reactions that are 
most likely to give the correct product. 
This step may require writing several possible reactions and evaluating them. 
Ethers can be synthesized by nucleophilic reactions between alkyl halides and alkoxides (Section 6-9). The target com- 
pound might be formed by Sy2 attack of an alkoxide ion on an alkyl! halide in either of two ways shown below: 


O 


wo" O WOK 
a + Br <<] — 


OH OH 


O 
Br O Mo! 
CL + nda Cl 
OH OH 


The first reaction is better because the Sy2 attack is on a primary alkyl halide, while the second is on a secondary halide. 
Also, in the second reaction, the alkoxide might simply deprotonate the alcohol on the left and cause the reaction to fail. 


4. In general, reactive functional groups are best put into place toward the end of a synthesis. 
The target compound contains a reactive epoxide ring. Epoxides react with acids and bases, and the epoxide might not sur- 
vive the crucial ether-forming reaction just shown. Perhaps the epoxide is best added after formation of the ether. That gives 
us the following final two steps in the synthesis: 


O 
ow O 0 ee 0 ee 
cl + Br yt Sy —- RCO 3 H Cl 
——"_> 


OH OH OH 


5. Working backward through as many steps as necessary, compare methods for synthesizing the reactants needed for 
the final step. 
This process may require writing several possible reaction sequences and evaluating them, keeping in mind the specified 
starting materials. 
Two reactants are needed to form the ether: an allylic halide and an alkoxide ion. Alkoxide ions are commonly formed 
by the reaction of an alcohol with sodium metal: 


R—O—H + Na —> Na‘ O—R + 5H,% 
(continued ) 
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The alkoxide needed to make the ether is formed by adding sodium to a trans diol as shown below. Trans diols are formed 
by epoxidation and hydrolysis of alkenes (Section 8-13). 


RCO3H 
—_- 


H,O* 


The other piece we need is an allylic bromide. Allylic bromides are formed by allylic bromination of alkenes (Section 
6-6B). 


NB B B 
a CH, S race I>) LOL r 


. Summarize the complete synthesis in the forward direction, including all steps and all reagents, and check it for er- 
rors and omissions. 
This summary is left to you as a review of both the chemistry involved in the synthesis and the method used to 
develop multistep syntheses. 


PROBLEM: Summarize the synthesis outlined in the problem-solving strategy. This summary should be in the 
synthetic (forward) direction, showing each step and all reagents. 


Problem 8-45 requires devising several multistep syntheses. As practice in working 
such problems, we suggest that you proceed in order through the five steps just outlined. 


PROBLEM 8-45 


Show how you would synthesize each compound, starting with alkenes or cycloalkenes 
that contain no more than six carbon atoms. You may use any additional reagents you need. 


OH 
CH, 


SUMMARY Reactions of Alkenes 


. Electrophilic Additions 


a. Addition of hydrogen halides (Section 8-3) 
works with HCl, HBr, and HI 


| | Markovnikov orientation 
—c—c— (anti-Markovnikov 
with HBr and peroxides) 


H xX Rearrangements are possible 


(HX = HCl, HBr, or HI) 
b. Acid-catalyzed hydration (Section 8-4) 


H* : , . 
+ H,O > Cc Markovnikov orientation 
| Rearrangements are possible 


4. 
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c. Oxymercuration—demercuration (Section 8-5) 
ea + Hg(OAc), HY é i Bou é i Markovnikov orientation 
f ‘ | | | | no rearrangements 
HO HgOAc HO H 
d. Alkoxymercuration—demercuration (Section 8-6) 
‘\ i ROH | | NaBH | | 
eo + Hg(OAc), > C i a ° i Markovnikov orientation 
RO HgOAc RO H 
e. Hydroboration—oxidation (Section 8-7) 
\ 7 | | H,0,, OH | anti-Markovnikov orientation 
CHC + BH: THF > C—G > C—C (syn addition) 
4 \ | | | | no rearrangements 
H BH) H OH 
f. Polymerization (Section 8-16) 
\ 7 
C=C 
+ Ne” | ¥Y & \ | | | Vi cationic, radical, or 
Rv + Pa _ R— ¢ —Cr R— ¢ - ¢ = ° i of polymer anionic polymerization 


Pt, Pd, or Ni | | 
C=C + Hy ee C— syn addition 
Ye \ . 


3. Addition of Carbenes: Cyclopropanation (Section 8-11) 


a. Simmons-Smith Reaction 


NAF | 
C "Cx. sift 
| + ICH,Zn] —W—> | cco +) OZ, syn addition 
C cH 
7 N ie 
b. Alpha elimination 
Nar \) 
C C 
lI =e ed “ + H,O + £4NaBr syn addition 
NaOH, H,O Eno 
7 oN | 
(X = Cl, Br, I) 
Oxidative Additions 
a. Addition of halogens (Section 8-8) 
x 
|| ee 
C=C + Xo —> —-cC—-C— anti addition 


(X, = Cl,, Brj, sometimes I,) | | 


(continued ) 


462 CHAPTER 8_ Reactions of Alkenes 


(or substitution) 


H H At low concentrations of Br, an allylic 
substitution may be observed. NBS provides 
_NBS, hw, hv a trace of Br, that (with light as initiator) 
diac een er ) allows radical substitution to proceed faster 
2 than the ionic addition. (Section 6-6B) 
cyclohexene 3-bromocyclohexene 


b. Halohydrin formation (Section 8-9) 


anti addition 


H,O 
+ Brn —, Markovnikov orientation 
Br* adds like H* would 
c. Epoxidation (Section 8-12) 
<a | | 
C=C + R—C—O—_O—H ——— —=—C—C— +. R—C—O—F syn addition 
v \ A | 
O O 
alkene peroxyacid epoxide 
d. Anti dihydroxylation (Section 8-13) 
OH 
\ 7 | | Ht, H,O | | ee, 
C=C + R—C—O—O—H — =—C=—C= ——> —cCc—c— anti addition 
ff % | \/ | | 
O O OH 
e. Syn dihydroxylation (Section 8-14) 
x we cold, dilute | | 
C=C + KMnO, + #4~OH,H,O —? =C=C= syn addition 
7 \ (or OsO,, H,O,) | | 
OH OH 
5. Oxidative Cleavage of Alkenes (Section 8-15) 
a. Ozonolysis 
R R’ R O R’ R R’ 
%\ ff ae Nae (CH3)8 % vA 
C=C t. .O% Cc C C=O + O=C Aldehydes survive 
7 wOoN LN oy hy 
R H R O—O H R H 
ozonide ketones and aldehydes 
b. Potassium permanganate 
Be ee ae Ps 
c=c + KMnO, warm co & H—=c Aldehydes are oxidized 
J \ a \ to acids 
R H R OH 
ketones and acids 
6. Olefin (Alkene) Metathesis (Section 8-17) 
R! H H my  SvorMe: Rl H H H 
catalyst \ Wi \ J 
C=C + C=C Se C=C + C=C 
7 \ 
H H H R? H R? H H 


(cis + trans) ethylene 
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SUMMARY Electrophilic Additions to Alkenes 


Methylcyclopentene is an alkene that displays orientation and stereochemistry of addition reactions. New atoms are shown 


in color. When reactions create chiral products from achiral reactants, racemic mixtures are produced. N/A means “Not 
Applicable to this reaction.” 


hydrohalogenation— hydrobromination with peroxides— 
Markovnikov orientation; anti-Markovnikov orientation; 
stereochemistry N/A; stereochemistry N/A; no rearrangement 
rearrangement can occur Section 8-3B 

Sections 8—2, 8-3 


hydration— 
Markovnikov orientation; 
stereochemistry N/A; 
rearrangement can occur 


Section 8-4 
b.4 


oxymercuration— 
OH : 
CH demercuration— 
3 Markovnikov orientation; 
stereochemistry N/A; 
H no rearrangement 


Section 8-5 
NaB Hy 


Hg(OAc) alkoxymercuration- 
demercuration— 
H—OR NaBHy Markovnikov 
He(OAc orientation; 
Pt or Pd or Ni a Ja stereochemistry N/A; 


“ no rearrangement 
= THF Section 8-6 
catalytic 


hydrogenation— X—X HO—OH = 
ientati H—OH x 
orientation N/A; NaOH e CH, 


; hydroboration—oxidation— 
syn stereochemistry; anti-Markovnikov orientation; 
no rearrangement “ny Hf syn stereochemistry; 

Section 8-10 OH x no rearrangement 


OH : 
fut CH3 Lw CH; Section 8-7 


and enantiomer 


HX wD.4 
H H 


and enantiomer and enantiomer 


halohydrin formation— halogenation— 
Markovnikov orientation; orientation N/A; 
anti stereochemistry; anti stereochemistry; 


no rearrangement no rearrangement 
Section 8-9 Section 8-8 
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SUMMARY Oxidation and Cyclopropanation Reactions of Alkenes 


Methylcyclopentene displays important features of oxidations such as orientation, stereochemistry, and functional groups. 
New atoms are shown in color. When reactions create chiral products from achiral reactants, racemic mixtures are produced. 
N/A means “Not Applicable to this reaction.” 
epoxidation— OH anti dihydroxylation— 
orientation N/A; syn stereochemistry; < CH, from epoxide intermediate 
no rearrangement; Section 8—12 ; orientation N/A; 
/ anti stereochemistry; 
OH no rearrangement 
H Section 8-13 
and enantiomer 


H* catalyst 
H—OH 


OH 

wCH, Sy dihydroxylation— 
ay CHBrs OsO, + H,O, or . 3 orientation N/A; 
wtCBry <A = > Boe 


H H,0 OH Section 8-14 


and enantiomer and enantiomer 


cyclopropanation by 

alpha elimination— —78 °C 
ientation N/A; 

See aia: ie Cl produces ketones and 

no rearrangement > (CH3)2S carboxylic acids 

Section 8-11B Section 8-15A 


CH; 


oxidative cleavage by KMnO4,— 


Simmons-Smith— he 

orientation N/A; O ¥ (CH3)259 

syn stereochemistry; O ozonolysis— 

no rearrangement produces ketones and aldehydes 


Section 8-11A and enantiomer H Section 8-15B 
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GUIDE TO ORGANIC REACTIONS IN 


CHAPTER 8 


Reactions covered in Chapter 8 are shown in red. Reactions covered in earlier chapters are shown in blue. 


Substitution Elimination BOxidation/Reduction 


>|Nucleophilic >|Nucleophilic >| Basic conditions (E2) >| Oxidation 


> at sp*C (S\1, S.2) > at C “O (Nuc. Addn.) > E2 dehydrohalogenation > epoxidation 
Ch 6, 10, 4, 2 Ch 9, 10, 18, 22 Ch7,9 Ch 8, 10, 14 

> at sp? C (Nuc. Arom. Subst.) > at C “C (conjugate addn.) > tosylate elimination > oxidative cleavage 
Ch 17, 19 Ch 22 Ch 11 Ch 8, 9, 11, 17, 22 

p> at C “O (Nuc. Acyl Subst.) > Hofmann elimination > oxygen functional groups 
Ch 10, 11, 20, 21, 22 Electrophilic Ch 19 Ch 11, 18, 19, 20 


> at C “C (Elect. Addn.) 
Ch 8, 9, 10 

> at sp’ C (Elect. Arom. Subst.) > at C “ C (Carbene Addn.) > El dehydrohalogenation > hydride reduction 
Ch 17, 19 Ch8 Ch7 Ch 8, 10, 11, 17, 18, 19, 20, 21 


- . > dehydration of alcohols > hydrogenation 
Radical Radical Chil Ch8, 9, 17, 18, 19 


Electrophilic Acidic conditions (E1) Reduction 


> metals 
Pericyclic (Cope elimination) Ch9, 17, 18, 19 


> at sp* C (alkane halogenation) > at C “C (HBr + ROOR) 
Ch 4, 6, 16, 17 Ch8 

> at sp’ C (Sandmeyer rxn) > Ch19 
Ch 19 Pericyclic 


Orga nometallic > cycloaddition (Diels-Alder) 
Ch 15 


> Gilman 
Ch 10, 17 Oxidation 


> Suzuki — 
Ch17 > epoxidation 


> Heck Ch 8, 10, 14 
Ch 17 


Reduction 


> hydrogenation 
Ch 8, 9, 17, 18, 19 


This Guide to Organic Reactions will appear at the end of six of the chapters in which large numbers of new reactions are 
introduced. The purposes are to show the overview of major reaction categories, to indicate where that chapter's reactions 
fit in the larger scheme, and to serve as a study tool by indicating which reaction types are new and which have been previ- 
ously covered. The new reactions in the current chapter will appear in red type. Those reactions that have been covered in 
previous chapters will appear in blue type. As you progress through Organic Chemistry, you will gradually see more reac- 
tions appear in blue type because you have previously covered them. 


Essential Terms 


addition A reaction involving an increase in the number of groups attached to the alkene and a 
decrease in the number of elements of unsaturation. (p. 407) 
anti addition: An addition in which two groups add to opposite faces of the double bond (as in addition 
of Br2). (p. 423) 
electrophilic addition: An addition in which the electrophile (electron-pair acceptor) bonds to one of the double- 
bonded carbons first, followed by the nucleophile. (p. 407) 
syn addition: An addition in which two groups add to the same face of the double bond (as in osmium 
tetroxide dihydroxylation). (p. 427) 
addition polymer A polymer that results from the addition reactions of alkenes, dienes, or other compounds 
with double and triple bonds. Most addition polymers form by a chain-growth process. 
(p. 451) 
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alkoxy group 
alkoxymercuration 


alkylidene group 


alpha elimination 


anionic polymerization 


asymmetric induction 


beta elimination 


carbene 
cationic polymerization 


chain-growth polymer 


demercuration 


dihydroxylation 


epoxide 
epoxidation: 


free-radical polymerization 


glycol 
halogenation 


halohydrin 


halonium ion 


(alkoxyl group) (— O— R) An alkyl group bonded through an oxygen atom, as in an ether. (p. 422) 
The addition of mercuric acetate to an alkene in an alcohol solution, forming an alkoxymercurial 
intermediate. Demercuration gives an ether. (p. 422) 


R—O R—O 
| 


R—OH | NaBH, | 
+ Hg(OAc), > c Cc > Cc 


HgOAc 


One of the carbon atoms at either end of a double bond, together with its two substituents. 
Most commonly =CH> or CHR or ~CR3. (p. 455) 

(a elimination) The elimination of two atoms or groups from the same carbon atom. Alpha 
eliminations can be used to form carbenes. (p. 440) 

CHBr3; + KOH —> :CBr2 + H>O + KBr 

The process of forming an addition polymer by chain-growth polymerization involving an anion 
at the end of the growing chain. (p. 454) 

(enantioselective synthesis) The formation of an optically active product from an optically 
inactive starting material. Such a process requires the use of an optically active reagent or 
catalyst. (p. 437) 

(B elimination) The elimination of two atoms or groups from adjacent carbon atoms. This is the 
most common type of elimination. (p. 440) 


H Br 


eee + KOH + 
| | 

A reactive intermediate with a neutral carbon atom having only two bonds and two nonbonding 
electrons. Methylene (:CH) is the simplest carbene. (p. 439) 

The process of forming an addition polymer by chain-growth polymerization involving a cation 
at the end of the growing chain. (p. 451) 

A polymer that results from the rapid addition of one monomer at a time to a growing polymer 
chain, usually with a reactive intermediate (cation, radical, or anion) at the growing end of 
the chain. Most chain-growth polymers are addition polymers of alkenes and dienes. (p. 451) 

The removal of a mercury species from a molecule. Demercuration of the products of oxymer- 
curation and alkoxymercuration is usually accomplished using sodium borohydride. (p. 420) 

(hydroxylation) The addition of two hydroxy groups, one at each carbon of the double bond; 
formally, an oxidation. (p. 446) 


H,O + KBr 


(oxirane) A three-membered cyclic ether. (p. 441) 


Formation of an epoxide, usually from an alkene. A peroxyacid is generally used for alkene 
epoxidations. (p. 441) 


The process of forming an addition polymer by chain-growth polymerization involving a free 
radical at the end of the growing chain. (p. 453) 


A 1,2-diol. (p. 443) 
The addition of a halogen (Xz) to a molecule, or the free-radical substitution of a halogen for 
a hydrogen. (p. 430) 


A beta-haloalcohol, with a halogen and a hydroxy group on adjacent carbon atoms. (p. 433) 
tee 4 Ch 
/ \ 0 


+ HCl 


OH 
a chlorohydrin 


A reactive, cationic intermediate with a three-membered ring containing a halogen atom; 
usually, a chloronium ion, a bromonium ion, or an iodonium ion. (p. 430) 


heterogeneous catalysis 
homogeneous catalysis 


hydration 


hydroboration 
hydrogenation 
hydroxylation 
Markovnikov’'s rule 


Markovnikov’s rule 


Markovnikov orientation: 


anti-Markovnikov orientation: 


mCPBA 


metathesis 


monomer 
organic synthesis 
oxidative cleavage 


oxymercuration 


ozonolysis 
peroxide effect 


peroxyacid 
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Use of a catalyst that is in a separate phase from the reactants. For example, a platinum 
hydrogenation catalyst is a solid, a separate phase from the liquid alkene. (p. 437) 


Use of a catalyst that is in the same phase as the reactants. For example, the acid catalyst in 
hydration is in the liquid phase with the alkene. (p. 437) 
The addition of water to a molecule. Hydration of an alkene forms an alcohol. (p. 417) 
HO OH 
OsO, | | 
Se 
The addition of borane (BH3) or one of its derivatives (BH3: THF, for example) to a molecule. 
(p. 425) 
The addition of hydrogen to a molecule. The most common hydrogenation is the addition of 
H> across a double bond in the presence of a catalyst (catalytic hydrogenation or catalytic 
reduction). (p. 436) 


See dihydroxylation. 


(original statement) When a proton acid adds to the double bond of an alkene, the proton 
bonds to the carbon atom that already has more hydrogen atoms. (p. 411) 


(extended statement) In an electrophilic addition to an alkene, the electrophile adds in such 
a way as to generate the most stable intermediate. (p. 412) 


CH, 


CH; Cl 
+ HCl —~> 
H H 
H 


Markovnikov product 


An orientation of addition that obeys the original statement of Markovnikov’s rule; one that 
gives the Markovnikov product. (p. 412) 

An orientation of addition that is the opposite of that predicted by the original statement 
of Markovnikov’s rule; one that gives the anti-Markovnikov product. (p. 413) 

(meta-chloroperoxybenzoic acid) A common reagent for epoxidizing alkenes. mCPBA 
dissolves in common solvents such as dichloromethane. As the epoxidation takes place, 
the m-chlorobenzoic acid by-product precipitates out of solution. (p. 442) 

(olefin metathesis) Any reaction that trades and interchanges the alkylidene groups of an 
alkene. (p. 455) 


Ru or Mo 


catalyst 
> 


R! 
== + 
H R? 
(cis + trans) 


HC = CH) 


olefin metathesis ethylene 


One of the small molecules that bond together to form a polymer. (p. 451) 
The preparation of desired organic compounds from readily available materials. (p. 458) 


The cleavage of a carbon-carbon bond through oxidation. Carbon-carbon double bonds 
are commonly cleaved by ozonolysis/reduction or by warm, concentrated permanganate. 
(p. 448) 


The addition of aqueous mercuric acetate to an alkene. (p. 420) 


+ Hg(OAc), 


HOAc 


HgOAc 
The use of ozone, usually followed by reduction, to cleave a double bond. (p. 448) 
The reversal of orientation of HBr addition to alkenes in the presence of peroxides. 
A free-radical mechanism is responsible for the peroxide effect. (p. 415) 
(peracid) A carboxylic acid with an extra oxygen atom and a peroxy (—O—O-—) linkage. 
The general formula is RCO3H. (p. 441) 


468 CHAPTER 8_ Reactions of Alkenes 


polymer A high-molecular-weight compound composed of many molecules of a smaller, simpler 
compound called the monomer. (p. 451) 
polymerization: 


regiochemistry 


The reaction of monomer molecules to form a polymer. (p. 451) 


The orientation of a chemical reaction on an unsymmetrical substrate. In additions to alkenes, 
the regiochemistry of the addition involves which part of the reagent adds to which end of 
an unsymmetrical alkene. (p. 409) 


regioselective reaction A reaction in which one direction of bond making or bond breaking occurs preferentially 
over all other directions. For example, the addition of HCl is regioselective, predicted by 


Markovnikov’'s rule. Hydroboration-oxidation is regioselective because it consistently gives 


retrosynthetic analysis 
Sim 


stereospecific reaction 


anti-Markovnikov orientation. (p. 411) 


mons-Smith reaction 
and the zinc-copper couple. (p. 439) 


Cl CHL, Zn(Cu) (> 


Simmons-—Smith reaction 


stereoisomers of the product. (p. 428) 


Essential Problem-Solving Skills in Chapter 8 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 


2 


10 


Use the extended version of Markovnikov’s rule to predict the regiochemistry (orienta- 
tion) of electrophilic additions to alkenes. 


A method of working backward to solve multistep synthetic problems. (p. 458) 
A cyclopropanation of an alkene using the carbenoid reagent generated from diiodomethane 


A reaction that converts different stereoisomers of the starting material into different 


Problems 8-46, 47, and 50 


Show how to control the stereochemistry and regiochemistry (orientation) of additions 
to alkenes to obtain the products we want. 


Problems 8-47, 49, 50, 55, 61, 65, 
and 76 


Show how to control the hydration of alkenes to give alcohols with either Markovnikov 
or anti-Markovnikov orientation, depending on the reagents. 


Problems 8-46, 49, 50, 51, and 79 


Predict the products of halogenations, oxidations, reductions, and cleavages of alkenes, 
including the orientation (regiochemistry) and the stereochemistry of the reaction. 


Problems 8-46, 47, 48, 54, 55, 61, 65, 
66, and 75 


Predict the stereochemistry observed in the hydroboration, halogenation, and dihydrox- 
ylation reactions of alkenes. 


Problems 8-46, 50, 51, 55, and 66 


Propose logical mechanisms to explain the observed products of alkene reactions, includ- 
ing regiochemistry and stereochemistry. 


Problems 8-56, 57, 58, 59, 64, 67, 70, 
71, 76, 77, 78, and 79 


Use retrosynthetic analysis to solve multistep synthesis problems with alkenes as 
reagents, intermediates, or products. 


Problems 8-49, 50, 51, 55, and 61 


Problem-Solving Strategy: Organic Synthesis 


Problems 8-49, 50, 51, 55, and 61 


Use clues provided by the products of reactions, such as ozonolysis, to determine the 
structure of an unknown alkene. 


Problems 8-48, 54, 55, 60, 61, 62, 63, 
and 68 


Show how metathesis interchanges the alkylidene (= CHR) groups in alkenes, forming 
new and different alkenes. 


Problems 8-46, 52, and 53 


Given a particular monomer unit, draw the structure of the resulting polymer. 


Problems 8-72, 73, and 74 
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In studying these reaction-intensive chapters, students ask whether they should “memorize” all the reactions. Doing 
organic chemistry is like speaking a foreign language, and the reactions are your vocabulary. Without knowing the words, 
how can you construct sentences? Making flash cards often helps students learn the reactions. 


In organic chemistry, the mechanisms, regiochemistry, and stereochemistry are your grammar. You must develop facility with 
the reactions, as you develop facility with the words and grammar you use in speaking. Problems and multistep syntheses are 
the sentences of organic chemistry. You must practice combining all aspects of your vocabulary in solving these problems. 


Students who fail organic chemistry exams often do so because they have memorized the vocabulary, but they have not prac- 
ticed enough problems. Others fail because they think they can do problems, but they lack the vocabulary. If you understand 
the reactions and can do the end-of-chapter problems without referring to the chapter, then you should do well on your exams. 


Study Problems 


8-46 Predict the major products of the following reactions, and give the structures of any intermediates. Include stereochemistry 
where appropriate. 


a Br, (1) BH, : THF 
—> J 
(a) iis (b) Cy CC, () @) H,0,,-On 
(1) 0, (-78°o) 


— Boe AZ we 
oN ER CI ae CO ae 


PhCO,H OsO, . KMn0,, OH 
‘ bine! sable 
w agen. ) Cy H,0, @ | (cold, dil.) 


CH,CO,H KMnO,, “OH : 
: chau) —_______> (1) O, (78 °C) 
@) | Ht H,O (k) (warm, concd.) (d) | pce eis S 
F (2) (CH3),8 
H*, H,0 \ [M]—=CHR 
(m) (n) en (')) ——— 
~~ f 
Cl 
1) Hg(OAc),, H ae 2 
(2) NaBH, 2 
8-47 Limonene is one of the compounds that give lemons their tangy odor. Show the structures of the products expected when 
limonene reacts with an excess of each of these reagents. 
fi (a) borane in tetrahydrofuran, followed by basic hydrogen peroxide 
(b) m-chloroperoxybenzoic acid 
(c) ozone, then dimethyl sulfide 
limonene (d) amixture of osmic acid and hydrogen peroxide 


(e) hot, concentrated potassium permanganate 

(f) peroxyacetic acid in acidic water 

(g) hydrogen and a platinum catalyst 

(h) hydrogen bromide gas 

(i) hydrogen bromide gas in a solution containing dimethy! peroxide 
(j) bromine water 

(k) chlorine gas 

(J) mercuric acetate in methanol, followed by sodium borohydride 
(m) CHBr;3 and 50% aq. NaOH 


Give the products expected when the following compounds are ozonized and reduced. 


"hay Oo MS 
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8-49 


8-50 


8-51 


8-52 


8-53 
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Show how you would make the following compounds from a suitable cyclic alkene. 


OH 
“O 
OH 
Cl 
(d) or (e) Ce 
“OH 
OH 


Using 1,2-dimethylcyclohexene as your starting material, show how you would synthesize the following compounds. 
(Once you have shown how to synthesize a compound, you may use it as the starting material in any later parts of this 
problem.) If a chiral product is shown, assume that it is part of a racemic mixture. 


nu 
CD 


a r c (d) 
Br CH; 
K a x ce ie 
pa Br OH 
CH, CH; 
1,2-dimethylcyclohexene 
(e) OH (f) (g) CH, (h) oH 
= co at co 
= OH Ta CH; 
CH, Br 


Show how you would eee each compound using oo as your starting material. 
; ve Br _ a 


methylenecyclopentane 
Show what products you would expect from the following metathesis reactions, using the Schrock or Grubbs catalysts. 


oT 
OCH; OH 
(a) (b) 


O 
oe —— A 
a O eee 
re ( 
O — 
(c) \ 
ine CH,OH 
H3CO. | [M] == CHR 
Sn 


(d) 


[M] == CHR 
SEE 


YY CH,OH 


methyleugenol 


Show how you might use olefin metathesis to assemble the following alkenes from smaller units: 


(a) Ra 
POF eS ee 


8-54 


8-55 


8-56 
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Professor Patrick Dussault (University of Nebraska at Lincoln) has developed an alternative to the standard two-step ozonolysis 
procedure requiring reduction of the ozonide in a second step. He uses 2 to 3 equivalents of pyridine, a mildly basic organic 
solvent, in a one-step process (Organic Letters, 2012, 14,2242). Show the products you expect from the following examples. 


O; O3 N. 
ridine pyridine S 
(a) oe (b) ene 
~78°C —78°C : ZB 


t-Bu 
(CH2)4COOCH3 O3 Oo O3 
(c) | pyridine 9 (d) pyridine 
eae : ae =78°C . 
(CH2)4CH3 


Complete each synthesis by providing the structure of the major product at each step, including any important stereochemistry. 


excess NH3 


(a) ie, ——+—> A —> B 
H,0 


1) Hg(OAc),, H,O H,SO., OsO. 
(1) Hg(OAc)y, Hy Cc 2804 D sO4 E 
(2) NaBH, H,0, 


1) excess O3 
excess HBr excess ROBY -—78°C 
——————— 


> 
ROOR heat 2) (CH3)2S 


Ay : 
B KOH 
Ty J O K 1) excess BH; THF, L 
(d) heat 2) H,O>, NaOH 


(c) 


Cy5Ho9 (ignore stereoisomers) 


(Hint: Recall that benzene does not undergo most addition reactions.) 


Propose mechanisms consistent with the following reactions. 


Br H,SO 
HBr Za 2 4 


HES, =. ., BE SS CHBr, . 
Tr 
Ci OCH>CH; 
(e) Br HCI 
CH,CH,OH Br Br 
CH>CH; 
O Ht, H,0 H—+— 0H 
(f) Lee 
CH,CH,” CH>CH; : 
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6. 
e) CH,OH . 
“OCH; 


8-57. Draw an approximate reaction-energy diagram showing the curves for the two possible pathways for ionic addition of 
HBr to 1-methylcyclohexene. (a) Formation of the major product, 1-bromo-1-methylcyclohexane, and (b) formation of 
the minor product, 1-bromo-2-methylcyclohexane. Point out how these curves show that 1-bromo-1-methylcyclohexane 
should be formed faster. 

8-58 Cyclohexene is dissolved in a solution of lithium chloride in chloroform. To this solution is added one equivalent of 
bromine. The material isolated from this reaction contains primarily a mixture of trans-1,2-dibromocyclohexane and 
trans-\1-bromo-2-chlorocyclohexane. Propose a mechanism to show how these compounds are formed. 

8-59 = Draw a reaction-energy diagram for the propagation steps of the free-radical addition of HBr to isobutylene. Draw curves 
representing the reactions leading to both the Markovnikov and the anti-Markovnikov products. Compare the values of 
AG* and E, for the rate-limiting steps, and explain why only one of these products is observed. 

8-60 = Unknown X, C;HoBr, does not react with bromine or with dilute KMnO,. Upon treatment with potassium fert-butoxide, 
X gives only one product, Y, C;Hg. Unlike X, Y decolorizes bromine and changes KMnO, from purple to brown. 
Catalytic hydrogenation of Y gives methylcyclobutane. Ozonolysis—reduction of Y gives dialdehyde Z, C;Hg O . Propose 
consistent structures for X, Y, and Z. Is there any aspect of the structure of X that is still unknown? 

8-61 One of the constituents of turpentine is a-pinene, formula Cj) Hj.. The following scheme (called a “road map”) gives some 
reactions of a-pinene. Determine the structure of a-pinene and of the reaction products A through E. 


E A 
C,oH),0, CioH, Bry 
Br 
H.O* 2 
CCl, 
PhCO,H Bry 
D —— a-pinene —FLo” B 
C,oH,,0 CoH, ‘i C,9H,,OBr 
(1) O; (-78 °C) H,SO, 
(2) (CH,),S heat 
CHO Cc 
O C, 9H, ;Br 


CH, 


8-62 The sex attractant of the housefly has the formula C3 Hy4,. When treated with warm potassium permanganate, this phero- 
mone gives two products: CH3(CH»);2COOH and CH3(CH,)7COOH. Suggest a structure for this sex attractant. Explain 
which part of the structure is uncertain. 

8-63 In contact with a platinum catalyst, an unknown alkene reacts with three equivalents of hydrogen gas to give 1-isopropyl- 
4-methylcyclohexane. When the unknown alkene is ozonized and reduced, the products are the following: 


O ) ome) 
| I 


| | 
H—C—H H—C—CH,—C—C—CH,  CH,—C—CH,—C—H 


Deduce the structure of the unknown alkene. 


*8-64 


8-65 


8-66 


8-67 


8-68 


*8-69 
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Propose a mechanism for the following reaction. 


H5SO, 
HO 


O HO 


The two butenedioic acids are called fumaric acid (trans) and maleic acid (cis). 2,3-Dihydroxybutanedioic acid is called 
tartaric acid. 


io aa ae cai HOOC i i COOH 
ra \ J \ OH OH 
HOOC H H H 
fumaric acid maleic acid tartaric acid 


Show how you would convert 

(a) fumaric acid to (+ )-tartaric acid. (b) fumaric acid to meso-tartaric acid. 

(c) maleic acid to (+ )-tartaric acid. (d) maleic acid to meso-tartaric acid. 

The compound BD; is a deuterated form of borane. Predict the product formed when 1-methylcyclopentene reacts with 
BD, THF, followed by basic hydrogen peroxide. 

A routine addition of HBr across the double bond of a vinylcyclopentane gave a small amount of an unexpected rear- 
ranged product. Propose a mechanism for the formation of this product, and explain why the rearrangement occurs. 


CH, 
——— 
CH, 


An unknown compound decolorizes bromine in carbon tetrachloride, and it undergoes catalytic reduction to give 
hexahydroindan. When treated with warm, concentrated potassium permanganate, this compound gives cis-cyclopentane- 
1,2-dicarboxylic acid and oxalic acid. Propose a structure for the unknown compound. 


ee 


hexahydroindan 


roe Ct + | HO—C—C—OH ( Car ) 
‘COOH 


unknown oil 


oxalic acid oxidation 
cis-cyclopentane-1,2-dicarboxylic acid 


Many enzymes catalyze reactions that are similar to reactions we might use for organic synthesis. Enzymes tend to be 
stereospecific in their reactions, and asymmetric induction is common. The following reaction, part of the tricarboxylic 
acid cycle of cell respiration, resembles a reaction we might use in the laboratory; however, the enzyme-catalyzed reaction 
gives only the (S) enantiomer of the product, malic acid. 


H COOH HO COOH COOD 
NF Ha. / 
| fumarase ¢ DO—H 
we nas CH,COOH alla 
HOOC H (S)-malic acid 
COOD 


fumaric acid 
product in D,O 
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(a) What type of reaction does fumarase catalyze? 

(b) Is fumaric acid chiral? Is malic acid chiral? In the enzyme-catalyzed reaction, is the product (malic acid) optically active? 

(c) If we could run the preceding reaction in the laboratory using sulfuric acid as the catalyst, would the product (malic 
acid) be optically active? 

(d) Do you expect the fumarase enzyme to be a chiral molecule? 

(e) When the enzyme-catalyzed reaction takes place in D,O, the only product is the stereoisomer just pictured. No enan- 
tiomer or diastereomer of this compound is formed. Is the enzyme-catalyzed reaction a syn or anti addition? 

(f) Assume that we found conditions to convert fumaric acid to deuterated malic acid using hydroboration with 
BD, THF, followed by oxidation with D,O, and NaOD. Use Fischer projections to show the stereoisomer(s) of 
deuterated malic acid you would expect to be formed. 

*8-70 (a) The following cyclization has been observed in the oxymercuration—demercuration of this unsaturated alcohol. 

Propose a mechanism for this reaction. 


OH (1) Hg(OAc), O 
———_—_—> 
(2) NaBH, 


(b) Predict the product of formula C;H,;BrO from the reaction of this same unsaturated alcohol with bromine. Propose a 
mechanism to support your prediction. 
8-71 A graduate student attempted to form the iodohydrin of the alkene shown below. Her analysis of the products showed a 
good yield of an unexpected product. Propose a mechanism to explain the formation of this product. 


0 O 
0 O 
lL O 
ww 
I 


side view 


8-72 Propose a mechanism for reaction of the first three propylene units in the polymerization of propylene in the presence of a 


peroxide. 
ioe 
—_ ROOR 
e H),C—CHCH high pressure 7 i C 
propylene 
H CHsg a 
polypropylene 


*8-73 | When styrene (vinylbenzene) is commercially polymerized, about 1—3% of 1,4-divinylbenzene is often added to the 
styrene. The incorporation of some divinylbenzene gives a polymer with more strength and better resistance to organic 
solvents. Explain how a very small amount of divinylbenzene has a marked effect on the properties of the polymer. 

8-74 = The cationic polymerization of isobutylene (2-methylpropene) is shown in Section 8-16A. Isobutylene is often polymer- 
ized under free-radical conditions. Propose a mechanism for the free-radical polymerization of isobutylene. 

8-75 Ozonolysis can be applied selectively to different types of carbon-carbon double bonds. The compound shown below 
contains two vinyl ether double bonds, which are electron-rich because of the electron-donating alkoxy groups. Ozone 
reacts more quickly with electron-rich double bonds and more slowly with hindered double bonds. At —78 °C, this com- 
pound quickly adds two equivalents of ozone. Immediate reduction of the ozonide gives a good yield of a single product. 
Show the expected ozonolyis product, and label the functional groups produced, some of which are not typical from 
ozonolysis of simple alkenes. 


H;CO OCH; 1) excess O3 
— 718 °C 
—_— 
2) (CH3)2S 
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8-76 Propose mechanisms to explain the opposite regiochemistry observed in the following two reactions. 


[ =~ - eee : 
T 


SCH, 


SCH, 
CL > + HBr M-> 
Br 


*8-77 An inexperienced graduate student treated dec-5-ene with borane in THF, placed the flask in a refrigerator, and left for a 
party. When he returned from the party, he discovered that the refrigerator was broken and that it had gotten quite warm 
inside. Although all the THF had evaporated from the flask, he treated the residue with basic hydrogen peroxide. To 
his surprise, he recovered a fair yield of decan-1-ol. Use a mechanism to show how this reaction might have occurred. 
(Hint: The addition of BH; is reversible.) 

*8-78 | We have seen many examples where halogens add to alkenes with anti stereochemistry via the halonium ion mechanism. 
However, when 1-phenylcyclohexene reacts with chlorine in carbon tetrachloride, a mixture of the cis and trans isomers of 
the product is recovered. Propose a mechanism, and explain this lack of stereospecificity. 


Ph _ gh 
Cl, —=Ph —=Cl 
od + 
CCl, = H Lt FH 
cl fol 
1-phenylcyclohexene cis- and trans- 


1,2-dichloro-1-phenylcyclohexane 


8-79 The bulky borane 9-BBN was developed to enhance the selectivity of hydroboration. In this example, 9-BBN adds to the 
less hindered carbon with 99.3% regioselectivity, compared with only 57% for diborane. 


9-BBN 


99.3% this isomer 


(a) Show the two organic products generated when the trialkylborane is oxidized with H2O2/NaOH. 
(b) 9-BBN is synthesized by adding BH; across a symmetric, cyclic diene. What is the structure of the diene? 


e Alkynes 


Goals for Chapter 9 


11 Draw and name alkynes and their 
derivatives. 


2 Show how to synthesize alkynes 
by eliminations from alkyl halides 

and by the additions and substitu- 
tions of acetylide ions. 


3 Predict the products of the 
reactions of alkynes, including the 
orientation of the reaction (regio- 
chemistry) and the stereochemistry. 


4 Propose mechanisms to explain 
the observed products of alkyne 
reactions. 


5 Use retrosynthetic analysis to solve 
multistep synthesis problems with 
alkynes as reagents, intermediates, 
or products. 


> The harlequin poison frog 
(Dendrobates histrionicus) protects 
itself from attack by secreting a fluid 
containing the alkaloid histrionicotoxin 
from glands in its back. Histrionicotoxin 
has a unique structure with a spirocyclic 
center and two cis-enyne side chains 
that are not found in any other natural 
products. It is not known whether the 
frog synthesizes histrionicotoxin itself or 
accumulates it from its diet. 
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Ss 


HN | 


histrionicotoxin 


9-1 Introduction 


Alkynes are hydrocarbons that contain carbon-carbon triple bonds. Alkynes are also 
called acetylenes because they are derivatives of acetylene, the simplest alkyne. 


acetylene ethylacetylene dimethylacetylene 
ethyne but-1-yne but-2-yne 


The chemistry of the carbon-carbon triple bond is similar to that of the double 
bond. In this chapter, we see that alkynes undergo most of the same reactions as alkenes, 
especially the additions and the oxidations. We also consider reactions that are specific 
to alkynes: some that depend on the unique characteristics of the C=C triple bond, and 
others that depend on the unusual acidity of the acetylenic =C— H bond. 

A triple bond gives an alkyne four fewer hydrogens than the corresponding alkane. 
Its molecular formula is like that of a molecule with two double bonds: C,,H>, _ >. 
Therefore, the triple bond contributes two elements of unsaturation (eu) (Section 7-3). 


nae H H 
ae ee C=C H—C=C—_H 
H. H H H 
ethane, C,H, ethene, C,H, ethyne, C,H, 
0 eu, C,Hant2 leu, C,H; 2 eu, C,A2n—2 


9-2. Nomenclature of Alkynes 


Alkynes are not as common in nature as alkenes, but some plants and insects use 
alkynes to protect themselves against disease or predators. Some interesting examples 
are shown: 


¢ Cicutoxin is a toxic compound found in poisonous water hemlock. 


¢ A substituted panaxytriol, a diacetylenic compound found in ginseng, may 
alleviate the side effects of cancer chemotherapy. 


¢ Soldier beetles secrete DHMA to ward off predators and pathogens. 


¢ Capillin is used by a plant found near the Red Sea to protect itself against fungal 
diseases. 


¢ Parsalmide is used as an analgesic. 

¢ Ethynyl estradiol, a synthetic female hormone, is a common ingredient in birth 
control pills. 

¢ Dynemicin A is an antibacterial compound that is also being tested as an anti- 
tumor agent. 


HOCH, CH,CH,—C=C—C=C—CH=CH—CH=CH—CH=CH Coes 


cicutoxin OH 


O 
| = a 
HO 
panaxytriol 8Z-dihydromatricaria acid (DHMA) 
Za 
1 
cH—cec—cmc—t{ 
capillin 
| 
C—NH(CH>)3CH3 
OCH,C=CH 
H,N OH O OH 
parsalmide ethynyl estradiol dynemicin A 
PROBLEM 9-1 


(a) Count the elements of unsaturation in cicutoxin, capillin, and panaxytriol. 
(b) Draw structural formulas of at least two alkynes of each molecular formula. 
(1) CsHg (2) CgHio (3) CoH). 


9-2 Nomenclature of Alkynes 


IUPAC Names The IUPAC nomenclature for alkynes is similar to that for alkenes. 
We find the longest continuous chain of carbon atoms that includes the triple bond and 
change the -ane ending of the parent alkane to —yne. The chain is numbered from the 
end closest to the triple bond, and the position of the triple bond is designated by its 
lower-numbered carbon atom. Substituents are given numbers to indicate their locations. 
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H—C=C—H CH,—-C=C—H CH,—C=C—CH, 


old IUPAC name: ethyne 

new IUPAC name: ethyne 
(acetylene) 

old IUPAC name: 

new IUPAC name: 

TABLE 9-1 Priority of Functional 


Groups in Naming Organic 
Compounds 


acids (highest) 


esters 


aldehydes 


ketones 


alcohols 


amines 


alkenes, alkynes 


alkanes 


ethers 


alkyl halides (lowest) 


PROBLEM-SOLVING HINT 


The nomenclature of alkynes 


is reviewed in Appendix 5, the 


Summary of Organic Nomenclature. 


CH, Br 


| | 

CH,— CH— C=C— CH,— CH— CH, 
6-bromo-2-methy]-3-heptyne 
6-bromo-2-methylhept-3-yne 


2-butyne 
but-2-yne 


propyne 
propyne 


When additional functional groups are present, the suffixes are combined to 
produce the compound names of the alkenynes (a double bond and a triple bond), 
alkynols (a triple bond and an alcohol), etc. The new IUPAC system (placing the 
number right before the group) helps to clarify these names. The IUPAC rules give 
alcohols higher priority than alkenes or alkynes (which are given equal priority), so 
the numbering begins at the end closer to an alcohol. The priorities of functional 
groups in naming organic compounds are listed in Table 9-1. If the double bond and 
the triple bond are equidistant from the ends of the chain, number the chain so that 
the double bond receives a lower number than the triple bond (because “ene” comes 
before “yne” in the alphabet). 


ae a CH, a C=C—H CH —=CH—CH,—C=CH 


CH, OH 
2-methyl-1-penten-3-yne 3-butyn-2-ol 1-penten-4-yne 
2-methylpent-1-en-3-yne but-3-yn-2-ol pent-1-en-4-yne 


Common Names The common names of alkynes describe them as derivatives of 
acetylene. Most alkynes can be named as a molecule of acetylene with one or two 
alkyl substituents. This nomenclature is like the common nomenclature for ethers, 
where we name the two alkyl groups bonded to oxygen. 


H—C}C—H R—C=C—H R—C=C—R' 
acetylene an alkylacetylene a dialkylacetylene 
CH,—C=C—H Ph—C=C—H CH;—C=C—CH,CH,; 
methylacetylene phenylacetylene ethylmethylacetylene 
(CH;),;CH—C=C—CH(CH;)) Ph—C=C—Ph  H—C=C—CH,OH 
diisopropylacetylene diphenylacetylene hydroxymethylacetylene 


(propargyl alcohol) 


Many of an alkyne’s chemical properties depend on whether there is an acetylenic 
hydrogen (H—C==C), that is, whether the triple bond comes at the end of a carbon 
chain. Such an alkyne is called a terminal alkyne or a terminal acetylene. If the triple 
bond is located somewhere other than the end of the carbon chain, the alkyne is called 
an internal alkyne or an internal acetylene. 


acetylenic hydrogen 


H}-C=C—CH,CH, 


but-1-yne, a terminal alkyne 


(no acetylenic hydrogen) 


CH,—C=C—CH, 


but-2-yne, an internal alkyne 


PROBLEM 9-2 


For each molecular formula, draw all the isomeric alkynes, and give their IUPAC names. 
Circle the acetylenic hydrogen of each terminal alkyne. 
(a) CsHg (three isomers) (b) CeHjo (seven isomers) 


9-4 Commercial Importance of Alkynes 


9-3 Physical Properties of Alkynes 


The physical properties of alkynes (Table 9-2) are similar to those of alkanes and 
alkenes of similar molecular weights. Alkynes are relatively nonpolar and nearly insol- 
uble in water. They are quite soluble in most organic solvents, including acetone, ether, 
methylene chloride, chloroform, and alcohols. Many alkynes have characteristic, mildly 
offensive odors. Ethyne, propyne, and the butynes are gases at room temperature, just 
like the corresponding alkanes and alkenes. In fact, the boiling points of alkynes are 
nearly the same as those of alkanes and alkenes with similar carbon skeletons. 


TABLE 9-2 Physical Properties of Selected Alkynes 


Density 
Name Structure mp (°C) bp (°C) (g/ cm?) 
ethyne (acetylene) H—C=C—H —82 —84 0.62 
propyne H— C=C— CH; —101 =23 0.67 
but-1-yne H—C=C— CH,CH, —126 8 0.67 
but-2-yne CH; — C=C— CH; =32 27 0.69 
pent-1-yne H— C=C— CH,CH,CH; —90 40 0.70 
pent-2-yne CH; —C==C— CH,CH, =i101 55 0.71 
3-methylbut- 1-yne CH; — CH(CH3)— C==C—H 28 0.67 
hex-1-yne H— C=C— (CH,)3— CH; =132 71 0.72 
hex-2-yne CH; — C=C— CH,CH,CH,; =90 84 0.73 
hex-3-yne CH3;CH, — C==C— CH,CH; —101 82 0.73 
3,3-dimethylbut-1-yne (CH;)3C —C==C—H =81 38 0.67 
hept-1-yne H— C= C— (CH)4CH3 —81 100 0.73 
oct-1-yne H— C=C— (CH,),CH; =)9 125 0.75 
non-1-yne H— C= C— (CH))6CH3 —50 151 0.76 
dec-1-yne H— C= C— (CH)),CH; = 36 174 0.77 


9-4 Commercial Importance of Alkynes 


Of the alkynes that are used commercially, acetylene is used in much greater amounts 
than all of the other alkynes combined: about 5 million tons per year. Acetylene is 
used both as the fuel for the oxyacetylene welding torch and as an important industrial 
feedstock for making other compounds. 


9-4A Uses of Acetylene and Methylacetylene 


Acetylene is a colorless, foul-smelling gas that burns in air with a yellow, sooty flame. 
When the flame is supplied with pure oxygen, however, the color turns to light blue, and 
the flame temperature increases dramatically. A comparison of the heat of combustion 
for acetylene with those of ethene and ethane shows why this gas makes an excellent 
fuel for a high-temperature flame. 


CH,CH, + 70, —~> 2C0,+3H,0 AH® = —1561 kJ (—373 kcal) 
— 1561 kJ divided by 5 moles of products = —312 kJ/mol of products 
(—75 kcal/mol of products) 


H,C=CH, + 30, — > 2C0,+2H,O0 AH* = —1410kJ (—337 kcal) 
—1410 kJ divided by 4 moles of products = —352 kJ/mol of products 
(—84 kcal/mol of products) 


(continued) 
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An oxygen-acetylene flame is hot 
enough to melt steel for welding. 
A cutting torch uses an extra jet of 
oxygen to burn away hot steel. 


HC=CH + 30, —> 2C0O,+1H,O AH? = —1326kJ (—317 kcal) 
— 1326 kJ divided by 3 moles of products = —442 kJ/mol of products 
(—106 kcal/mol of products) 


If we were simply heating a house by burning one of these fuels, we might choose 
ethane as our fuel because it produces the most heat per mole of gas consumed. In 
the welding torch, we want the highest possible temperature of the gaseous products. 
The heat of reaction must raise the temperature of the products to the flame tempera- 
ture. Roughly speaking, the increase in temperature of the products is proportional to 
the heat given off per mole of products formed. This rise in temperature is largest with 
acetylene, which gives off the most heat per mole of products. The oxyacetylene flame 
reaches temperatures as high as 3500 °C. 

When acetylene was first used for welding, it was considered a dangerous, explo- 
sive gas. Acetylene is thermodynamically unstable. When the compressed gas is 
subjected to thermal or mechanical shock, it decomposes to its elements, releasing 
234 kJ (56 kcal) of energy per mole. This initial decomposition often splits the con- 
tainer, allowing the products (hydrogen and finely divided carbon) to burn in the air. 


H—C=C—-H —> 2C + Hp AH° = -234kj/mol (-56 kcal/mol) 


5 
2C + H, 2s 2C0, + HO AH®=~-1090 kj/mol (-261 kcal/mol) 


Acetylene is safely stored and handled in cylinders that are filled with crushed 
firebrick wet with acetone. Acetylene dissolves freely in acetone, and the dissolved 
gas is not so prone to decomposition. Firebrick helps to control the decomposition by 
minimizing the free volume of the cylinder, cooling and controlling any decomposition 
before it gets out of control. 

Methylacetylene also is used in welding torches. Methylacetylene does not decom- 
pose as easily as acetylene, and it burns better in air (as opposed to pure oxygen). 
Methylacetylene is well suited for household soldering and brazing that requires 
higher temperatures than propane torches can reach. The industrial synthesis of meth- 
ylacetylene gives a mixture with its isomer, propadiene (allene). This mixture is sold 
commercially under the name MAPP® gas (MethylAcetylene-ProPadiene). 


CH, —C=C—H H,C=C=CH, 


methylacetylene propadiene (allene) 


9-4B Manufacture of Acetylene 


Acetylene, one of the cheapest organic chemicals, is made from coal or from natural 
gas. The synthesis from coal involves heating lime and coke (roasted coal) in an electric 
furnace to produce calcium carbide. Addition of water to calcium carbide produces 
acetylene and hydrated lime. 


electric furnace, 2500 °C 


20: & CxO - aes & ico 

coke lime calcium carbide 

CaC, + 2 H,O > H—C=C—H + Ca(OH)» 
acetylene hydrated lime 


This second reaction once served as a light source in coal mines until battery- 
powered lights became available. A miner’s lamp works by allowing water to drip slowly 
onto some calcium carbide. Acetylene is generated, feeding a small flame where the gas 
burns in air with a yellow flickering light. Unfortunately, this flame ignites the methane 
gas commonly found in coal seams, causing explosions. Battery-powered miner’s lamps 
have replaced carbide lamps in most mines, although some cave explorers still prefer 
carbide lamps because of their reliability and their usefulness as hand warmers. 


9-5 


The synthesis of acetylene from natural gas is a simple process. Natural gas consists 
mostly of methane, which forms acetylene when it is heated for a very short period of time. 
1500 °C 


2 CH, > H—-C=C—H + 3H) 
0.01 sec 


Although this reaction is endothermic, there are twice as many moles of products as 
reactants. The increase in the number of moles results in an increase in entropy, and 
the (—TAS) term in the free energy (AG = AH — TAS) predominates at this high 
temperature. 


PROBLEM 9-3 


What reaction would acetylene likely undergo if it were kept at 1500 °C for too long? 


9-5 Electronic Structure of Alkynes 


In Section 1-15, we studied the electronic structure of a triple bond. Let’s review this 
structure, using acetylene as the example. The Lewis structure of acetylene shows three 
pairs of electrons in the region between the carbon nuclei: 


HC::C:H 


Each carbon atom is bonded to two other atoms, and there are no nonbonding valence 
electrons. Each carbon atom needs two hybrid orbitals to form the sigma bond frame- 
work. Hybridization of the s orbital with one p orbital gives two hybrid orbitals, directed 
180° apart, for each carbon atom. Overlap of these sp hybrid orbitals with each other 
and with the hydrogen s orbitals gives the sigma bond framework. Experimental results 
have confirmed this linear (180°) structure. 
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A miner's carbide lamp. Water in the 
upper chamber slowly drips onto 
calcium carbide in the lower chamber, 
generating acetylene. 


H C C 


Two pi bonds result from overlap of the two remaining unhybridized p orbitals on 
each carbon atom. These orbitals overlap at right angles to each other, forming one pi 
bond with electron density above and below the C —C sigma bond, and the other with 
electron density in front and in back of the sigma bond. The shape of these pi bonds is 
such that they blend to form a cylinder of electron density encircling the sigma bond 
between the two carbon atoms (Figure 9-1). 


overlap of p orbitals cylinder of electron density 


EPM of acetylene 


FIGURE 9-1 Bonding in acetylene. The C=C triple bond consists of a central sigma bond (formed by overlap of two sp hybrid orbitals 
on the carbon atoms) plus two pi bonds formed by overlap of the remaining two p orbitals on each carbon. A calculation shows that the 


two pi bonds add to form a cylinder of electron density surrounding the sigma bond. 
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The carbon-carbon bond length in acetylene is 1.20 A, and each carbon—hydrogen 
bond is 1.06 A. Both bonds are shorter than the corresponding bonds in ethane and 
in ethene. 


H 154A 133A 1.20 A 
Sc—cz eer H7-C=C—H 
H \"H H H 
\ i 
1.09 A 1.08 A 1.06 A 
ethane ethene ethyne 


The triple bond is relatively short because of the attractive overlap of three bond- 
ing pairs of electrons and the high s character of the sp hybrid orbitals. The sp hybrid 
orbitals are about one-half s character (as opposed to one-third s character of sp” 
hybrids and one-fourth of sp* hybrids), using more of the closer, tightly held s orbital. 
The sp hybrid orbitals also account for the slightly shorter C—H bonds in acetylene 
compared with ethylene. 


9-6 Acidity of Alkynes; Formation of Acetylide lons 


Terminal alkynes are much more acidic than other hydrocarbons. Removal of an acety- 
lenic proton forms an acetylide ion, which plays a central role in alkyne chemistry. 

The acidity of an acetylenic hydrogen stems from the nature of the sp 
hybrid ==C—H bond. Table 9-3 shows how the acidity of a C—H bond var- 
ies with its hybridization, increasing with the increasing s character of the orbitals: 
sp? < sp’ < sp. (Recall that a smaller value of pK, corresponds to a stronger acid.) 
The acetylenic proton is about 10° times more acidic than a vinyl proton. 

Abstraction of an acetylenic proton gives a carbanion that has the lone pair of 
electrons in the sp hybrid orbital. Electrons in this orbital are close to the nucleus, and 
there is less charge separation than in carbanions with the lone pair in sp” or sp* hybrid 
orbitals. Ammonia and alcohols are included for comparison; note that acetylene can 
be deprotonated by the amide (NH,) ion, but not by an alkoxide ion ( OR). 

Very strong bases (such as sodium amide, NaNH,) deprotonate terminal acetylenes 
to form carbanions called acetylide ions (or alkynide ions). Hydroxide ion and alk- 
oxide ions are not strong enough bases to deprotonate alkynes. Internal alkynes do not 
have acetylenic protons, so they do not react. 


TABLE 9-3 
Compound Conjugate Base Hybridization s Character pK, 
H H H H 
| | | | weakest 
an a ih ih ad sp 25% 50 ang 
H H H H 
H ~N a H H SS y_] 
go. sO, sp 33% 44 
H H H H 
*=NH3 ee NH, (ammonia) 36 
H—C=C—H H—C=c@ sp 50% 25 
R—OH R—O:" (alcohols) 16-18 aa 


acid 


9-6 Acidity of Alkynes; Formation of Acetylide lons 


acidic (aie) 


CH,CH,—C=C—H + a eel “NH, —>  CH,CH,—C=C:- Nat + NH, 


but-1-yne, a terminal alkyne sodium afi sodium butynide pK, = 36 
pK, = 25 
( )-omc=u +  NaNH, => (cmc Nat + NH, 
cyclohexylacetylene sodium amide sodium cyclohexylacetylide pK, = 36 
pK, = 25 
NaNH, : 
CH, —C=C— CH, —— > no reaction 


(no acetylenic proton) 
but-2-yne, an internal alkyne 


Sodium amide (Na* ~:NH,) is frequently used as the base in forming acetylide 
salts. The amide ion ("NH,) is the conjugate base of ammonia, a compound that is itself 
a base. Ammonia is also a very weak acid, however, with K, = 10° (pK, = 36). One 
of its hydrogens can be reduced by sodium metal to give the sodium salt of the amide 
ion, a very strong conjugate base. 


H H 


| Fe3+ 1 | 
H-N-H + Na ——"“. Nat-N—-H + 1H} 


ammonia sodium amide 
(‘‘sodamide’’) 
R—C=C—H + Nat “NH, —_ R—C=C:— Nat + ?NH, 


a sodium acetylide 


Acetylide ions are strong nucleophiles. In fact, one of the best methods for synthe- 
sizing substituted alkynes is a nucleophilic attack by an acetylide ion on an unhindered 
alkyl halide. We consider this displacement reaction in detail in Section 9-7A. 


, 
CH,CH,—C=C* Nat+ HC<] — CH,CH,—C=C—CH, + Nal 


4 > 
PROBLEM 9-4 

The boiling points of hex-1-ene (64 °C) and hex-1-yne (71 °C) are sufficiently close that it 

is difficult to achieve a clean separation by distillation. Show how you might use the acidity 

of hex-1-yne to remove the last trace of it from a sample of hex-1-ene. 


( > 
PROBLEM 9-5 
Predict the products of the following acid-base reactions, or indicate if no significant reac- 
tion would take place. 
(a) H—C=C—H + NaNH, (b) H—C=C—H + CHLi 
(c) H—C=C—H + NaOCH; (d) H—C=C—H + NaOH 
(e) H—C=C: Na* + CH,;OH (f) H—C=C:" Na’ + H,O 
(g) H—C=C: Na’ + HHC—CH, (h) H,}C=CH, + NaNH, 
w CH;0H + NaNH, J 
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9-7 Synthesis of Alkynes from Acetylides 


Two different approaches are commonly used for the synthesis of alkynes. In the first, 
an appropriate electrophile undergoes nucleophilic attack by an acetylide ion. The 
electrophile may be an unhindered primary alkyl! halide (undergoes Sy2), or it may be 
a carbonyl compound (undergoes addition to give an alcohol). Either reaction joins two 
fragments and gives a product with a lengthened carbon skeleton. This approach is used 
in many laboratory syntheses of alkynes. 

The second approach forms the triple bond by a double dehydrohalogenation of a 
dihalide. This reaction does not enlarge the carbon skeleton. Isomerization of the triple 
bond may occur (see Section 9-8), so dehydrohalogenation is useful only when the 
desired product has the triple bond in a thermodynamically favored position. 


9-7A Alkylation of Acetylide lons 

An acetylide ion is a strong base and a powerful nucleophile. It can displace a halide 
ion from a suitable substrate, giving a substituted acetylene. 

PROBLEM-SOLVING HINT a, 
Alkylation of acetylide ions is an R—C=C: + R’ 
excellent way of lengthening a 


xX SN? RCC R’ - 
O = 


(R’—X must be a primary alkyl halide) 


carbon chain. The triple bond can 
later be reduced (to an alkane or an If this Sy2 reaction is to produce a good yield, the alkyl halide must be an excellent Sy2 
alkene) if needed. substrate: It must be methyl] or primary, with no bulky substituents or branches close to 

the reaction center. In the following examples, acetylide ions displace primary halides 


to form elongated alkynes. 


H—C=C:- Nat + CH,CH,CH,CH,—Br > = H—C==C—CH,CH,CH,CH, + NaBr 
sodium acetylide 1-bromobutane hex-1-yne 
(butylacetylene) 
(75%) 
(1) NaNH, 
=C— > =C— 
C=C—H (2) ethyl bromide c= CH,CH; 
ethynylcyclohexane 1-cyclohexylbut-1-yne 
(cyclohexylacetylene) (ethylcyclohexylacetylene) 
(70%) 


If the back-side approach is hindered, the acetylide ion may abstract a proton, giving 
elimination by the E2 mechanism. 


ia 
E2 
CH,CH,—C=C:- + H,C—CH—CH, —> CH,CH,—C=C—H + H,C=CH—CH, + Br 
butynide ion isopropy! bromide but-1-yne propene 


e 
SOLVED PROBLEM 9-1 
Show how to synthesize dec-3-yne from acetylene and any necessary alkyl halides. 
SOLUTION 


Another name for dec-3-yne is ethyl n-hexy] acetylene. It can be made by adding an ethyl group and a hexyl group to acetylene. This 
can be done in either order. We begin by adding the hexyl group. 


-_ (1) NaNH) = 
H—C=C—H (2) CH,(CH,)<Br - CH3(CH,)5 —C=C—H 
acetylene oct-l-yne 
= (1) NaNH) _ 
CH3(CH))5 Cc=C—H (2) CH,CH,Br > CH3(CH))5 —C=C—CH,CH3 
oct-1-yne dec-3-yne 


9-7 Synthesis of Alkynes from Acetylides 


PROBLEM 9-6 


Solved Problem 9-1 showed the synthesis of dec-3-yne by adding the hexyl group 
first, then the ethyl group. Show the reagents and intermediates involved in the other order 
of synthesis of dec-3-yne, by adding the ethyl group first and the hexyl group last. 


9-7B Addition of Acetylide lons to Carbonyl Groups 


Like other carbanions, acetylide ions are strong nucleophiles and strong bases. In 
addition to displacing halide ions in Sy2 reactions, they can add to carbonyl (C=O) 
groups. Figure 9-2 shows the structure of the carbonyl group. Because oxygen is more 
electronegative than carbon, the C—O double bond is polarized. The oxygen atom has a 
partial negative charge balanced by an equal amount of positive charge on the carbon atom. 

The positively charged carbon is electrophilic; attack by a nucleophile places a 
negative charge on the electronegative oxygen atom. 


ll ae 
Be ee 


— 


alkoxide ion 


The product of this nucleophilic attack is an alkoxide ion, a strong base. (An alkoxide 
ion is the conjugate base of an alcohol, a weak acid.) Addition of water or a dilute acid 
protonates the alkoxide to give the alcohol. 


( > 
PROBLEM 9-7 
Show how you might synthesize the following compounds, using acetylene and any suitable 
alkyl halides as your starting materials. If the compound given cannot be synthesized by this 
method, explain why. 
(a) hex-1-yne (b) hex-2-yne 
(c) hex-3-yne (d) 4-methylhex-2-yne 

©) 5-methylhex-2-yne (f) cyclodecyne J 
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Application: Drugs 


The addition of an acetylide ion to a 
carbonyl group is used in the synthesis 
of ethchlorvynol, a drug used to cause 
drowsiness and induce sleep. 
Ethchlorvynol is relatively nonpolar, 
enhancing its distribution into the fatty 
tissue of the central nervous system. 


‘i 
ee ee 


C 
H~ SCHCI 


ethchlorvynol 


PROBLEM-SOLVING HINT 


Numbers (1), (2), (3), etc. are used 
to show a sequence of separate 
reactions over a single arrow. If the 


numbers were omitted, it would 
incorrectly imply mixing all these 


Nuc—C—O: ae =H . ‘QOH reagents together, rather than 
| | adding them in separate steps. 
alkoxide (or H,O*) 
Rin, 8 8, 
“C=O. 
w=2.4D 


FIGURE 9-2. The C=O double bond of a carbonyl group resembles the C==C double bond 
of an alkene; however, the carbonyl double bond is strongly polarized. The oxygen atom bears a 
partial negative charge, and the carbon atom bears a partial positive charge. 
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An acetylide ion can serve as the nucleophile in this addition to a carbonyl] group. 
The acetylide ion adds to the carbony! group to form an alkoxide ion. Addition of dilute 
acid (in a separate step) protonates the alkoxide to give the alcohol. 

R R : R 
c=C co —> rececter 8 Rt cec—ton 
R'=C=C: + —— 0 ‘—=—C =C —C— Oo: =C=>=C—C— 

R R 
acetylide aldehyde an acetylenic alcohol 
or ketone 


An acetylide adds to formaldehyde (H,C =O) to give (after the protonation step) 
a primary alcohol with one more carbon atom than there was in the acetylide. 


H H H 
R’—C=Cx Sc=o’ r—cec-¢-p | Bp ce bon 
—C=C: + =O! > ‘ — : —> ‘“—C=C—C— 
H H 
formaldehyde a 1° alcohol 


Example 
(1) NaNH, 
_ (2) H,C=0 _ 
CH,—C=C—H @) H,O CH,— C=C—CH,—OH 
propyne but-2-yn-1-ol (1°) 


An acetylide adds to an aldehyde to give, after protonation, a secondary alcohol. 
The two groups of the secondary alcohol are the acetylide and the alky! group that was 
bonded to the carbonyl! group of the aldehyde. 


R R R 
R—C=Cx + Sc=07 — R—C=C é > peeee é OH 
—C=C:. + =O! — — : > = 
H H 
an aldehyde a 2° alcohol 
Example 
CH; (1) NaNH, CH; Ph 
| (2) PhCHO | | 
CH. —-CH—C=C—H r" CH.—CH—C=C—CH—OH 
: (3) H,0 3 
3-methylbut-1-yne 4-methyl-1-phenylpent-2-yn-1-ol (2°) 


A ketone has two alkyl groups bonded to its carbonyl carbon atom. Addition 
of an acetylide, followed by protonation, gives a tertiary alcohol. The three alkyl 
groups bonded to the carbinol carbon atom (the carbon bearing the —OH group) 
are the acetylide and the two alkyl groups originally bonded to the carbonyl group 
in the ketone. 


R R R 
GSC Nc 0: Rr’ —C=C H O:- = R—Cc=c : OH 
=CS=C: = —_ =C=>=C— : > —C=>=C—C— 

- R R 


a ketone a 3° alcohol 
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Example 
O a OH 
Neem, cacmH 
cyclohexanone 1-ethynylcyclohexanol (3°) 


( SOLVED PROBLEM 9-2 


Show how you would synthesize the following compound, beginning with acetylene and any necessary additional reagents. 
i 


SOLUTION 


We need to add two groups to acetylene: an ethyl group and a six-carbon aldehyde (to form the secondary alcohol). If we formed the 
alcohol group first, the weakly acidic —_OH group would interfere with the alkylation by the ethyl group. Therefore, we should add 
the less reactive ethyl group first, and then add the alcohol group later in the synthesis. 

(1) NaNH; 


H—C=C—H @cHcHE «| ~—C=C—CH,CH, 


The ethyl group is not acidic, and it does not interfere with the addition of the second group: 


O OH 
: | 
ea _ CH—C=C—CH,CH;, 
H—C=C—CiLCa NaN Nat -C=C—CH,CH OL 4 
— Qeilg io 2UM3 (2) H,0* 
Ne 
(— 
PROBLEM 9-8 PROBLEM-SOLVING HINT 
Show how you would synthesize each compound, beginning with acetylene and any necessary If a synthesis requires both alkylation 
additional reagents. of an acetylide and addition to 
(a) prop-2-yn-1-ol (propargyl alcohol) (b) hept-2-yn-4-ol OH a carbonyl, add the less reactive 
H—C=C—CH,OH CH,—C=C—CH—CH,CH,CH, group first: alkylate, then add to a 
carbonyl. In general, you should add 
(c) 2-phenylbut-3-yn-2-ol (d) 3-methylhex-4-yn-3-ol reactive functional groups late in a 
‘ti OH synthesis. 
CH,—C—C==C—H SSg eat mee 
Ph CH; 
\ 
PROBLEM 9-9 


Show how you would synthesize 2-phenylhex-3-yn-2-ol, starting with acetophenone 
(PhCOCH:3) and any other reagents you need. (“2-ol” means there is an OH group on C2.) 
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FOCUS Synthesis of Alkynes from Acetylides 


Acetylide ions are anions produced by deprotonation of a terminal alkyne or acetylene using a strong base such as NaNH)p. 
Acetylide ions are strong bases and strong nucleophiles. 


Rae =C aie. NaN Rese = c sNa NEG When R = H,, the starting 


pK, = 25 a sodium acetylide pK, = 36 material is acetylene. 


1. Reaction of acetylide ions with methyl and 1° alkyl halides goes by the Sy2 mechanism. 


R—C=c-"Nat + Rox ‘ R—-C=C_—R + Nax Not for 2° and 3° R—X because 
3 R= CH; or 1° elimination competes. 


2. Addition of acetylide ions to aldehydes and ketones, followed by protonation, forms alcohols. 


H /1° 
= a H30* | we 
Ra e=Ce + pee —> = R~C=C~C~ OH makes a 1° alcohol. 


Addition of an acetylide ion to formaldehyde 


H 
formaldehyde 


Addition of an acetylide ion to any other 
aldehyde makes a 2° alcohol. 


Addition of an acetylide ion to a ketone 
makes a 3° alcohol. 


ketone 


9-8 Synthesis of Alkynes by Elimination Reactions 


In some cases, we can generate a carbon-carbon triple bond by eliminating two 
molecules of HX from a dihalide. Dehydrohalogenation of a geminal or vicinal dihalide 
gives a vinyl halide. Under strongly basic conditions, a second dehydrohalogenation 
may occur to form an alkyne. 


H Hf 


| | base H R’ base 
; =HX Sa Ae =HX _ ‘ 
TT (fast) ae (slow) og R—C=C—R 
xX xX 
a vicinal dihalide vinyl halide alkyne 
i y base F base 
Pe ae es ee ee ee 
| | R (fast) R pe =o Ny (slow) R—C=C—R 
H xX 
a geminal dihalide vinyl halide alkyne 


We have already seen (Section 7-9) many examples of dehydrohalogenation of alkyl 
halides. The second step is new, however, because it involves dehydrohalogenation 
of a vinyl halide to give an alkyne. This second dehydrohalogenation occurs only 
under extremely basic conditions—for example, fused (molten) KOH or alcoholic 
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KOH ina sealed tube, usually heated to temperatures close to 200 °C. Sodium amide 
is also used for the double dehydrohalogenation. Because the amide ion (~:NH)) is 
a much stronger base than hydroxide ion, the amide reaction takes place at a lower 
temperature. 

Using either KOH or sodium amide at these elevated temperatures implies brutal 
reaction conditions, encouraging side reactions and rearrangements. Yields are often 
poor. The following reactions are carefully chosen to form products that are not prone 
to side reactions. The KOH elimination tends to give the most stable, most highly 
substituted internal alkyne. 


ie a 
KOH (fused 
CH,—CH,—CH—CH —CH, ie? = CH, -CH,-C=C—CH, 
2,3-dibromopentane pent-2-yne (45%) 


The sodium amide elimination tends to give a terminal alkyne (where pos- 
sible) because the acetylenic hydrogen is deprotonated by the amide ion, giving 
an acetylide ion as the initial product. Protonation of the acetylide ion gives the 
terminal alkyne. 


NH H,O 
CH,CH,CH,CH,—CHC], => - CH,CH,CH,C=C: Nat —*—> _CH,CH,CH,C=CH 
1,1-dichloropentane acetylide ion pent-l-yne (55%) 
PROBLEM 9-10 PROBLEM-SOLVING HINT 


When 2,2-dibromo-1-phenylpropane is heated overnight in fused KOH at 200 °C, the major 


product is a foul-smelling compound of formula CoH. Propose a structure for this product, we 
and give a mechanism to account for its formation. fo \ 
H R’ 
KOH, dd) Nanes 
200°C 150°C 
(2) H,O 
PROBLEM 9-11 : 


most stable terminal 
internal alkyne 
alkyne 


When 2,2-dibromo-1-phenylpropane is heated overnight with sodium amide at 150 °C, the 
major product (after addition of water) is a different foul-smelling compound of formula 
CoHg. Propose a structure for this product, and give a mechanism to account for its formation. 


SUMMARY Syntheses of Alkynes 


1. Alkylation of acetylide ions (Section 9-7A) 


Sn2 
R—C=cC: + RX — R—C=C—R’ + X— R*—X must be an unhindered primary halide. 


2. Additions to carbonyl groups (Section 9-7B) 


R R R 


H,0 | 


: " I, 
R—-C=C: + Z =O; — a a orH,o*)” icc a lca 


R R’ R 


3. Double dehydrohalogenation of alkyl dihalides (Section 9-8) 


x xX H xX 


Q—C—cSR" & RCC oR fused KOH R—C=C—R’ KOH forms internal alkynes; 


| | or NaNH, NaNH, forms terminal alkynes. 


H H H xX (severe conditions) 
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CHAPTER 9 


Alkynes 


- PP vs 


R—C=C—R’ + A—B —> C=C 


9-9 Addition Reactions of Alkynes 


We have already discussed some of the most important reactions of alkynes. The 
nucleophilic attack of acetylide ions on electrophiles, for example, is one of the 
best methods for making more complicated alkynes (Section 9-7). Now we consider 
reactions that involve transformations of the carbon-carbon triple bond itself. 

Many of the reactions of alkynes are similar to the corresponding reactions of 
alkenes because both involve pi bonds between two carbon atoms. Like the pi bond 
of an alkene, the pi bonds of an alkyne are electron-rich, and they readily undergo 
addition reactions. Table 9-4 shows how the energy differences between the kinds of 
carbon-carbon bonds can be used to estimate how much energy it takes to break 
a particular bond. The bond energy of the alkyne triple bond is only about 226 kJ 
(54 kcal) more than the bond energy of an alkene double bond. This is the energy 
needed to break one of the pi bonds of an alkyne. 


TABLE 9-4 Approximate Bond Energies of Carbon-—Carbon Bonds 


Bond Total Energy Class of Bond Approximate Energy 
Cc=€ 347 kJ (83 kcal) alkane sigma bond 347 kJ (83 kcal) 
C=C 611 kJ (146 kcal) alkene pi bond 264 kJ (63 kcal) 
C=C 837 kJ (200 kcal) second alkyne pi bond 226 kJ (54 kcal) 


Reagents add across the triple bonds of alkynes just as they add across the double 
bonds of alkenes. In effect, this reaction converts a pi bond of the alkyne and a sigma bond 
of the reagent into two new sigma bonds. Because sigma bonds are generally stronger than 
pi bonds, the reaction is usually exothermic. Alkynes have two pi bonds, so up to two 
molecules can add across the triple bond, depending on the reagents and the conditions. 


B 
a ‘ 

R R’ 

We must consider the possibility of a double addition whenever a reagent adds across 


the triple bond of an alkyne. Some conditions may allow the reaction to stop after a 
single addition, while other conditions give double addition. 


9-9A Catalytic Hydrogenation to Alkanes 


In the presence of a suitable catalyst, hydrogen adds to an alkyne, reducing it to an 
alkane. For example, when either of the butyne isomers reacts with hydrogen and a 
platinum catalyst, the product is n-butane. Platinum, palladium, and nickel catalysts 
are commonly used in this reduction. 


Pt, Pd, or Ni | | 
> 


R—C=C—R’ + 2H, 
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Examples 
Pt 
H—C=C—CH,CH, + 2 H, > H CH) CH) CH,CH; 
but-1-yne butane 
(100%) 
Pt 
CH3;—C=C—CH3 + 2 Hy —__? CH3—CH,—CH,—CH3 
but-2-yne butane 
(100%) 


Catalytic hydrogenation takes place in two stages, with an alkene intermediate. 
With efficient catalysts such as platinum, palladium, or nickel, it is usually impossible 
to stop the reaction at the alkene stage. 


7m 
me 


9-9B Partial Catalytic Hydrogenation to cis Alkenes 


Hydrogenation of an alkyne can be stopped at the alkene stage by using a “poisoned” 
(partially deactivated) catalyst made by treating a good catalyst with a compound that 
makes the catalyst less effective. Lindlar’s catalyst* is a poisoned palladium catalyst, 
composed of powdered barium sulfate coated with palladium, and poisoned with quino- 
line. Nickel boride (Ni, B) is a newer alternative to Lindlar’s catalyst that is more easily 
made and often gives better yields. 


R R 
H,, Pd/BaSO, * a 
R—C=>C—R’ x > C=C 
alkyne Cr CH,OH a 
bss cis alkene 


quinoline 

(Lindlar’s catalyst) 
The partial catalytic hydrogenation of alkynes is similar to the hydrogenation of 
alkenes, and both proceed with syn stereochemistry. In catalytic hydrogenation, the face 
of a pi bond contacts the solid catalyst, and the catalyst weakens the pi bond, allowing 
two hydrogen atoms to add (Figure 9-3). This simultaneous (or nearly simultaneous) addi- 
tion of two hydrogen atoms on the same face of the alkyne ensures syn stereochemistry. 
In an internal alkyne, syn addition gives a cis product. For example, when hex-2- 

yne is hydrogenated using Lindlar’s catalyst, the product is cis-hex-2-ene. 


Lindlar’s catalyst H3C SS 


(or Ni,B) ee 


CH,—C==C—CH,CH,CH, + H, 
H H 


Herbert Lindlar (1909-2009) 
was a British-Swiss chemist who 
studied at ETH Zurich. He is best 
known for his development of the 
Lindlar catalyst, used for the ste- 
reoselective addition of hydrogen 


to alkynes to synthesize alkenes. 

As per the Lindlar catalyst formula, 
the presence of hydrogen adds two 
H atoms with syn addition geom- 
etry, giving rise to cis alkenes from 
alkynes. 


_CH,CH,CH, 


hex-2-yne cis-hex-2-ene 
: i CH,),CH 
=e Lindlar’s catalyst Sy A (CH,),CH; 
H—C==C—CH,CH,CH,CH, + H, jo) SC=CO 
H H 
hex-1-yne hex-1-ene 


*Lindlar’s catalyst was originally Pd on CaCO3, deactivated by Pb(OAc) 9. Cram and Allinger modified the 
procedure to use Pd on BaSOy, deactivated by quinoline. 
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FIGURE 9-3 Catalytic R 
hydrogenation of alkynes using 
Lindlar’s catalyst. H 


ee 


Pd (partially poisoned) 


9-9C Metal-Ammonia Reduction to trans Alkenes 


To form a trans alkene, two hydrogens must be added to the alkyne with anti stereo- 
chemistry. Sodium metal in liquid ammonia reduces alkynes with anti stereochemistry, 
so this reduction is used to convert alkynes to trans alkenes. 


R H 
R—C=C—R + Na/NH, —> = >C=CO 
H R 


alkyne trans alkene 
Example 
Na/NH, H,C UH 
CH,—C=C—(CH,),CH, § ——> SC=CO 
H (CH,),CH, 
oct-2-yne trans-oct-2-ene 
(80%) 


Ammonia (bp —33 °C) is a gas at room temperature, but it is kept liquid by using 
dry ice to cool the reaction vessel. As sodium dissolves in liquid ammonia, it gives up 
electrons, which produce a deep blue color. It is these solvated electrons that actually 
reduce the alkyne. 


NH; + Na —> NHsz-e (deep bluesolution) + Na® 


solvated electron 


The metal—ammonia reduction proceeds by addition of an electron to the alkyne 
to form a radical anion, followed by protonation to give a neutral radical. Protons are 
provided by the ammonia solvent or by an alcohol added as a cosolvent. Addition of 
another electron, followed by another proton, gives the product. 


MECHANISM 9-1 Metal-Ammonia Reduction of an Alkyne 


This mechanism involves addition of an electron, followed by a proton, then addition of a second electron, followed by a second 
proton. 


Step 1: An electron adds to the alkyne, forming a radical anion. 


So™N Rag eS) 


R—C=C_-k © C=C 
YW 


alkyne radical anion 
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Step 2: The radical anion is protonated to give a radical. 


RY B UH RY B JH 


C=C H—N: — C=C + —:N: 


vinyl radical 


Step 3: An electron adds to the radical, forming an anion. 


vinyl anion 


most stable trans 


Step 4: Protonation of the anion gives an alkene. 
RW 2 JH 


a: 
c=c Ne C= + SON 
H~ SR Lay NH e 


trans alkene 


The anti stereochemistry of the sodium—ammonia reduction appears to result from 
the greater stability of the vinyl radical in the trans configuration, where the alkyl 
groups are farther apart. An electron is added to the trans radical to give a trans vinyl 
anion, which is quickly protonated to the trans alkene. 


@ * 
PROBLEM 9-12 
Show how you would convert 
(a) oct-3-yne to cis-oct-3-ene. 
(b) pent-2-yne to trans-pent-2-ene. 
(c) cis-cyclodecene to trans-cyclodecene. 
@ but-1-yne to cis-hex-3-ene. 


J 


(— >) 
PROBLEM 9-13 
The fragrance of (Z)-1-phenylhex-2-en-1-ol resembles that of roses, with a delicate citrus 
edge. Show how you would synthesize this compound from benzaldehyde (PhCHO) and any 
other reagents you need. 

< 


J 


9-9D Addition of Halogens 


Bromine and chlorine add to alkynes just as they add to alkenes. If 1 mole of halogen adds 
to 1 mole of an alkyne, the product is a dihaloalkene. The stereochemistry of addition 
may be either syn or anti, and the products are often mixtures of cis and trans isomers. 


R xX R R 

R—C=C—R + X, — cc=cO + ScHco 

(X, = Cl, or Br,) Xx R’ x xX 
Example 

CH,(CH,); Br CH,(CH,), H 

= N Za N a 

CH,(CH,), -C=C—H + Br, — yo oe + Pen oe 
Br H Br Br 


(72%) (28%) 
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If 2 moles of halogen add to 1 mole of an alkyne, a tetrahalide results. Sometimes 
it is difficult to keep the reaction from proceeding all the way to the tetrahalide even 
when we want it to stop at the dihalide. 


x = 
R—C=C—R’ + 2X, > oR : : R’ 
(X, = Cl, or Br,) I at 
Example 
Ch ci 


| 
CH,(CH,), C=C—H + 2ClL — Ca oe 
cr Gi 


(100%) 


PROBLEM 9-14 


In the addition of just 1 mole of bromine to 1 mole of hept-1-yne, should the hept-1-yne be added 
to a bromine solution or should the bromine be added to the hept-1-yne? Explain your answer. 


9-9E Addition of Hydrogen Halides 


Hydrogen halides add across the triple bond of an alkyne in much the same way they add 
across the alkene double bond. The initial product is a vinyl halide. When a hydrogen halide 
adds to a terminal alkyne, the product has the orientation predicted by Markovnikov’s rule. 
A second molecule of HX can add, usually with the same orientation as the first. 


a 


R H HLx 


R—Cc=c—H + [Hex — : 
(HX = HCl, HBr, or HI) + 


For example, the reaction of pent-1-yne with HBr gives the Markovnikov product. In 
an internal alkyne such as pent-2-yne, however, the acetylenic carbon atoms are equally 
substituted, and a mixture of products results. 


He CH,CH,CH, 
H—C=C—CH,CH,CH, + HBr —> DC=CO 
H Br 
pent-1-yne 2-bromopent-1-ene 
(Markovnikov product) 
Br H H Br 
CH,—C=C—CH,CH, + HBr —> CH,—C=C—CH,CH, + CH,—C=C—CH,CH, 
pent-2-yne 2-bromopent-2-ene 3-bromopent-2-ene 
(E and Z isomers) (E and Z isomers) 


The mechanism is similar to the mechanism of hydrogen halide addition to alkenes. 
The short-lived vinyl cation formed in the first step is more stable with the positive 
charge on the more highly substituted carbon atom. Attack by halide ion completes 
the reaction. 


, + H oe R 
R—c=c—H + [Hx >  R—-C=CG > a pis ed 


:X: C 
alkyne “Hl j x - YH 


vinyl cation Markovnikov orientation 
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When 2 moles of a hydrogen halide add to an alkyne, the second mole usually adds 
with the same orientation as the first. This consistent orientation leads to a geminal 
dihalide. For example, a double Markovnikov addition of HBr to pent-1-yne gives 
2,2-dibromopentane. 


it 
H CH,CH,CH 
HB iia aa HB 
H—C=C—CH,CH,CH, —> ae <> = H—C—C—CH,CH,CH, 
pent-1-yne H Br | | 
H Br 
2-bromopent-1-ene 2,2-dibromopentane 


PROBLEM 9-15 


Propose a mechanism for the entire reaction of pent-1-yne with 2 moles of HBr. Show why 
Markovnikov’s rule should be observed in both the first and second additions of HBr. 


PROBLEM 9-16 


Predict the major product(s) of the following reactions: 


(a) phenylacetylene + 2 HBr (b) hex-l-yne 4 
(c) cyclooctyne + 2 HBr *(d) hex-2-yne 4 


In Section 8-3B, we saw the effect of peroxides on the addition of HBr to alkenes. 
Peroxides catalyze a free-radical chain reaction that adds HBr across the double bond 
of an alkene in the anti-Markovnikov sense. A similar reaction occurs with alkynes, 
with HBr adding with anti-Markovnikov orientation. 


H CH,CH,CH 
ROOR 
H—C=C—CH,CH,CH, + [HtBr ——> Se=c” 
pent-1-yne Br fH 
1-bromopent-1-ene 
(mixture of E and Z isomers) 


E 
PROBLEM 9-17 


Propose a mechanism for the reaction of pent-1-yne with HBr in the presence of peroxides. 
Show why anti-Markovnikov orientation results. 
N 


( PROBLEM 9-18 


Show how hex-1-yne might be converted to 


(a) 1,2-dichlorohex-l-ene. (b) 1-bromohex-1-ene. 
(c) 2-bromohex-1-ene. (d) 1,1,2,2-tetrabromohexane. 
(e) 2-bromohexane. (f) 2,2-dibromohexane. 

Ne 


9-9F Hydration of Alkynes to Ketones and Aldehydes 


Mercuric lon-Catalyzed Hydration Alkynes undergo acid-catalyzed addition of water 
across the triple bond in the presence of mercuric ion as a catalyst. A mixture of mer- 
curic sulfate in aqueous sulfuric acid is commonly used as the reagent. The hydration 
of alkynes is similar to the hydration of alkenes, and it also goes with Markovnikov 
orientation. The products are not the alcohols we might expect, however. Hydration 
of an alkyne initially gives a vinyl alcohol that cannot be isolated, because it quickly 
rearranges to a ketone as described below. 
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R—C=C—H + H,O 
alkyne 


H 
aus “Neacc"| 3 ee 
H,SO ao a Za 

an Hi H O | 
H 
a vinyl alcohol (enol) ketone 


Electrophilic addition of mercuric ion gives a vinyl cation, which reacts with water 
and loses a proton to give an organomercurial alcohol. 


"> HO: 
2 a H—oO? H HOW UH 
R oho Bet, R C=c7 pa ee SCC" ————-> ea + H,0* 
N a “XN R Hgt 
alkyne Hgt R Hgt g 


vinyl cation 


organomercurial alcohol 


Under the acidic reaction conditions, mercury is replaced by hydrogen to give a vinyl 
alcohol, called an enol. 


HO: H ™, {HO | HOD) | HO: H 

ed Nee dy Sl. Ni ee 
C=C — C=C=n. == CeC—H C=C. | + Hg’* So} 
yo fo | a / 

R Hg* Rot R R H 


organomercurial alcohol 


Application: Biochemistry 


A number of biological reactions involve 
the formation of an enol. Researchers are 
focusing on ways to use these reactions 
for therapeutic purposes. Several inves- 
tigators have synthesized stable enols by 
placing bulky substituents around the 
double bond. 


PROBLEM-SOLVING HINT 


To move a proton (as in a tautomer- 


ism) under acidic conditions, try add- 
ing a proton in the new position, then 
removing it from the old position. 


resonance-stabilized intermediate vinyl alcohol 


(enol) 


Enols tend to be unstable and isomerize to the ketone form. As shown next, this 
isomerization involves the shift of a proton and a double bond. The (boxed) hydroxy 
proton is lost, and a proton is regained at the methyl! position, while the pi bond shifts 
from the C=C position to the C=O position. This type of rapid equilibrium is called 
a tautomerism. The one shown is the keto—enol tautomerism, which is covered in 
more detail in Chapter 22. In general, a C—O double bond is more stable than a C=C 
double bond, so the keto form usually predominates. 


| 

Cc 
o~ Sem 
H 


enol keto 


keto—enol tautomerism 


In acidic solution, the keto—enol tautomerism takes place by addition of a proton to the 
adjacent carbon atom, followed by loss of the hydroxy proton from oxygen. 
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MECHANISM 9-2 Acid-Catalyzed Keto-Enol Tautomerism 


Under acidic conditions, the proton first adds at its new position on the adjacent carbon atom, and then is removed from its old 
position in the hydroxy group. 


Step 1: Addition of a proton at the methylene group. 


resonance-stabilized intermediate 


R 


| | 

“XN “N 

me Zo 
H 


ae l 


HL-O 


H 


resonance-stabilized intermediate keto form 


For example, the mercuric-catalyzed hydration of but-1-yne gives but-1-en-2-ol as an 
intermediate. In the acidic solution, the intermediate quickly equilibrates to its more 
stable keto tautomer, butan-2-one. 


H 
HgSO, i: a _-CH,CH, Ht | _CH,CH, 


=— H=— Cw 


H—C=C—CH,CH, + H,O "HS0," Ho ~~ A “a 
H 


O 


but-1-yne but-1-en-2-ol butan-2-one 


PROBLEM 9-19 


When pent-2-yne reacts with mercuric sulfate in dilute sulfuric acid, the product is a mixture 
of two ketones. Give the structures of these products, and use mechanisms to show how they 
are formed. 


Hydroboration—-Oxidation In Section 8-7, we saw that hydroboration—oxidation adds 
water across the double bonds of alkenes with anti-Markovnikov orientation. A similar 
reaction takes place with alkynes, except that a hindered dialkylborane must be used 
to prevent addition of two molecules of borane across the triple bond. Di(secondary 
isoamyl)borane, called “‘disiamylborane,” adds to the triple bond only once to give a 
vinylborane. (Amyl is an older common name for pentyl.) In a terminal alkyne, the 
boron atom bonds to the terminal carbon atom. 


R H H,C 
: BS a ; oS 
R—C=C—-H + Sia,BH —_ C=C Sia = CH—CH— 
“ VA NO. 7 
terminal alkyne disiamylborane H BSia, H,C CH 
3 


a vinylborane “sec-isoamyl”’ or “siamyl” 
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Oxidation of the vinylborane (using basic hydrogen peroxide) gives a vinyl alco- 
hol (enol), resulting from anti-Markovnikov addition of water across the triple bond. 
This enol quickly tautomerizes to its more stable carbonyl (keto) form. In the case of a 
terminal alkyne, the keto product is an aldehyde. This sequence is an excellent method 
for converting terminal alkynes to aldehydes. 


R H R H 7 RH 
Sc=c% ict \c=ac% Sou ‘ Cc 
— ———xr — — 
eA %& ; NaOH V4 \ = l N 
H BSia, H O—H H O 
vinylborane unstable enol form aldehyde 


Under basic conditions, the keto—enol tautomerism operates by a different mecha- 
nism than it does in acid. In base, the proton is first removed from its old position in the 
OH group, and then replaced on carbon. In acid, the proton was first added on carbon, 
and then removed from the hydroxy group. 


MECHANISM 9-3 Base-Catalyzed Keto-Enol Tautomerism 


Under basic conditions, the proton is first removed from its old position in the enol, and 
then replaced in its new position on the adjacent carbon atom of the ketone or aldehyde. 


Step 1: Loss of the hydroxy proton. 


PROBLEM-SOLVING HINT 


H 
To move a proton (as in a R H 
tautomerism) under basic \ 7 \ 7 eee 


conditions, try removing the ——* H—-C—C 


proton from its old position, then ‘0: :O: I 


adding it to the new position. stabilized “enolate” ion keto form 


Hydroboration of hex-1-yne, for example, gives the vinylborane with boron on the less 
highly substituted carbon. Oxidation of this intermediate gives an enol that quickly 
tautomerizes to hexanal. 


CHS(CHD), A 
CH,(CH,), -C=C—H + SiaBH — C=¢ 


hex-1-yne ri Sy Sia, 


a vinylborane 


CH,(CH;); H CH,(CH,), H CH,CH,CH,CH, yy 
Ne a H,0, ee ~OH H-c—c 
go NaOH yoo — | N 
H BSia, H O—-H H O 
vinylborane enol hexanal 


(65%) 


{ PROBLEM 9-20 


The hydroboration—oxidation of internal alkynes produces ketones. 

(a) When hydroboration—oxidation is applied to but-2-yne, a single pure product is 
obtained. Determine the structure of this product, and show the intermediates in its 
formation. 

(b) When hydroboration—oxidation is applied to pent-2-yne, two products are obtained. 
Show why a mixture of products should be expected with any unsymmetrical 


internal alkyne. 
\ SJ 


PROBLEM 9-21 


For each compound, give the product(s) expected from (1) HgSO,4/H,SO,-catalyzed hydra- 
tion and (2) hydroboration—oxidation. 

(a) hex-1-yne (b) hex-2-yne 
(c) hex-3-yne (d) cyclodecyne 


( PROBLEM 9-22 


Disiamylborane adds only once to alkynes by virtue of its two bulky secondary isoamyl 

groups. Disiamylborane is prepared by the reaction of BH; - THF with an alkene. 

(a) Draw the structural formulas of the reagents and the products in the preparation of 
disiamylborane. 

(b) Explain why the reaction in part (a) goes only as far as the dialkylborane. Why is 
Sia3B not formed? 
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Oxidation of alkynes occurs with the same reagents used to oxidize alkenes: permanga- 
nate and ozone. In the case of alkynes, however, two pi bonds are subject to oxidation, 
leading to different types of products. 


9-10A Permanganate Oxidations 


Under mild conditions, potassium permanganate oxidizes alkenes to glycols, com- 
pounds with two — OH groups on adjacent carbon atoms (Section 8-14B). Recall that 
this oxidation involves adding a hydroxy group to each end of the double bond (hydrox- 
ylation). A similar reaction occurs with alkynes. If an internal alkyne is treated with 
cold aqueous potassium permanganate under nearly neutral conditions, an a-diketone 
results. This is conceptually the same as hydroxylating each of the two pi bonds of the 
alkyne, then losing two molecules of water to give the diketone. 


OH OH O 
KMnO, | | (-2 H,0) | || 
R—C=C—R’ > | R=—C—C ‘ > R C—R’ 
H,O, neutral 3 
= diketone 
OH OH 


For example, when pent-2-yne is treated with a cold, dilute solution of neutral perman- 
ganate, the product is pentane-2,3-dione. 


a, i | 
CH,—C—C—CH,CH, 
pentane-2,3-dione 
(90%) 


CH,—C=C—CH,CH, 


H,0, neutral 
pent-2-yne 
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Terminal alkynes probably give a keto-aldehyde at first, but the aldehyde quickly oxi- 
dizes to an acid under these conditions. 


id it 
e—c=c—p 2 Ipc) 2 Bc = 


H,O, neutral 
terminal alkyne keto-aldehyde keto-acid 


If the reaction mixture becomes warm or too basic, the diketone undergoes oxida- 
tive cleavage. The products are the carboxylate salts of carboxylic acids, which can be 
converted to the free acids by adding dilute acid. 


O 


KMnO,, KOH | | HCl | 
R—C=C—R’ > R—C—O- + ~O—C—R’ > R—C—OH + HO—C—R’ 
H,0, heat H,O 
carboxylate salts 


For example, warm basic permanganate cleaves the triple bond of pent-2-yne to give 
acetate and propionate ions. Acidification reprotonates these anions to acetic acid and 
propionic acid. 


O 
KMnO,, KOH | | Ht | | 
CH,—C=C—CH,CH, 5 CH,—C—O- + -O—C—CH,CH, —> CH,—C—OH + HO—C—CH,CH, 
pent-2-yne _ acetate propionate acetic acid propionic acid 


Terminal alkynes are cleaved similarly to give a carboxylate ion and formate ion. Under 
these oxidizing conditions, formate oxidizes further to carbonate, which becomes CO) 
after protonation. 


O O 
KMnO,, KOH I aie I 
CH,(CH,),—C=C—H "=~ e — * CH,(CH,),— C—O7- ~O—C—H 
hex-1-yne - pentanoate formate 
O O O CO, 
| KMnO,, KOH | Ht | 
-O—C—H HO. -O—C—O- > lHOo—C—oH} “= * 
formate carbonate carbonic acid H,0 
The overall reaction is as follows: 
O 
(1) KMnO,, KOH, H,0 | 
CH,(CH,),—C=C—H > CH. (CH.).—C—O8. + 'CO,7 


(2)H*, H,O 


hex-1-yne pentanoic acid 


PROBLEM-SOLVING HINT PROBLEM 9-23 


Oxidative cleavage of an internal Predict the product(s) you would expect from treatment of each compound with (1) dilute, 


alkyne gives two carboxylic acids. A neutral KMnO, and (2) warm basic KMnOy,, then dilute acid. 


terminal alkyne gives one carboxylic (a) hex-1-yne (b) hex-2-yne (c) hex-3-yne 
acid and COp. (d) 2-methylhex-3-yne (e) cyclodecyne 


9-10B Ozonolysis 


Ozonolysis of an alkyne, followed by hydrolysis, cleaves the triple bond and gives two 
carboxylic acids. Either permanganate cleavage or ozonolysis can be used to determine 
the position of the triple bond in an unknown alkyne (see Problem 9-24). 
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(1) O; (-78 °C) 
(2) H,0 


R—C=C—R’ R—COOH + R—COOH 


Examples 


(1) O; (-78 °C) 


CH;—C=C—CH,CH, 3) q,0 


CH,—COOH + CH,CH,—COOH 


pent-2-yne acetic acid propionic acid 


rf O 


(1) O3 (-78 °C) 
(2) H,0 
hex-1-yne pentanoic acid formic acid 


| 
CH,(CH,),—C=C—H CH,(CH,);-C—OH + HO—C—H 


PROBLEM 9-24 


Oxidative cleavages can help to determine the positions of the triple bonds in alkynes. 
(a) An unknown alkyne undergoes oxidative cleavage to give adipic acid and two equivalents of acetic acid. Propose a structure 
for the alkyne. 


(1) 0, (-78 °C) 
is 


unknown alkyne (2) H,0 


HOOC—(CH,)4—COOH + 2CH;COOH 
adipic acid 
(b) An unknown alkyne undergoes oxidative cleavage to give the following triacid plus one equivalent of propionic acid. Propose 
a structure for the alkyne. 


COOH 
(1) 0, (-78 °C) | 


unknown alkyne @uHo. HOOC — (CH,);— CH— COOH + CH,CH,COOH 


a triacid propionic acid 


PROBLEM-SOLVING STRATEGY Multistep Synthesis 


Multistep synthesis problems are useful for exercising your knowledge of organic reac- 
tions. Chapter 8 illustrated a systematic approach to synthesis that we now apply to a 
fairly difficult problem emphasizing alkyne chemistry. The compound to be synthesized is 
cis-2-methylhex-4-en-3-ol. (The “3-ol” means there is an alcohol — OH group on C3.) 


H H 
Ns 47 
— 
6 3 2 1 
OH CH, 


cis-2-methylhex-4-en-3-ol 


The starting materials are acetylene and compounds containing no more than four carbon 
atoms. In this problem, you should consider not only how to assemble the carbon skeleton and 
how to introduce the functional groups, but also when it is best to put in the functional groups. 
Begin with an examination of the target compound, and then examine possible intermediates 
and synthetic routes. 


1. Review the functional groups and carbon skeleton of the target compound. 
The target compound contains seven carbon atoms and two functional groups: a cis 
carbon-carbon double bond and an alcohol. The best method for generating a cis dou- 
ble bond is the catalytic hydrogenation of a triple bond (Section 9-9B). 


OH H H 
| Hy Xf 
H3C—C==C—CH—CH(CH3), Tmdiage C=C 


7 \ 
catalyst H3C ie ae 
OH CH; 
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Using this hydrogenation as the final step simplifies the problem to a synthesis of this 
acetylenic alcohol. You know how to form carbon-carbon bonds next to triple bonds, 
and you have seen the formation of acetylenic alcohols (Section 9-7B). 


2. Review the functional groups and carbon skeletons of the starting materials, and 
see how their skeletons might fit together in the target compound. 
Acetylene is listed as one of the starting materials, and you have good methods (Sec- 
tion 9-7) for making carbon-carbon bonds next to triple bonds by using acetylide ions 
as nucleophiles. You can break the target structure into three pieces, each containing 
no more than four carbon atoms. 


a GH 
H;C Cc=c CH—CH—CH, 
1 carbon acetylene 4 carbons (functionalized) 


3. Compare methods for assembling the carbon skeleton of the target compound. 
Which ones provide a key intermediate with the correct carbon skeleton and func- 
tional groups correctly positioned for conversion to the functionality in the target 
molecule? 

Acetylenic alcohols result when acetylides add to ketones and aldehydes (Section 
9-7B). Reaction of the acetylide ion with 2-methylpropanal gives one of the groups 
needed on the triple bond. 


OH 
| H,0* | 

H—C=C:— + H—C—CH(CH3), > > H—C=C—C—CH(CH3), 
2-methylpropanal a 


A methyl group is needed on the other end of the double bond of the target compound. 
Methylation requires formation of an acetylide, however (Section 9-7A): 


CHI + “C=C—R > HC—C=C—R + 1 


Because the hydroxy group in the acetylenic alcohol is much more acidic than the 
acetylenic proton, any attempt to form the acetylide would fail. 


I. if 
H—C=C—CH—CH(CH;), + NaNH, ——> H—C==C—CH—CH(CH;), + NH; 


This problem can be overcome by adding the methyl! group first and then the alcohol 
portion. In general, try to add less reactive groups earlier in a synthesis, and more 
reactive groups later. In this case, you make the alcohol group after adding the alkyl 
group because the alkyl group is less likely to be affected by subsequent reactions. 


(1) NaNH, NaNH, a 
H-C=C-H aq? Hy3C—C=C—H > HCCC Na 
OH 
H,0* 


| | 
H,C—C=C:- + H—C—CH(CH,), ——> ——> H,C—C=C—CH—CH(CH,), 


4. Working backward through as many steps as necessary, compare methods for 
synthesizing the reactants needed for assembly of the key intermediate with the 
correct carbon skeleton and functionality. 

These compounds are all allowed as starting materials. Later, when we have covered 
more synthetic reactions, you will encounter problems that require you to evaluate 
how to make the compounds needed to assemble the key intermediates. 


5. Summarize the complete synthesis in the forward direction, including all steps 
and all reagents, and check it for errors and omissions. 
This final step is left to you as an exercise. Try to do it without looking at this solution, 
reviewing each thought process as you summarize the synthesis. 
Now practice using a systematic approach with the syntheses in Problem 9-25. 


- 
PROBLEM 9-25 


Develop syntheses for the following compounds, 
using acetylene and compounds containing no more 
than four carbon atoms as your organic starting 
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PROBLEM-SOLVING HINT 


Add less reactive groups earlier 
in a synthesis and more reactive 
groups later. 


materials. 

(a) 3-methylnon-4-yn-3-ol (“3-ol” means there is 
an OH group on C3.) 

(b) cis-1-ethyl-2-methylcyclopropane 

(c) CH,CH,,  .H 

H CH,CH,CH, 


(d) meso-hexane-3,4-diol 


SUMMARY Reactions of Alkynes 


I. ACETYLIDE CHEMISTRY 
1. Formation of acetylide anions (alkynides) (Section 9-6) 
R—C=C—H + NaNH, — R—C=C: Na + NH; 
R—C=C—H + RLi — R—-C=CLi + RH 
R—C=C—H + R’MgxX — R—C=CMgxX + R'—H 
2. Alkylation of acetylide ions (Section 9-7A) 
R—C=}=c: + R'—X — R—-C=C—R’ 


(R’ —X must be an unhindered primary halide or tosylate.) 
3. Reactions with carbonyl groups (Section 9-7B) 


7 ie Rr 
7 . Lee H,O | 
R—C=C + C=O: —_ R—C=C—C—O: = R—C=C—C— OH 
; - | “ (or H,0*) l 
R R RX 
II. ADDITIONS TO THE TRIPLE BOND 
1. Reduction to alkanes (Section 9-9A) 
i 
Pt, Pd, or Ni 
RSC es oe Sk c © R 
H H 
2. Reduction to alkenes (Sections 9-9B and 9-9C) 
Pd/BaSO,, quinoline x x 
R—C=C—-R + H - > C=C 
(Lindlar’s catalyst) / 
H ; H 
cls 
Na, NH, RR yt 
R—C=C—R’ > C=C. 
/ \ 
H. R 
trans 


(continued ) 
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3. Addition of halogens (Xz = Cl», Brz) (Section 9-9D) 


x X, | | 
R—C=C—R —> R—CX=CX—R’ —> R—C—C—R’ 


4. Addition of hydrogen halides (where HX = HCl, HBr, or HT) (Section 9-9E) 


H xX 
H—xX H—x | | 
R—C =C—_R —~ R— CH =CX—R’ > R a aa 
(Markovnikov orientation) H Xx 
5. Addition of water (Section 9-9F) 
a. Catalyzed by HgSO4/H»SO4 
R H 7 
HgSO,, H,SO 
R—-C=C—H + HQ  ————> set <> R-C—C—H 
HO H | | 
O 
(Markovnikov orientation) vinyl alcohol ketone 
(unstable) (stable) 
b. Hydroboration—oxidation 
H 
(1) Sia,BH - THF RL UH | 
pee (2) H,0,, NaOH : u~ Son == T T = 
H O 
(anti-Markovnikov orientation) vinyl alcohol aldehyde 
(unstable) (stable) 
III. OXIDATION OF ALKYNES (SECTION 9-10) 
1. Oxidation to a-diketones (Section 9-10A) 
O O 
R-C=C_B’ amie r—¢_d_p’ 
= > 
H,0, neutral 
2. Oxidative cleavage (Section 9-10B) 
(1) KMnO,, “OH O O 


(2) Ht | 
R—C=C—R ee = ee R—C—OH + HO—C—R 
(or O3, then HO) 


SUMMARY Reactions of Terminal Alkynes 
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A terminal alkyne displays orientation and stereochemistry of addition reactions. New atoms are shown in color. 


addition to carbonyl 
Section 9-7B 


O 
1 


C 
ke “R 
i 


R—C=C:— 


alkylation R—CH, 
Section 9-7A 
R—C=C—CH>R deprotonation | NaNH, 


Section 9-6 


O 


H—OH O3 


catalytic hydrogenation! 
Section 9-9A 


partial catalytic hydrogenation” 
Section 9-9B 


metal-ammonia reduction? 
Section 9-9C 
H—H 
Lindlar 
catalyst 


NS 
+ Nc 


= | R—C=C—H 
“SOH HO~ 


< 
-78 °C 


oxonolysis! 
Section 9-10B 


KMnO, RBH 
H—OH 
O 
Zz 
R—C~ 
“OH 
permanganate-oxidation! 
Section 9-10A 
hydroboration—oxidation! 
Section 9-9F 


+ O=C=O 


NaOH | HO —OH 


(via enol intermediate) 


Note 1: Also applies to internal alkynes. 
Note 2: With internal alkynes, produces a cis alkene. 
Note 3: With internal alkynes, produces a trans alkene. 


H—X addition of halogen* 
X=Cl or Br Section 9-9D 


H 
4 


| 
= >R—C—C — 
iS \ <=Clores * i 1 7 
7 X H 
addition of hydrogen halide® 
Section 9-9E 


| bvanauion! 
a ae ydration 
R—C i H Section 9-9F 


H 


(via enol intermediate) 
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Essential Terms 


acetylene 


acetylide ion 


alkoxide ion 


Lindlar’s catalyst 


s character 


siamyl group 


tautomers 


vinyl cation 


The simplest alkyne, H—C==C—H. Also used as a synonym for alkyne, a generic term for a com- 
pound containing a C=C triple bond. (p. 476) 


(alkynide ion) The anionic salt of a terminal alkyne. Metal acetylides are organometallic compounds 
with a metal atom in place of the weakly acidic acetylenic hydrogen of a terminal alkyne. (p. 482) 
R—-C=C—H + Nat “NH, — > R—C=C:Nat + ‘NH, 
a sodium acetylide 


R—O_, the conjugate base of an alcohol. (p. 485) 
R—O:> + H,O = 2 R—-O—H + “OH 
alkoxide alcohol 


Any compound containing a carbon-carbon triple bond. (p. 476) 
A terminal alkyne has a triple bond at the end of a chain, with an acetylenic hydrogen. 
An internal alkyne has the triple bond somewhere other than at the end of the chain. 


acetylenic hydrogen ; 
(no acetylenic hydrogen) 


HtL-Cc=C—CH,CH, CH,—C=C—CH, 


but-1-yne, a terminal alkyne but-2-yne, an internal alkyne 


An older common name for pentyl. (p. 497) 


An alcohol with the hydroxy group bonded to a carbon atom of a carbon-carbon double bond. 
Most enols are unstable, spontaneously isomerizing to their carbonyl tautomers, called the keto 
form of the compound. See tautomers. (p. 496) 


A heterogeneous catalyst for the hydrogenation of alkynes to cis alkenes. In its most common form, 
it consists of a thin coating of palladium on barium sulfate, with quinoline added to decrease 
the catalytic activity. (p. 491) 

The fraction of a hybrid orbital that corresponds to an s orbital; about one-half for sp hybrids, 
one-third for sp? hybrids, and one-fourth for sp? hybrids. (p. 482) 


A contraction for secondary isoamyl, abbreviated “Sia.” This is the 1,2-dimethylpropyl group. 
Disiamylborane is used for hydroboration of terminal alkynes because this bulky borane adds 
only once to the triple bond. (p. 497) 

H,C 
Sia = - R’—C=C—H + Sia,BH —> 
H,C H 
3 CH, 
“‘sec-isoamyl’’ or “‘siamyl’’ alkyne disiamylborane a vinylborane 


Isomers that can quickly interconvert by the movement of a proton (and a double bond) from one 
site to another. An equilibrium between tautomers is called a tautomerism. (p. 496) 


LH fe) 
S Ht or ~OH | ¢ 
c=Cc a c—Cc 
— i, 


enol form keto form 


The keto-enol tautomerism is the equilibrium between these two tautomers. 
A cation with a positive charge on one of the carbon atoms of a C=C double bond. The cationic 
carbon atom is usually sp hybridized. Vinyl cations are often generated by the addition of an 
electrophile to a carbon-carbon triple bond. (p. 494) 


a vinyl cation 


Study Problems 507 


Essential Problem-Solving Skills in Chapter 9 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 


2 


3 


Name alkynes and their derivatives, and draw correct structures when given 
their names. Problems 9-26, 27, and 28 
Explain why alkynes are more acidic than alkanes and alkenes. Show how to Problems 9-31, 34, 35, 36, 37, 40, 
generate nucleophilic acetylide ions and use them in syntheses. and 42 
Propose mechanisms to explain the observed products of alkyne reactions. Problem 9-41 
Propose effective single-step and multistep syntheses of alkynes by eliminations Problems 9-29, 31, 34, 35, 37, 40, 
from alkyl halides and by the additions and substitutions of acetylide ions. and 42 
Predict the products of additions, oxidations, reductions, and cleavages of alkynes, Problems 9-30, 32, 33, 34, 35, and 
including the orientation of the reaction (regiochemistry) and the stereochemistry. 36 
Use alkynes as starting materials and intermediates in one-step and multistep Problems 9-30, 32, 34, 35, 36, 37, 
syntheses. and 42 

Problems 9-29, 31, 32, 34, 35, 37, 
Problem-Solving Strategy: Multistep Synthesis 40, and 42 
Determine the structure of an unknown alkyne from the products it forms in reactions 


such as ozonolysis. Problems 9-38, 39, and 43 


Study Problems 


9-26 


9-27 


9-28 


9-29 


9-30 


Write structural formulas for the following compounds (includes both old- and new-style names). 


(a) 2-octyne (b) ethylisopentylacetylene (c) ethynylbenzene 
(d) cyclohexylacetylene (e) 5-methyl-3-octyne (f)  trans-3,5-dibromocyclodecyne 
(g) 5,5-dibromo-4-phenylcyclooct-l-yne (h) (E£)-6-ethyloct-2-en-4-yne (i) 1,4-heptadiyne 
(j) vinylacetylene (k) (S)-3-methyl-1-penten-4-yne 
Give common names for the following compounds. 
(a) CH,;— C==C— CH,CH, (b) Ph—C=C—H 
(c) 3-methyloct-4-yne (d) (CH3)3C —C=C— CH(CH3)CH3CH3 
Give IUPAC names for the following compounds. 

ie HC CH, 
(a) CH, -C=C—CH—CH, (b) foe 

H C=C—CH,CH, 

(c) (CH3)3C —C=C— CH(CH;)CH»CH; (d) CH; CBr, C=C CH, 

i 
(© CHy—C=C—C— OH th [cH —c=c—ci 

CH,CH, 


Using hex-1-ene as your starting material, show how you would synthesize the following compounds. (Once you have 
shown how to synthesize a compound, you may use it as the starting material in any later parts of this problem.) 


(a) 1,2-dibromohexane (b) hex-l-yne (c) 2,2-dibromohexane 
(d) hex-2-yne (e) hexan-2-one (f) hexanal 
(g) pentanoic acid (h) pentanal (i) undec-6-yn-5-ol 


Using cyclooctyne as your starting material, show how you would synthesize the following compounds. (Once you have 
shown how to synthesize a compound, you may use it as the starting material in any later parts of this problem.) 


(a) cis-cyclooctene (b) cyclooctane (ce) trans-1,2-dibromocyclooctane 
(d) cyclooctanone (e) 1,1-dibromocyclooctane (f) 3-bromocyclooctene 
(g) cyclooctane-1,2-dione (h) O (i) O 
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9-31 


9-32 


9-33 


9-34 


9-35 


9-36 


9-37 


9-38 
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The application box in the margin of page 485 states, “The addition of an acetylide ion to a carbonyl group is used in the 
synthesis of ethchlorvynol, a drug used to cause drowsiness and induce sleep.” Show how you would accomplish this 
synthesis from acetylene and a carbonyl compound. 


ti 
Cc 
LN 
H “cuel 
ethchlorvynol 


Show how the following compound can be prepared from the given starting material. Draw the structure of the compound 
that is formed at each step of the synthesis. Your synthesis must give specifically the cis isomer of the epoxide. 


: QO 
,.cC—=—_H —+— _ 


Predict the products of reaction of but-1-yne with the following reagents. 

(a) 1 equivalent of HCl (b) 2 equivalents of HCl (c) excess H, Ni 

(d) H, Pd/BaSO,, quinoline (e) 1 equivalent of Bry (f) 2 equivalents of Bry 

(g) cold, dilute KMnO, (h) warm, concd. KMnO,, NaOH (i) Na, liquid ammonia 

(Gj) NaNH, (k) H,SO,/HgSO,, H,O () Sia ,BH, then H,O,, OH 

Show how you would accomplish the following synthetic transformations. Show all intermediates. 

(a) 2,2-dibromobutane —— __ but-l-yne (b) 2,2-dibromobutane —— _ but-2-yne 

(c) but-l-yne ——~ oct-3-yne (d) trans-hex-2-ene —— _ hex-2-yne 

(e) 2,2-dibromohexane ——> _hex-1-yne (f) cyclodecyne ——  cis-cyclodecene 

(g) cyclodecyne —— § trans-cyclodecene (h) hex-l-yne —— _hexan-2-one, CH;COCH,CH,CH»CH; 


(i) hex-l-yne —— _ hexanal, CH3(CH2)4CHO (j) trans-hex-2-ene ——~  cis-hex-2-ene 


Show how you would synthesize the following compounds from acetylene and any other needed reagents: 
(a) cis-2-octene 

(b) trans-3-heptene 

(c) 6-phenylhept-1-en-4-yne 


(d) CH,Ph 

H—— OH . ; 

(and its enantiomer) 
H—,— OH 
CH3 

Predict the products formed when CH;CH;— C=C: Na’ reacts with the following compounds. 
(a) ethyl bromide (b) tert-butyl bromide 
(c) formaldehyde (d) cyclohexanone 
(e) CH,;CH,CH,CHO (f) cyclohexanol 


(g) butan-2-one, CH;CH;,COCH; 


Show how you would synthesize the following compounds, starting with acetylene and any compounds containing no 
more than four carbon atoms. 

(a) hex-l-yne (b) hex-2-yne 

(c) cis-hex-2-ene (d) trans-hex-2-ene 

(e) 1,1-dibromohexane (f) 2,2-dibromohexane 

(g) pentanal, CH;CH,CH,CH,CHO (h) pentan-2-one, CH; —CO— CH,CH,CH; 

(i) (+)-3,4-dibromohexane (j) meso-butan-2,3-diol 


(k) 2-methylhex-3-yn-2-ol 
When treated with hydrogen and a platinum catalyst, an unknown compound X absorbs 5 equivalents of hydrogen to 
give n-butylcyclohexane. Treatment of X with an excess of ozone, followed by dimethyl sulfide and water, gives the 
following products: 

i It i i i 
H—C— CH,—CH,—C—C—H H—C—C—H H—C—C—OH H—C—OH 


Propose a structure for the unknown compound X. Is there any uncertainty in your structure? 


9-39 


*9-40 


*9-41 


*9-42 


9-43 
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When compound Z is treated with ozone, followed by dimethyl! sulfide and washing with water, the products are formic 
acid, 3-oxobutanoic acid, and hexanal. 


O O O O 
(1) O, (-78 °C) I 


| | | 
( (CH),S.H0 H—C—OH + CH,—C—CH,—C—OH + CH;(CH,),—C—H 
ae. 


3)2 


Propose a structure for compound Z. What uncertainty is there in the structure you have proposed? 
Show how you would convert the following starting materials into the target compound. You may use any additional 
reagents you need. 


€ \ cum 


fe) we 

I other reagents as needed " O cA “OC 
Cc 

o~ = 


HC=CH 


The following functional-group interchange is a useful synthesis of aldehydes. 


1 
R—C=C—H > R—CH,;—C—H 
terminal alkyne aldehyde 


(a) What reagents were used in this chapter for this transformation? Give an example to illustrate this method. 

(b) This functional-group interchange can also be accomplished using the following sequence. 

naocH,cH, AL por’ azo 

CH,CH,OH > oe Ce —— R—CH,—C—H 
: R H 


R—C=C—H 


Propose mechanisms for these steps. 

(c) Explain why a nucleophilic reagent such as ethoxide adds to an alkyne more easily than it adds to an alkene. 

Using any necessary inorganic reagents, show how you would convert acetylene and isobutyl bromide to 

(a) meso-2,7-dimethyloctane-4,5-diol, (CH3),CHCH»CH(OH)CH(OH)CH,CH(CHs3)>. 

(b) (+)-2,7-dimethyloctane-4,5-diol. 

Deduce the structure of each compound from the information given. All unknowns in this problem have molecular 

formula CgH)9. 

(a) Upon catalytic hydrogenation, unknown W gives cyclooctane. Ozonolysis of W, followed by reduction with dimethyl 
sulfide, gives octanedioic acid, HOOC — (CH2)g — COOH. Draw the structure of W. 

(b) Upon catalytic hydrogenation, unknown X gives cyclooctane. Ozonolysis of X, followed by reduction with dimethyl 
sulfide, gives two equivalents of butanedial, O—CH—CH,CH,— CH= O. Draw the structure of X. 

(c) Upon catalytic hydrogenation, unknown Y gives cyclooctane. Ozonolysis of Y, followed by reduction with dimethyl 
sulfide, gives a three-carbon dialdehyde and a five-carbon dialdehyde. Draw the structure of Y. 

*(d) Upon catalytic hydrogenation, unknown Z gives cis-bicyclo[4.2.0]octane. Ozonolysis of Z, followed by reduction 

with dimethyl sulfide, gives a cyclobutane with a three-carbon aldehyde (— CH, — CH, — CHO) group on Cl and a 
one-carbon aldehyde (—— CHO) group on C2. Draw the structure of Z. 


Goals for Chapter 10 


1 Draw structures and assign 
names for alcohols, phenols, diols, 
and thiols. 


2 Predict relative boiling points, 
acidities, and solubilities of alco- 
hols and thiols. 


3 Show how to convert alkenes, 
alkyl halides, and carbonyl 
compounds to alcohols. 


4 Use organometallic reagents 
for the synthesis of primary, sec- 
ondary, and tertiary alcohols with 
the needed carbon skeletons. 


> Extraction or steam distillation 

of the peppermint plant (Wentha 
piperita) gives a water-insoluble liquid 
called peppermint oil. The two main 
components of peppermint oil are 
the alcohol /-menthol and the ketone 
/-menthone, both produced by the 
plant as single enantiomers. People 
have used peppermint for millennia, 
both as a spice and as a medicine. 
Peppermint oil is still used to treat 
nausea, vomiting, and other digestive 
illnesses. Peppermint candies are among 
the most popular in the world. 
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/-menthol 


Structure and Synthesis of Alcohols 


/-menthone 


10-1 Introduction 


Alcohols are organic compounds containing hydroxy (—— OH) groups. They are some 
of the most common and useful compounds in nature, in industry, and around the 
house. The word alcohol is one of the oldest chemical terms, derived from the early 
Arabic al-kuhl. Originally it meant “the powder,” and later “the essence.” Ethyl alcohol, 
distilled from wine, was considered to be “the essence” of wine. Ethyl alcohol (grain 
alcohol) is found in alcoholic beverages, cosmetics, and drug preparations. Methyl 
alcohol (wood alcohol) is used as a fuel and solvent. Isopropyl! alcohol (rubbing alcohol) 
is used as a skin cleanser for injections and minor cuts. 


i 
CH,—CH,—OH CH,—OH CH,—CH—CH, 
ethyl alcohol methyl alcohol isopropyl] alcohol 
ethanol methanol propan-2-ol 


Alcohols are synthesized by a wide variety of methods, and the hydroxy group may 
be converted to most other functional groups. For these reasons, alcohols are versatile 
synthetic intermediates. In this chapter, we discuss the physical properties of alcohols 
and summarize the methods used to synthesize them. In the next chapter (Reactions 
of Alcohols), we continue our study of the central role that alcohols play in organic 
chemistry as reagents, solvents, and synthetic intermediates. 


10-2 Structure and Classification of Alcohols 


The structure of an alcohol resembles the structure of water, with an alkyl group replac- 
ing one of the hydrogen atoms of water. Figure 10-1 compares the structures of water 
and methanol. Both have sp?-hybridized oxygen atoms, but the C—O—H bond 
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4A Po 
“Ss — 


HH 
methyl alcohol methyl alcohol methyl alcohol 


water water water 


FIGURE 10-1 Comparison of the structures of water and methyl alcohol. 


angle in methanol (108.9°) is larger than the H—O—H bond angle in water (104.5°) 
because the methyl group is much larger than a hydrogen atom. The bulky methyl 
group counteracts the bond angle compression caused by oxygen’s nonbonding pairs of 
electrons. The O—H bond lengths are about the same in water and methanol (0.96 A), 
but the C—O bond is considerably longer (1.4 A), reflecting the larger covalent radius 
of carbon compared to hydrogen. 

One way of organizing the alcohol family is to classify each alcohol according 
to the type of carbinol carbon atom: the one bonded to the —OH group. If this 
carbon atom is primary (bonded to one other carbon atom), the compound is a primary 
alcohol. A secondary alcohol’s —OH group is attached to a secondary carbon atom, 
and a tertiary alcohol’s —OH group is bonded to a tertiary carbon. When we studied 
alkyl halides (Chapter 6), we saw that primary, secondary, and tertiary halides react 
differently. The same is true for alcohols. We need to learn how these classes of 
alcohols are similar and under what conditions they react differently. Figure 10-2 shows 
examples of primary, secondary, and tertiary alcohols. 

Compounds with a hydroxy group bonded directly to an aromatic (benzene) ring 
are called phenols. Phenols have many properties similar to those of alcohols, whereas 
other properties derive from their aromatic character. In this chapter, we consider the 
properties of phenols that are similar to those of alcohols and note some of the differ- 
ences. In Chapter 16, we consider the aromatic nature of phenols and the reactions that 
result from their aromaticity. 


10-3 Nomenclature of Alcohols and Phenols 


10-3A IUPAC Names (“Alkanol” Names) 


The IUPAC system provides unique names for alcohols, based on rules that are similar 
to those for other classes of compounds. In general, the name carries the -o/ suffix, 
together with a number to give the location of the hydroxy group. The formal rules are 
summarized in the following three steps: 


1. Name the longest carbon chain that contains the carbon atom bearing the —-OH group. 
Drop the final -e from the alkane name and add the suffix -o/ to give the root name. 


2. Number the longest carbon chain starting at the end nearest the hydroxy group, and 
use the appropriate number to indicate the position of the —-OH group. (The hydroxy 
group takes precedence over double and triple bonds.) 


3. Name all the substituents and give their numbers, as you would for an alkane or an 
alkene. 
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Type 


Primary alcohol 


Secondary alcohol 


Tertiary alcohol 


Phenols 


Structure Examples 
| ite 
a CH,CH,—OH CH,CHCH,—OH € \—cu,—on 
H ethanol 2-methylpropan-1-ol benzyl alcohol 
ii 
R CH—OH H H3C 
OH 
en oe a 
H CH, HO 
butan-2-ol cyclohexanol cholesterol 
R CH Ph 
| [ | ai 
a Seep ae ape a OH 
R“ CH, Ph 
2-methylpropan-2-ol triphenylmethanol 1-methylcyclopentanol 
OH OH 
OH 
ae [I 
CH; HO 
phenol 3-methylphenol hydroquinone 


FIGURE 10-2 Classification of alcohols. Alcohols are classified according to the type of carbon atom (primary, secondary, 
or tertiary) bonded to the hydroxy group. Phenols have a hydroxy group bonded to a carbon atom in a benzene ring. 


In the following example, the longest carbon chain has four carbons, so the root 
name is butanol. The — OH group is on the second carbon atom, so this is a butan-2-ol. 
The complete IUPAC name is 1-bromo-3,3-dimethylbutan-2-ol. 


CH, OH 


‘CH, 7 “CH—CH,—Br 
CH, 


Cyclic alcohols are named using the prefix cyclo-; the hydroxy group is assumed 
to be on Cl. 


a HQ CH,CH, 


an) 
uw 
Vv 


Br 
IUPAC name: trans-2-bromocyclohexanol 1-ethylcyclopropanol 
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( ‘ 
SOLVED PROBLEM 10-1 


Give the systematic (TUPAC) name for the following alcohol. 
CH,I eo 
CH,—CH,—CH —— CH — CH—CH, 
CH, 


SOLUTION 

The longest chain contains six carbon atoms, but it does not contain the carbon bonded to 
the hydroxy group. The longest chain containing the carbon bonded to the — OH group is 
the one outlined by the green box, containing five carbon atoms. This chain is numbered 
from right to left to give the hydroxy-bearing carbon atom the lowest possible number. 


CH 'CH,H-OH 


| | 
5CH, —*CH, —>CH—°CH oa CH, 


CH, 


L The correct name for this compound is 3-(iodomethy1)-2-isopropylpentan-1-ol. ) 


In naming alcohols containing double and triple bonds, use the -o/ suffix after the 
alkene or alkyne name. The alcohol functional group takes precedence over double 
and triple bonds; so the chain is numbered to give the lowest possible number to the | The nomenclature of alcohols 
carbon atom bonded to the hydroxy group. The position of the —OH group is given | _'s reviewed in Appendix 5, the 
by putting its number before the -o/ suffix. Numbers for the multiple bonds were once {| Summary of Organic Nomenclature. 
given early in the name, but the 1993 revision of the IUPAC rules puts them next to 
the -en or -yn suffix they describe. Both the new and old placements of the numbers 
are shown in the following figure. 


PROBLEM-SOLVING HINT 


OH 


1 3 Si 
ONE 
HO 


old IUPAC name: trans-2-penten-1-ol (Z)-4-chloro-3-buten-2-ol 2-cyclohexen-1-ol 
new IUPAC name: trans-pent-2-en-1-ol (Z)-4-chlorobut-3-en-2-ol cyclohex-2-en-1-ol 


Table 10-1 is a partial table showing the order of precedence of functional groups for 
assigning IUPAC names. A more complete table, titled “Summary of Functional Group 
Nomenclature,” appears inside the back cover. In general, the highest-priority functional 
group is considered the “main” group, and the others are treated as substituents. 

The — OH functional group is named as a hydroxy substituent’ when it appears on 
a structure with a higher-priority functional group or when the structure is too difficult 
to name as a simple alcohol. 


CH,OH H <CH,CH,OH OH 


2 es | 


4 
H CH,—CH—CH,—C—OH 


0 trans-3-(2-hydroxyethyl)cyclopentanol : : 
2-(hydroxymethyl)cyclohexanone (1R,3R)-3-(2-hydroxyethyl)cyclopentanol 3-hydroxybutanoic acid 


*In the past, the terms hydroxy and hydroxyl were both used to describe any OH group. The IUPAC has 
recently decided that the term “hydroxyl” should refer only to the hydroxyl radical, -OH. This new rule is 
often disregarded in common usage. 
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TABLE 10-1 Priority of 
Functional Groups in Naming 
Organic Compounds 


acids (highest) 


esters 


aldehydes 


ketones 


alcohols 


amines 


alkenes, alkynes 


alkanes 


ethers 


halides (lowest) 


common name: 
IUPAC name: 


CH,CH,CH,CH,— OH 


common name: 
TUPAC name: 


CH;—OH 
methyl alcohol 


n-butyl alcohol 
butan-1-ol 


(— >) 
PROBLEM 10-1 
Give the IUPAC names of the following alcohols. 
HO CH, OH OH 
Saw 
Ce ZN 
(a) Cy CHCH, ——) ©) 
Br 
CH, 
He fo CH,CH,CH, 
(d) (e) ma (f) H OH 
CH,CH, CH,OH H Br 
CH, 
XX a 


10-3B Common Names of Alcohols 


The common name of an alcohol is derived from the common name of the alkyl group 
and the word alcohol. This system pictures an alcohol as a molecule of water with an 
alkyl group replacing one of the hydrogen atoms. If the structure is complex, the com- 
mon nomenclature becomes awkward, and the IUPAC nomenclature should be used. 


iiss 
CH,CH,CH,—OH CH,—CH—CH, H,C=CH—CH,—OH 
n-propyl alcohol isopropyl alcohol allyl alcohol 
methanol propan-1-ol propan-2-ol prop-2-en-1-ol 
oa CH, a 
CH,—CH—CH,CH, ee CH,—CH—CH,—OH 
CH, 


isobutyl alcohol 
2-methylpropan-1-ol 


sec-butyl alcohol 
butan-2-ol 


tert-butyl alcohol 
2-methylpropan-2-ol 


(— >) 
PROBLEM 10-2 
Give both the IUPAC name and the common name for each alcohol. 
OH 
OH 
(a) CH,;,CH(OH)CH; (b) (c) 
[ (d) (CH3)2CHCH,OH J 
~ 


( PROBLEM 10-3 


For each molecular formula, draw all the possible constitutional isomers of alcohols with that 
formula. Give the IUPAC name for each alcohol. 


(a) C;HgO (b) C4H)9O (c) C3H¢O (d) C3H,O 


10-3C Names of Diols 


Alcohols with two —OH groups are called diols or glycols. They are named like other 
alcohols except that the suffix diol is used and two numbers are needed to tell where 
the two hydroxy groups are located. This is the preferred, systematic (IUPAC) method 
for naming diols. 
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OH OH 
i OH 
CH,—CH—CH,OH CL 
“OH 
IUPAC name: propane-1,2-diol 1-cyclohexylbutane-1,3-diol trans-cyclopentane-1,2-diol 


The term glycol generally means a 1,2-diol, or vicinal diol, with its two hydroxy groups 
on adjacent carbon atoms. Glycols are usually synthesized by the hydroxylation of 
alkenes, using peroxyacids, osmium tetroxide, or potassium permanganate (Section 8-14). 


\ oe RCO,H, H,0* | | 
——) aS — — — 
Pe Oe or KMnO,, OH ar 


or OsO,, H,0, HO OH 


vicinal diol (glycol) 


alkene 


This synthesis of glycols is reflected in their common names. The glycol is named 
for the alkene from which it is synthesized: 


CMa een OH 

OH OH OH OH OH 
IUPAC name: ethane-1,2-diol propane-1,2-diol cis-cyclohexane-1,2-diol 
common name: ethylene glycol propylene glycol cis-cyclohexene glycol 


The common names of glycols can be awkward and confusing because the -ene por- 
tion of the name implies the presence of an alkene double bond, but the glycol does not 
contain a double bond. We will generally use the IUPAC “diol” nomenclature for diols, 
but be aware that the names “ethylene glycol” (automotive antifreeze) and “propylene 
glycol” (used in medicines and foods) are universally accepted for these common diols. 


c >) 

PROBLEM 10-4 

Give a systematic (TUPAC) name for each diol. 

(a) CH3;CH(OH)(CH3)3CH(OH)C(CH3)3 (b) HO—(CH,);— OH 

OH OH 
a OH pe 
©) iS (@) (©) jut 
HO HO 

a S 


10-3D Names of Phenols Application: Antiseptic 


Because the phenol structure involves a benzene ring, the terms ortho (1,2-disubstituted), phenol was given the common name 
meta (1,3-disubstituted), and para (1,4-disubstituted) are often used in the common — “carbolic acid” because it was originally 
names. The following examples illustrate the systematic names and the common names __ jgolated from the acidic fraction of coal 
of some simple phenols. tar. Concentrated phenol is a potent 
neurotoxin, and skin exposure causes 
| deep, painless burns. Weak aqueous 


OH N OH OH solutions of phenol are effective 
sr 7 antiseptics. 
Br CH,CH, 
IUPAC name: 2-bromophenol 3-nitrophenol 4-ethylphenol 


common name: = ortho-bromophenol meta-nitrophenol para-ethylphenol 
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The methylphenols are called cresols, whereas the names of the benzenediols are 
based on their historical uses and sources rather than their structures. We will generally 
use the systematic names of phenolic compounds. 


oe oe OH ion 
CH, OH . HO 
OH 
2-methylphenol 
ortho-cresol 


IUPAC name: 
common name: 


benzene-1,2-diol 
catechol 


benzene-1,4-diol 
hydroquinone 


benzene-1,3-diol 
resorcinol 


10-4 Physical Properties of Alcohols 


Soil bacteria convert many aromatic com- — 
pounds to catechol. Then they cleave the Most of the common alcohols, up to about 11 or 12 carbon atoms, are liquids at room 


temperature. Methanol and ethanol are free-flowing volatile liquids with characteristic 
fruity odors. The higher alcohols (the butanols through the decanols) are somewhat 
viscous, and some of the highly branched isomers are solids at room temperature. These 
higher alcohols have heavier but still fruity odors. Propan-1-ol and propan-2-ol (rubbing 
alcohol) fall in the middle, with a barely noticeable viscosity and a characteristic odor 
often associated with a physician’s office. Table 10-2 lists the physical properties of 
some common alcohols. 


ring and degrade the products further 
to water and carbon dioxide. The soil 
around highways is often enriched in 
these bacteria feeding on the runoff of 
hydrocarbons that vehicles deposit on 
the road. 


TABLE 10-2 Physical Properties of Selected Alcohols 


IUPAC Name Common Name Formula mp (°C) bp (°C) Density (g/mL) 
methanol methyl alcohol CH30H =97 65 0.79 
ethanol ethyl alcohol CH3CH,OH —114 78 0.79 
propan-1-ol n-propyl alcohol CH3CH,CH,OH —126 97 0.80 
propan-2-ol isopropyl alcohol (CH3),CHOH —89 82 0.79 
butan-1-ol n-butyl] alcohol CH3(CH,)30H —90 118 0.81 
butan-2-ol sec-butyl alcohol CH3CH(OH)CH,CH3; —114 100 0.81 
2-methylpropan- 1-ol isobutyl alcohol (CH3)»CHCH,OH —108 108 0.80 
2-methylpropan-2-ol tert-butyl alcohol (CH3)3COH 25 83 0.79 
pentan-1-ol n-pentyl alcohol CH3(CH2)40H = 719) 138 0.82 
3-methylbutan-1-ol isopenty! alcohol (CH3)2CHCH,CH2,OH =117 132 0.81 
2,2-dimethylpropan-1-ol neopenty! alcohol (CH3)3CCH,0H 52 113 0.81 
cyclopentanol cyclopentyl alcohol cyclo-CsH9OH =19 141 0.95 
hexan-1-ol n-hexy] alcohol CH3(CH2)50H = 52 156 0.82 
cyclohexanol cyclohexyl alcohol cyclo-C6H,,OH 25 162 0.96 
heptan-1-ol n-heptyl alcohol CH3(CH2),0H —34 176 0.82 
octan-1-ol n-octyl alcohol CH3(CH2)70H —16 194 0.83 
nonan-1-ol n-nony! alcohol CH3(CH2)g0H —6 214 0.83 
decan-1-ol n-decy] alcohol CH3(CH»)9O0H 6 233 0.83 
prop-2-en-1-ol allyl alcohol H,C—=CH— CH,OH =129 97 0.86 
phenylmethanol benzyl alcohol Ph— CH,OH 15 205 1.05 
diphenylmethanol diphenylcarbinol Phy»CHOH 69 298 

triphenylmethanol triphenylcarbinol Ph3;COH 162 380 1.20 
ethane-1,2-diol ethylene glycol HOCH,CH,OH =13 198 1.12 
propane-1,2-diol propylene glycol CH3CH(OH)CH,0OH =59 188 1.04 
propane-1,2,3-triol glycerol HOCH,CH(OH)CH,0H 18 290 1.26 


10-4 


10-4A Boiling Points of Alcohols 


Because we often deal with liquid alcohols, we forget how surprising it should be that 
the lower-molecular-weight alcohols are liquids instead of gases. For example, ethyl 
alcohol and propane have similar molecular weights, yet their boiling points differ by 
about 120 °C. Dimethyl ether has an intermediate boiling point. 


a Le Ce HH 


O = 1.69D O = 1.30D C 
gr tH gw +H Oo 
H  CH.CH, H,C  ~— CH, H,C CH, 
ethanol, MW 46 dimethyl ether, MW 46 propane, MW 44 
bp 78 °C bp -25 °C bp -42 °C 


Such a large difference in boiling points suggests that ethanol molecules are attracted to 
each other much more strongly than propane molecules are. Two important intermolecular 
forces are responsible: hydrogen bonding and dipole—dipole attractions (Section 2-2). 

Hydrogen bonding is the major intermolecular attraction responsible for ethanol’s 
high boiling point. The hydroxy hydrogen of ethanol is strongly polarized by its bond 
to oxygen, and it forms a hydrogen bond with a pair of nonbonding electrons from 
the oxygen atom of another alcohol molecule (Section 2-2C). Ethers have two alkyl 
groups bonded to their oxygen atoms, so they have no O—H hydrogen atoms to form 
hydrogen bonds. Hydrogen bonds have a strength of about 21 kJ (5 kcal) per mole, 
which is weaker than typical covalent bonds of 300 to 500 kJ, but much stronger than 
dipole—dipole attractions. 

Dipole—dipole attractions also contribute to the relatively high boiling points of 
alcohols and ethers. The polarized C— O and H— O bonds and the nonbonding elec- 
trons add to produce a dipole moment of 1.69 D in ethanol, compared with a dipole 
moment of only 0.08 D in propane. In liquid ethanol, the positive and negative ends of 
these dipoles align to produce attractive interactions. 

We can compare the effects of hydrogen bonding and dipole-dipole attractions by 
comparing ethanol with dimethy] ether. Like ethanol, dimethy] ether has a large dipole 
moment (1.30 D), but dimethyl ether cannot engage in hydrogen bonding because it 
has no —O—H hydrogens. 


Alcohol 
Sn" 
X \ i 


hydrogen bond 


Ether 


Q ae 
¢ \ 4 


no hydrogen bond 


The boiling point of dimethyl ether is —25 °C, which is about 17° higher than that of 
propane, but still 103° lower than that of ethanol. Hydrogen bonds are clearly much 
stronger intermolecular attractions than dipole-dipole attractions. 


10-4B Solubility Properties of Alcohols 


Water and alcohols have similar properties because they all contain hydroxy groups that 
can form hydrogen bonds. Alcohols form hydrogen bonds with water, and several of the 
lower-molecular-weight alcohols are miscible (soluble in any proportions) with water. 
Similarly, alcohols are much better solvents than hydrocarbons for polar substances. 
Significant amounts of ionic compounds such as sodium chloride can dissolve in some 
of the lower alcohols. We call the hydroxy group hydrophilic, meaning “water loving,” 
because of its affinity for water and other polar substances. 

The alcohol’s alkyl group is called hydrophobic (“water hating”) because it 
acts like an alkane: It disrupts the network of hydrogen bonds and the dipole—dipole 
attractions of a polar solvent such as water. The alkyl group makes the alcohol less 
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= 0.08 D 
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hydrogen bonding in ethanol 
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TABLE 10-3 Solubility of 
Alcohols in Water (at 25 °C) 


Solubility in 
Alcohol Water 
methyl miscible 
ethyl miscible 
n-propyl miscible 
tert-butyl miscible 
isobutyl 10.0% 
n-butyl 9.1% 
n-pentyl 2.7% 
cyclohexyl 3.6% 
n-hexyl 0.6% 
phenol 9.3% 
hexane- miscible 
1,6-diol 


hydrophilic, yet it lends solubility in nonpolar organic solvents. As a result, most 
alcohols are miscible with a wide range of nonpolar organic solvents. 

Table 10-3 lists the solubility of some simple alcohols in water. The water solubil- 
ity decreases as the alkyl group becomes larger. Alcohols with one-, two-, or three- 
carbon alkyl groups are miscible with water. A four-carbon alkyl! group is large enough 
that some isomers are not miscible, yet tert-butyl alcohol, with a compact spherical 
shape, is miscible. In general, each hydroxy group or other hydrogen-bonding group 
can carry about four carbon atoms into water. Hexan-1-ol, with six carbon atoms, is 
only slightly soluble in water, but hexane-1,6-diol, with two hydrogen-bonding groups, 
is miscible with water. Phenol is unusually soluble for a six-carbon alcohol because of 
its compact shape and the particularly strong hydrogen bonds formed between phenolic 
—OH groups and water molecules. 


(CHS Chr CHCl 


hydrophobic region 


(— =y 
PROBLEM 10-5 
Predict which member of each pair will be more soluble in water. Explain the reasons for 
your answers. 
(a) hexan-1-ol or cyclohexanol (b) heptan-1-ol or 4-methylphenol 
(c) 3-ethylhexan-3-ol or octan-2-ol (d) hexan-2-ol or cyclooctane-1,4-diol 
H H 
OH : wOH 
i Cry . Cr 
2 “OH OH 
H H 
XX wo 


( PROBLEM 10-6 


Dimethylamine, (CH3),NH, has a molecular weight of 45 and a boiling point of 7.4 °C. 
Trimethylamine, (CH;)3;N, has a higher molecular weight (59) but a lower boiling point 
ee °C). Explain this apparent discrepancy. 


aw. 


10-5 Commercially Important Alcohols 


Alcohols are among the most important chemical commodities worldwide. Millions of 
tons of methanol, ethanol, isopropyl alcohol (propan-2-ol), and ethylene glycol (ethane- 
1,2-diol) are produced and used each year. These common alcohols are also among the 
most versatile chemicals, used as fuels, solvents, antiseptics, beverages, and starting 
materials for chemical syntheses. 


10-5A Methanol 


Methanol (methyl! alcohol) was originally produced by the destructive distillation of 
wood chips in the absence of air. This source led to the name wood alcohol. During 
Prohibition (1919-1933), when the manufacture of alcoholic beverages was prohibited 


10-5 Commercially Important Alcohols 


in the United States, anything called “alcohol” was often used for mixing drinks. Since 
methanol is more toxic than ethanol, this practice resulted in many cases of blindness 
and death. 

Today, most methanol is synthesized by a catalytic reaction of carbon monoxide 
with hydrogen. This reaction uses high temperatures and pressures and requires large, 
complicated industrial reactors. 

300-400 °C, 200-300 atm H, 


+ 2 H, > 
CuO-ZnO/A1,03 


CO 


synthesis gas 


CH;0H 


Synthesis gas, containing the hydrogen and carbon monoxide needed to make methanol, 
can be generated by the partial burning of coal in the presence of water. Careful regula- 
tion of the amount of water added allows production of synthesis gas with the correct 
ratio of carbon monoxide to hydrogen. 


high temperature 
> 


sc 4 AG CO, + 2CO + 4m 


synthesis gas 


Methanol is one of the most common industrial solvents. It is cheap, it is relatively 
less toxic (compared with halogenated solvents), and it dissolves a wide variety of 
polar and nonpolar substances. Methanol is also a starting material for a wide variety 
of methyl] ethers, methyl esters, and other compounds used in plastics, medicines, fuels, 
and solvents. 

Methanol is a good fuel for internal combustion engines. From 1965-2006, all the 
cars at the Indianapolis 500 used methanol-fueled engines. The switch from gasoline 
to methanol was driven by a bad fire after a crash in 1964. Methanol is less flammable 
than gasoline, and water is effective against methanol fires (water mixes with and 
dilutes methanol). As with any alternative fuel, there are advantages and disadvantages 
to the use of methanol. Its high octane rating, low pollutant emissions, and lower flam- 
mability must be weighed against its lower energy content (smaller AH of combustion 
per gram), requiring 1.7 g of methanol to produce the same energy as | g of gasoline. 
Because of its excellent solvent properties, methanol is hard on rings, seals, and plastic 
fuel-system parts. Its tendency to burn with little or no visible flame can allow danger- 
ous methanol fires to go undetected. 


10-5B Ethanol 


The prehistoric discovery of ethanol probably occurred when rotten fruit was consumed 
and found to have an intoxicating effect. This discovery presumably led to the inten- 
tional fermentation of fruit juices. The primitive wine that resulted could be stored (in a 
sealed container) without danger of decomposition, and it also served as a safe, unpol- 
luted source of water to drink. Many societies, including the ancient Romans, have also 
used beer as a safe source of drinking water. Wine containers have been found from 
about 7000 Bc, and beer containers from about 5000 Bc. 

Ethanol can be produced by the fermentation of sugars and starches from many 
different sources. Grains such as corn, wheat, rye, and barley are common sources, 
resulting in the name grain alcohol for ethanol. Cooking the grain and then adding 
sprouted barley, called malt, converts some of the starches to simpler sugars. Brewer’s 
yeast is then added, and the solution is incubated while the yeast cells convert simple 
sugars, such as glucose, to ethanol and carbon dioxide. 


yeast enzymes 


CoH120¢ 
glucose 


2C,H;OH + 2CO, 
ethanol 


The alcoholic solution that results from fermentation contains only 12-15% alco- 
hol, because yeast cells cannot survive higher concentrations. Distillation increases 
the alcohol concentration to about 40-50% (80 to 100 “proof”’) for “hard” liquors. 
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Experience at Indianapolis has proved 
that methanol (derived from coal) is an 
excellent fuel for automotive engines. 
The racers switched to ethanol as their 
primary fuel in 2006, when the ethanol 
industry agreed to supply ethanol free of 
charge. Since 2013, the racers have used 
E85, containing 85% ethanol and 15% 
gasoline. 


Application: Biofuels 


Government subsidies have encouraged 
the fermentation of food grains (primar- 
ily corn) to produce ethanol for fuel. The 
major effect has been to increase the price 
of food grains, while having little or no 
impact on fuel supplies. 

Fermentation is not the most efficient 
way to produce ethanol, and the grow- 
ing of corn and converting it to ethanol 
consumes about as much fuel as it pro- 
duces. In general, foods are more valu- 
able commodities than fuels, and these 
“food to fuel” schemes are not viable 
unless they are subsidized. 

The economic values of chemical 
commodities fall into a pattern, with 
medicines most valuable and waste prod- 
ucts least valuable: 


medicines 

plastics ve 
foods (per kg) 
fuels 


waste products 


A viable process should convert less 
valuable starting materials into more 
valuable products. Waste materials, 
available at little or no expense, can be 
economically converted to fuels in some 
cases. Brazil has become independent of 
foreign oil by converting its sugarcane 
waste to ethanol for use as a motor fuel. 
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Application: Toxicity 


Everything is toxic in large enough 
amounts—even water. Toxicity depends 
on amounts and concentrations. The 
important questions are “How much?” 
and “Is that much harmful?” 


Application: Antiseptics 


Both ethanol and isopropyl alcohol are 
effective topical antiseptics. Ethanol 

is also an ingredient in many mouth- 
washes. These alcohols kill the microor- 
ganisms on the wound surface and in 
the mouth, but their low toxicity does 
not kill the cells of the skin or mouth 
tissues. 


Distillation of ethanol—water solutions cannot increase the ethanol concentration above 
95% because a solution of 95% ethanol and 5% water boils at a lower temperature 
(78.15 °C) than either pure water (100 °C) or pure ethanol (78.3 °C). Such a mixture 
of liquids that boils at a lower temperature than either of its components is called a 
minimum-boiling azeotrope. 

The 95% alcohol produced by distillation is well suited for use as a solvent and 
a reagent when traces of water do not affect the reaction. When absolute alcohol 
(100% ethanol) is required, the 95% azeotrope is passed through a dehydrating agent 
such as anhydrous calcium oxide (CaO), which removes the final 5% of water. 

Since World War II, most industrial ethanol has been synthesized directly by the 
catalyzed high-temperature, high-pressure, gas-phase reaction of water with ethy]- 
ene. This process uses catalysts such as P,Os, tungsten oxide, or various specially 
treated clays. 


100-300 atm, 300 °C 
catalyst 


H,C=CH, F H,O CH3;—CH,—OH 


Like methanol, ethanol is an excellent solvent of low toxicity that is cheap to pro- 
duce. Unfortunately, the liquor tax makes ethanol relatively expensive. Use of untaxed 
ethanol is possible, but it requires extensive record keeping and purchase of a special 
license. Denatured alcohol is ethanol that contains impurities that make it undrinkable. 
Denatured ethanol is untaxed, but the impurities (methanol, methyl isobutyl ketone, 
aviation gasoline, etc.) also make it unsuitable for many laboratory uses. 

Like methanol, ethanol is a good motor fuel, with similar advantages and disad- 
vantages. A car’s carburetor must be adjusted (for a richer mixture) and fitted with 
alcohol-resistant seals if it is to run on pure ethanol. Solutions of about 10% ethanol in 
gasoline (“gasohol’”) work well without any adjustments, however. 

Many people imagine ethanol to be nontoxic, and methanol to be horribly toxic. 
Actually, methanol is about twice as toxic as ethanol: Typical fatal doses for adults 
are about 100 mL of methanol or about 200 mL of ethanol, although smaller doses of 
methanol may damage the optic nerve. Many people die each year from underestimat- 
ing ethanol’s toxicity. In the lab, we would never ingest even a tiny fraction of these 
amounts. Therefore, we consider these solvents to be relatively nontoxic compared with 
truly hazardous solvents such as benzene and chloroform. 


10-5C Propan-2-ol 


Propan-2-ol (2-propanol, isopropyl alcohol) is made by the catalytic hydration of pro- 
pylene. Isopropy! alcohol is commonly used as rubbing alcohol (rather than ethanol) 
because it has less of a drying effect on the skin, and it is not regulated and taxed by 
the government. Rubbing alcohol usually contains about 70% isopropyl! alcohol and 
30% water. People have used rubbing alcohol as a safe and effective antiseptic since 
the early 1920s. It is about as toxic as methanol when taken orally, but it is safer for use 
on the skin because it does not pass through skin as easily as methanol. 


100-300 atm, 300 °C 
> 


CH,—CH=CH, + H,O CH;—CH—CH 
3 2 4 catalyst 3 3 
propylene ie 
propan-2-ol 


10-6 Acidity of Alcohols and Phenols 


Like the hydroxy proton of water, the hydroxy proton of an alcohol is weakly acidic. 
A strong base can remove the hydroxy proton to give an alkoxide ion. 


10-6 Acidity of Alcohols and Phenols 


R-O-H + BF = R—O: + B-H 
alcohol alkoxide ion 
Example 
CH,CH,-O—H + Bt = CH,CH,—O* + B—H 
ethanol ethoxide ion 


The acidities of alcohols vary widely, from alcohols that are about as acidic as water 
to some that are much less acidic. The acid-dissociation constant, K,, of an alcohol is 
defined by the equilibrium 


R—O—H + H,O pa R—O + H30* 
[H,0*][ RO-] 
a [ROH] PA, og( a) 


Table 10-4 compares the acid-dissociation constants of some alcohols with those of 
water and other acids. 


10-6A Effects on Acidity 


The acid-dissociation constants for alcohols vary according to their structure, from 
about 10 !° for methanol down to about 107!* for most tertiary alcohols. The acidity 
decreases as the substitution on the alkyl group increases, because a more highly sub- 
stituted alkyl group inhibits solvation of the alkoxide ion, decreasing the stability of the 
alkoxide ion and driving the dissociation equilibrium toward the left. 

Table 10-4 shows that substitution by electron-withdrawing halogen atoms enhances 
the acidity of alcohols. For example, 2-chloroethanol is more acidic than ethanol because 
the electron-withdrawing chlorine atom helps to stabilize the 2-chloroethoxide ion. 


CH3—CH,—OH + H,O a CH3—CH,—O- + H,0* 


ethanol ethoxide ion 
(less stable) 


Cl— CH,—CH,—OH “F H,0 <_— Cl CH), CH, O + H30* 


2-chloroethanol 2-chloroethoxide ion 
(stabilized by Cl) 


TABLE 10-4 Acid-Dissociation Constants of Representative Alcohols 


Alcohol Structure K, pK, 
methanol CH,— OH 3.2 x 107!6 15.5 
ethanol CH,CH, — OH 1.3 x 107!6 15.9 
2-chloroethanol CI— CH,CH, — OH 5.0 x 10° 14.3 
2,2,2-trichloroethanol Cl,C — CH, — OH 6.3 x 10°18 12.2 
isopropyl alcohol (CH;),CH— OH 3.2 x 10°17 16.5 
tert-butyl alcohol (CH;);C — OH 1.0 x 10-18 18.0 
cyclohexanol C,H,, —OH 1.0 x 1097/8 18.0 
phenol C,H; —OH 1.0 x 107!° 10.0 
Comparison with Other Acids 
water H,O 1.8 x 107!¢ 15.7 
acetic acid CH3;COOH 1.6 X 10° 4.74 


hydrochloric acid HCl 1 x 10°? -7 


K, 213% 10° 


K,=5.0 X 10° 
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# 
PROBLEM 10-7 


Predict which member of each pair will be more acidic. Explain your answers. 
(a) methanol or tert-butyl alcohol 

(b) 2-chloropropan-1-ol or 3-chloropropan-1-ol 

(c) 2-chloroethanol or 2,2-dichloroethanol 

(d) 2,2-dichloropropan-1-ol or 2,2-difluoropropan- 1-ol 


( PROBLEM 10-8 


Without looking them up, rank the following compounds in decreasing order of acidity. 
These examples represent large classes of compounds that differ widely in acidity. 


water, ethanol, 2-chloroethanol, tert-butyl alcohol, ammonia, sulfuric acid, hexane, 
hex-1-yne, acetic acid 


Ss 


10-6B Formation of Sodium and Potassium Alkoxides 


Alkoxide ions are strong nucleophiles and strong bases, and we have already seen 
many of their useful reactions. When an alkoxide ion is needed in a synthesis, it is 
often formed by the reaction of sodium or potassium metal with the alcohol. This is 
an oxidation—reduction, with the metal being oxidized and the hydrogen ion reduced 
to form hydrogen gas. Hydrogen bubbles out of the solution, leaving the sodium or 
potassium salt of the alkoxide ion. 


R—O—H + Na —_— R—O-Na* + 7H,7 


Example 
CH,CH,OH + += Na —>  CH,CH,O-Na* +H? 
ethanol sodium metal sodium ethoxide hydrogen gas 


The more acidic alcohols, such as methanol and ethanol, react rapidly with sodium 
to form sodium methoxide and sodium ethoxide. Secondary alcohols, such as 
propan-2-ol, react more slowly. Tertiary alcohols, such as tert-butyl! alcohol, react 
very slowly with sodium. Potassium is often used with secondary and tertiary alco- 
hols because it is more reactive than sodium, and the reaction can be completed in a 
convenient amount of time. 


(CH;);C—OH + K —-> (CH;),C—O Kt + 35HT 


tert-butyl alcohol potassium potassium tert-butoxide 
metal 


Some alcohols react slowly with both sodium and potassium. In these cases, a 
useful alternative is sodium hydride, often in tetrahydrofuran (THF) solution. Sodium 
hydride reacts quickly to form the alkoxide, even with difficult compounds. 


R—O—H + NaH ——s R—Or Nat + Hy) 
O Tae O 


alcohol — sodium hydride sodium alkoxide hydrogen 


10-6C Acidity of Phenols 


We might expect that phenol would have about the same acidity as cyclohexanol, since 
their structures are similar. This prediction is wrong: Phenol is nearly 100 million (10°) 
times more acidic than cyclohexanol. 
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OH O- Application: Antiseptic 


koi ™ 
H,O + 2 + H,Ot British surgeon Joseph Lister 
(1827-1912) used dilute solutions of 
cyclohexanol alkoxide ion phenol to kill germs in wounds. He 
found that antiseptic surgery using 
OH K. = 10710 Oo” phenol reduced the mortality rate from 
H,O + ————— + H,O* amputations by nearly 50%. Within the 
next decade, Lister's phenol-based anti- 
phenol phenoxide ion septic techniques revolutionized surgery. 


(phenolate ion) 


Cyclohexanol is a typical secondary alcohol, with a typical acid-dissociation constant 
for an alcohol. There must be something special about phenol that makes it unusually 
acidic. The phenoxide ion is more stable than a typical alkoxide ion because the nega- 
tive charge is not confined to the oxygen atom but is delocalized over the oxygen and 
three carbon atoms of the ring. 


yo 1 i 
Hv a eae oi HL. Cy UH Pee ee 
| | <—> | | —_ q| | —_7 | | 
a a a ES ue Ber a ga aa 
i i i i 


A large part of the negative charge in the resonance hybrid still resides on the oxygen 
atom, since it is the most electronegative of the four atoms sharing the charge. But the 
ability to spread the negative charge over four atoms rather than concentrating it on just 
one atom produces a more stable ion. The reaction of phenol with sodium hydroxide is 
exothermic, and the following equilibrium lies to the right. 


CoS oe O> Na’ 
+ Nat :OH = Cy + H,O 


phenol, pK, = 10.0 sodium phenoxide pk, = 15.7 


Phenoxide anions are prepared simply by adding the phenol to an aqueous solution 
of sodium hydroxide or potassium hydroxide. There is no need to use sodium or potas- 
sium metal. Phenol was once called carbolic acid because of its ability to neutralize 


common bases. Application: Biochemistry 


EPM of phenoxide ion 


A Phenol is commonly used to separate 
PROBLEM 10-9 cellular DNA from proteins, one step in 
the process that leads to the cloning of a 

gene. An aqueous phenol solution 
dissolves DNA, but it complexes with the 
proteins and causes them to precipitate. 


A nitro group (— NO) ) effectively stabilizes a negative charge on an adjacent carbon atom 
through resonance: 


RL. +0 Ras » Oe Re .- e0r Centrifugation removes the precipitated 
go SO ag teins. Finally, addition of ethanol 
i. Pe 2 So 8 oc proteins. Finally, addition of ethano 
: 7 : : 7 causes the purified DNA to precipitate so 
minor minor major 


that it can be collected. 


(continued) 
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Two of the following nitrophenols are much more acidic than phenol itself. The third com- 
pound is only slightly more acidic than phenol. Use resonance structures of the appropriate 
phenoxide ions to show why two of these anions should be unusually stable. 


or OH OH Cy OH 
NO, O,N 
NO, 
2-nitrophenol 3-nitrophenol 4-nitrophenol 


PROBLEM 10-10 


The following compounds are only slightly soluble in water, but one of them is very soluble 
in a dilute aqueous solution of sodium hydroxide. The other is still only slightly soluble. 


soles 


(a) Explain the difference in solubility of these compounds in dilute sodium hydroxide. 
(b) Show how this difference might be exploited to separate a mixture of these two 
compounds using a separatory funnel. 


10-7 Synthesis of Alcohols: Introduction and Review 


One of the reasons alcohols are important synthetic intermediates is that they can be 
synthesized directly from a wide variety of other functional groups. In Chapters 6 
and 8, we examined the conversion of alkyl halides to alcohols by substitution and the 
conversion of alkenes to alcohols by hydration, hydroboration, and dihydroxylation. 
These reactions are summarized here, with references for review if needed. 

Following this review, we will consider the largest and most versatile group of 
alcohol syntheses: nucleophilic additions to carbonyl compounds. 


SUMMARY Previous Alcohol Syntheses 


Nucleophilic Substitution on an Alkyl Halide (Chapter 6) 
Usually via the Sy2 mechanism; competes with elimination. 


R ' + Z 
- \ 
HOF ~Sc—x —> | HO~-C—x —> Ho-c% 7x 
wil U é\ \"H 
H H H H 


transition state 


Synthesis of Alcohols from Alkenes (Chapter 8) 
1. Acid-catalyzed hydration (Section 8-4) 


AS JY Ht Lo 
C=C. + HO —> === 
# ‘ |] 
H OH 


Markovnikov orientation 
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2. Oxymercuration—demercuration (Section 8-5) 
OH OH 
‘ Ma H,0 | | NaBH, | | 
C=C +  Hg(OAc) ——> —=—C—C— — . —C—C— 
‘a \ | | | | 
(AcO)Hg H 
Markovnikov orientation 
3. Hydroboration—oxidation (Section 8-7) 
% / (1) BH: THF | | 
C= > C—E 
JY \._(@)H,0,, NaOH i | 
H OH 


syn addition, anti-Markovnikov orientation 


4, Dihydroxylation: synthesis of 1,2-diols from alkenes (Sections 8-13 and 8-14) 


Syn Dihydroxylation 


Anti Dihydroxylation 
O 
| 


OsO,, H,0, 


or KMnO,, OH 
(cold, dilute) 


HO OH 


syn dihydroxylation 


C=C 
/ \ 


R—C—OOH, H,0+ | 
> —c—c— 


OH 


anti dihydroxylation 


5. Addition of acetylides to carbonyl compounds (Section 9-7) 


R’ 
a 2 — Se —0: 
R-CeCr + CEO 


R 


ketone or aldehyde 


acetylide 


R’ R’ 
ee H30+ 
> R—-C=]C—C Or > R—C=C 7 OH 
R’ R’ 
alkoxide acetylenic alcohol 


10-8 Organometallic Reagents for Alcohol Synthesis 


Organometallic compounds contain covalent bonds between carbon atoms and metal 
atoms. Organometallic reagents are useful because they have nucleophilic carbon 
atoms, in contrast to the electrophilic carbon atoms of alkyl halides. Most metals (M) 
are more electropositive than carbon, and the C—M bond is polarized with a partial 
positive charge on the metal and a partial negative charge on carbon. The following 
partial periodic table shows the electronegativities of some metals used in making 


organometallic compounds. 


Electronegativities 
Li 1.0 C 2.5 
Na 0.9 Mg 1.3 Al 1.6 
K 0.8 


C—M bond 
<+ 
C—Li 
O10" 

paste 
C—Mg 

5 &t 
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We have already encountered one type of organometallic compound with a nega- 
tive charge on carbon: sodium acetylides, covered in Section 9-7. Terminal alkynes 
are weakly acidic, and they are converted to sodium acetylides by treatment with an 
unusually strong base, sodium amide. These sodium acetylides are useful nucleophiles, 
reacting with alkyl! halides and carbonyl compounds to form new carbon-carbon bonds. 


R—C=C—H + NaNH, — > R—C=C:" Nat + NH; 


terminal alkyne sodium amide a sodium acetylide ammonia 
eo 
R—C=C:— + R’—CH, <= > R=CS=C—CH Rk. + xX 
acetylide alkyl halide substituted alkyne 
- R’ R’ 
__ Pa a __ | oo H,0* _ | 
R=—C=CG: ++ C=0, — R—C=C—C—O: —_ R=—C=C—C— 0H 
R , , 
R R 
acetylide ketone or aldehyde alkoxide acetylenic alcohol 


Most alkyl! and alkenyl! groups are not acidic enough to be deprotonated by sodium 
amide, but they can be made into Grignard reagents and organolithium reagents. 
These reagents are extremely versatile, providing some of our best ways of forming 
carbon-carbon bonds. 


10-8A Grignard Reagents 


Organometallic compounds of lithium and magnesium are frequently used for 


PROBLEM-SOLVING HINT the synthesis of alcohols. The organomagnesium halides, of empirical formula 
Grignard reactions are some of the R—Mg—x , are called Grignard reagents in honor of the French chemist Victor 
most valuable tools ever discovered Grignard, who discovered their utility around 1905 and received the Nobel Prize in 
for use in synthetic organic chemis- Chemistry in 1912. Grignard reagents result from the reaction of an alkyl halide with 
try. We will use Grignard reactions magnesium metal. This reaction is always carried out in a dry (anhydrous) ether solvent, 
often to form carbon-carbon bonds which is needed to solvate and stabilize the Grignard reagent as it forms. Although 
in many different types of syntheses. we write the Grignard reagent as R—Mg— , the actual species in solution usually 


contains two, three, or four of these units associated together with several molecules of 
the ether solvent. Diethyl ether, CH;CH, —O—CH,CH;, is the most common solvent 
for these reactions, although other ethers are also used. 


CH,CH,OCH,CH, & + . + 
R—X + Mg > R—Mg—x reacts like R? MgX 
(X = Cl, Br, or I) organomagnesium halide 


(Grignard reagent) 


Grignard reagents may be made from primary, secondary, and tertiary alkyl! halides, 
as well as from vinyl and aryl halides. Alkyl iodides are the most reactive halides, fol- 
lowed by bromides and chlorides. Alkyl] fluorides generally do not react. 


jeaCinig Ill > J2—Jer S IR—Cl Ss IN—1h 


The following reactions show the formation of some typical Grignard reagents. 


ether 


CH,—I + Mg ——> CH,—Mg—I 


iodomethane methylmagnesium iodide 
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Br MgBr 
H H 


bromocyclohexane cyclohexylmagnesium bromide 
ether 
H,C=CH—CH,—Br + Mg —~—> H,C=CH—CH,—MgBr 
allyl bromide allylmagnesium bromide 


10-8B Organolithium Reagents 


Like magnesium, lithium reacts with alkyl] halides, viny] halides, and aryl halides to form 
organometallic compounds. Ether is not necessary for this reaction. Organolithium 
reagents are made and used in a wide variety of solvents, including alkanes. 


R—X + 2Li —-> Lit X + R—Li reacts like R: Li* 


(X = Cl, Br, or I) organolithium 
Examples 
‘ h : : 
CH;CH,CH,CH,—Br + 2Li —““> CH;CH,CH,CH,—Li + LiBr 
n-butyl bromide n-butyllithium 
H,cC=CH—Cl + 2Li P™*, HWC=CH—Li + LiCl 
vinyl chloride vinyllithium 
. ether ; c 
€ Sw + 2Li —,> € Nu + LiBr 
bromobenzene phenyllithium 


The electrostatic potential map (EPM) of methyllithium is shown at right. The blue 
(electron-poor) color of the metal results from its partial positive charge, and the red 
(electron-rich) color of the methyl group shows its partial negative charge. 


4 >) 
PROBLEM 10-11 
Which of the following compounds are suitable solvents for Grignard reactions? EPM of CHaLi 
(a) n-hexane (b) CH; —O— CH; (c) CHCl, : 
(d) cyclohexane (e) benzene (f) CH,0CH,CH,OCH,; 
(g) ° (h) C) 
THF O 
(tetrahydrofuran) 1,4-dioxane 
Ne J 
(- > 


PROBLEM 10-12 


Predict the products of the following reactions. 
ether 
(a) CH;CH,Br =f Mg ——?. 
h 
(b) isobutyl iodide + 2Li ———~ 
THF 
(c) 1-bromo-4-fluorocyclohexane + Mg ——~> 


ether 


(d) CH,=CCI—CH,CH, + 2Li 
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10-9 Reactions of Organometallic Compounds 


Because they resemble carbanions, Grignard and organolithium reagents are strong 
nucleophiles and strong bases. Their most useful nucleophilic reactions are additions 
to carbonyl (C=O) groups, much like we saw with acetylide ions (Section 9-7B). 
The carbonyl! group is polarized, with a partial positive charge on carbon and a partial 
negative charge on oxygen. The positively charged carbon is electrophilic; attack by a 
nucleophile places a negative charge on the electronegative oxygen atom. 


Xe, 
Ri \-C=0: —> R-C—Or 
A Fug ; = 


The product of this nucleophilic attack is an alkoxide ion, a strong base. Addition of 
water or a dilute acid in a second step protonates the alkoxide to give the alcohol. 


ee i Ge a —_ R—C—OH + :OH 
alkoxide (or H,0*) 


Either a Grignard reagent or an organolithium reagent can serve as the nucleo- 
phile in this addition to a carbonyl group. The following discussions refer to Grignard 
reagents, but they also apply to organolithium reagents. Key Mechanism 10-1 shows 
that the Grignard reagent first adds to the carbonyl group to form an alkoxide ion. 
Addition of dilute acid (in a separate step) protonates the alkoxide to give the alcohol. 

We are interested primarily in the reactions of Grignard reagents with ketones and 
aldehydes. Ketones are compounds with two alkyl groups bonded to a carbonyl group. 
Aldehydes have one alkyl group and one hydrogen atom bonded to the carbonyl group. 
Formaldehyde has two hydrogen atoms bonded to the carbonyl group. 


R H H 
\ \ \ 
C=O C=O C=O 
7 / / 
R R H 
a ketone an aldehyde formaldehyde 


The electrostatic potential map (EPM) of formaldehyde shows the polarization of the 
carbonyl] group, with an electron-rich (red) region around oxygen and an electron-poor 
EPM of formaldehyde (blue) region near carbon. 


KEY MECHANISM 10-1 Grignard Reactions 


Grignard and organolithium reagents provide some of the best methods for assembling a carbon skeleton. These strong nucleophiles 
add to ketones and aldehydes to give alkoxide ions, which are protonated to give alcohols. 


Formation of the Grignard reagent: Magnesium reacts with an alky] halide in an anhydrous ether solution. 


R’—X + Mg R’—Mgx 


ether 
Reaction 1: The Grignard reagent attacks a carbonyl compound to form an alkoxide salt. 


R 


OF. gx R | 
Le No fe} sites 
R 
R 


magnesium alkoxide salt 
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Reaction 2: After the first reaction is complete, water or dilute acid is added to protonate the alkoxide and give the alcohol. 


a Be i 


H—O— a 
eo 6: +*Mgx ee + XMgOH 


R R 


magnesium alkoxide salt alcohol 


EXAMPLE: Addition of phenylmagnesium bromide to acetone 
Formation of the Grignard reagent: Magnesium reacts with bromobenzene in an ether solution to give phenylmagnesium 


bromide. 
€ \m + Mg whee MgBr 


phenylmagnesium bromide 


Reaction 1: The Grignard reagent attacks a carbonyl compound to form an alkoxide salt. 


HC Cus 
oe ee od 
SMgBr tO eter oe fe 
Be CH, 


magnesium alkoxide salt 


Reaction 2: After the first reaction is complete, water or dilute acid is added to protonate the alkoxide and give the alcohol. 


ase | 
ie O:> *MgBr a + BrMgOH 


CH; CH; 


magnesium alkoxide salt 2-phenylpropan-2-ol 


QUESTION: What would be the result if water were accidentally added in the first reaction with the Grignard 
reagent and the carbonyl compound? 


10-9A Addition to Formaldehyde: Formation of Primary Alcohols 


Addition of a Grignard reagent to formaldehyde, followed by protonation, gives a pri- 
mary alcohol with one more carbon atom than in the Grignard reagent. 


H H 
% | H,0* 
R+MgX + C=O R-+-C—O- *MgX ——> CH,—OH 
/ ether | 
Hl H 
Grignard reagent formaldehyde primary alcohol 
For example, 
H H 


(1) ether solvent 
—— 


‘ 
CH;CH,CH,CH,—MgBr + = =9C=O ay Ho! 


| 
nes eee 08 
H 


H 


butylmagnesium bromide formaldehyde pentan-1-ol (92%) 
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(— = 
PROBLEM-SOLVING HINT PROBLEM 10-13 
(1) Show how you would synthesize the following primary alcohols by adding an appropriate 
Nees et (2) mse Grignard reagent to formaldehyde. 
separate reactions with one reaction CH,OH CH,OH 
arrow. (a) Cy (b) oe (c) CT 
OH 
Xs 7 
10-9B Addition to Aldehydes: Formation of Secondary Alcohols 
Grignard reagents add to aldehydes to give, after protonation, secondary alcohols. 
R R 
i | H,0* | 
| R+-Mex + yx hee” sal Dial *MgX ——> = lead 
H H 
Grignard reagent aldehyde secondary alcohol 


The two alkyl groups of the secondary alcohol are the alkyl group from the Grignard 
reagent and the alkyl group that was bonded to the carbonyl! group of the aldehyde. 


aoe it H,0* i 
CH,CH,—MgBr + ZS ar ra i i *MgBr > wee 
H H H 
acetaldehyde butan-2-ol (85%) 
a 
PROBLEM-SOLVING HINT PROBLEM 10-14 
A secondary alcohol has two groups Show two ways you could synthesize each of the following secondary alcohols by adding an 
on the carbinol carbon atom. appropriate Grignard reagent to an aldehyde. 


Consider two possible reactions, 


OH 
with either group added as the (a) (b) (c) H\ 0H 
Grignard reagent. “| aad enn 
OH 


XN 


10-9C Addition to Ketones: Formation of Tertiary Alcohols 


A ketone has two alkyl groups bonded to its carbonyl carbon atom. Addition of a 
Grignard reagent, followed by protonation, gives a tertiary alcohol, with three alkyl 
groups bonded to the carbinol carbon atom. 


R’ R’ 
\ | H,0* | 
R+MgxX + fo “aer [RT¢—0 *Mgx —_ a 
R”’ R” R” 
Grignard reagent ketone tertiary alcohol 


Two of the alkyl groups are the two originally bonded to the ketone carbonyl] group. 
The third alkyl group comes from the Grignard reagent. 


CH,CH,CH, CH;CH,CH, 
_ \ (1) ether solvent ey = 
CH,CH,—MgBr + =0 aio CH,CH, : OH 


pentan-2-one 3-methylhexan-3-ol (90%) 
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SOLVED PROBLEM 10-2 


Show how you would synthesize the following alcohol from compounds containing no more 
than five carbon atoms. 


Wane 
CH,CH, 


SOLUTION 
This is a tertiary alcohol; any one of the three alkyl groups might be added in the form of a 
Grignard reagent. We can propose three combinations of Grignard reagents with ketones: 


O 
I + CH.CH.Mep (1) ether solvent 
> 
Cyc, ae (2) H;0* 
I CH.MeB (1) ether solvent 
+ ——_|_— 
Cy Sen.cr, i) gbr (2) H,O* 


C MgBr (1) ether solvent 
, 
CH, CH,CH, + On Cao 


Any of these three syntheses would probably work, but only the third begins with frag- 
ments containing no more than five carbon atoms. The other two syntheses would require 
further steps to generate the ketones from compounds containing no more than five carbon 


atoms. 

PROBLEM 10-15 PROBLEM-SOLVING HINT 
Show how you would synthesize each tertiary alcohol by adding an appropriate Grignard A tertiary alcohol has three groups 
reagent to a ketone. on the carbinol carbon atom. 

(a) 3-phenylhexan-3-ol (3 ways) (b) Ph3COH Consider three possible reactions 
(c) 1-ethylcyclopentanol (d) 2-cyclopentylpentan-2-ol (as in Solved Problem 10-2), with 


each of these groups added as the 
Grignard reagent. 


10-9D Addition to Acid Chlorides and Esters 


Acid chlorides and esters are derivatives of carboxylic acids. In such acid derivatives, 
the — OH group of a carboxylic acid is replaced by other electron-withdrawing groups. 
In acid chlorides, the hydroxy group of the acid is replaced by a chlorine atom. In esters, 
the hydroxy group is replaced by an alkoxy (—O—R) group. 


1 1 1 
R—C—OH R—C—Cl R—C—O—R 
carboxylic acid acid chloride ester 


Acid chlorides and esters react with two equivalents of Grignard reagents to give (after 
protonation) tertiary alcohols. 


O R 


| (1) ether solvent 
rd = —s — 
2| R+MgxX + R‘’—C—Cl @)HO* HO" R t OH 


acid chloride 


tertiary alcohol 
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R 
| 1) ether sol 

2| R+Mex + R’—C—OR” Seb ee OH 
; (2) H,O* | 
ester R 


tertiary alcohol 


Addition of the first equivalent of the Grignard reagent produces an unstable 
intermediate that expels a chloride ion (in the acid chloride) or an alkoxide ion (in the 
ester), to give a ketone. The alkoxide ion is a suitable leaving group in this reaction 
because its leaving stabilizes a negatively charged intermediate in a fast, strongly 
exothermic step. 


Attack on an acid chloride 


R’ Rr’ R’ 
Mx. .2c=—o “= 3 Bor > Sc=o' 
cl i, R :Cl: 
:Cl: ~ 
acid chloride intermediate ketone 


Attack on an ester 


, Rr’ R’ 
| RM > eiao aS Pater: > ‘c=o 
ee Ae Pye : 
R’—O: :O—R” 30+ 
ester intermediate ketone 


The ketone reacts with a second equivalent of the Grignard reagent, forming the 
magnesium salt of a tertiary alkoxide. Protonation gives a tertiary alcohol with one of 
its alkyl groups derived from the acid chloride or ester, and the other two derived from 
the Grignard reagent. 


R’ R’ R’ 
R--MgX Meee se flee SO es 
is R R 
Grignard ketone alkoxide tertiary alcohol 
(second equivalent) intermediate 


Consider an example using an ester. When an excess of ethylmagnesium bromide 
ewe is added to methyl benzoate, the first equivalent adds and methoxide is expelled, 
When making a tertiary alcohol with | giving propiophenone. Addition of a second equivalent, followed by protonation, 
two identical alkyl groups, consider gives a tertiary alcohol: 3-phenylpentan-3-ol. 

using an acid chloride or ester. 


‘oO Were 
CH,CH, | MgB P OCH ie OCH C1. 

I— r + — —_ —_ — : 

ee a , a A i 


CH,CH, “OCH, 


first equivalent methyl benzoate 


propiophenone 
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a OP 
C1 ~~ | ~~ | 
CH,CH, Mgr ¢$ SZ cro = CHC -¢ O° *Mepr = 59°” CH,CH,|-¢—OH 
sind eeultiaieh CH,CH, CH,CH, CH,CH, 
propiophenone 3-phenylpentan-3-ol (82%) 
2. 


{ PROBLEM 10-16 


Propose a mechanism for the reaction of acetyl chloride with phenylmagnesium bromide to 
give 1,1-diphenylethanol. 


O OH 
CH I Cl D MoB (1) ether solvent CH | 
—c— sie ee eS = 
3 ser") H,0* 3 
acetyl chloride phenylmagnesium bromide 


1,1-diphenylethanol 
XR J 


{ PROBLEM 10-17 


Show how you would add Grignard reagents to acid chlorides or esters to synthesize the 


PROBLEM-SOLVING HINT 


following alcohols. When making a secondary alcohol 
(a) Ph;C— OH (b) 3-ethyl-2-methylpentan-3-ol with identical alkyl groups, consider 
L© dicyclohexylphenylmethanol J using a formate ester. 


{ PROBLEM 10-18 


A formate ester, such as ethyl formate, reacts with an excess of a Grignard reagent to give (after protonation) secondary alcohols with 
two identical alkyl groups. 


O on 
(1) ether solvent R—CH—R 


| 
2R—MgxX + H—C—O—CH,CH, 
3 2) H,0+ 
: secondary alcohol 


ethyl formate 


(a) Propose a mechanism to show how the reaction of ethyl formate with an excess of allylmagnesium bromide gives, after proton- 
ation, hepta-1,6-dien-4-ol. 
O 
(1) ether solvent 


| 
2 H,C =CH— CH,MgBr Sw H— C—OCH,CH, (2) H,0* 


allylImagnesium bromide ethyl formate 


hepta-1,6-dien-4-ol (80%) 


(b) Show how you would use reactions of Grignard reagents with ethyl formate to synthesize the following secondary alcohols. 
(i) pentan-3-ol (ii) diphenylmethanol (iii) trans,trans-nona-2,7-dien-5-ol 


10-9E Ring-Opening with Ethylene Oxide 

Grignard reagents usually do not react with ethers, but epoxides are unusually reactive 
ethers because of their ring strain. Ethylene oxide reacts with Grignard reagents to give, 
after protonation, primary alcohols with two additional carbon atoms. Notice that the 
nucleophilic attack by the Grignard reagent opens the ring and relieves the ring strain. 
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CO: :Or *MgX OH 
y™~% H,O* | 
R7-Mex _,CH,—CH, ar R--CH, —CH, —_ R--CH,— CH, 
ethylene oxide alkoxide primary alcohol 
Example 
CO" :O% *MgBr OH 
A % | H,0* | 
CH,(CH));;-—MgBr__,CH,—CH) ——> ena ——> ies 
butyl ium bromid thy! id 
utylmagnesium bromide ethylene oxide C,H, C,H, 
hexan-1-ol (61%) 
cr >) 
PROBLEM-SOLVING HINT PROBLEM 10-19 
The reaction of a Grignard reagent Show how you would synthesize the following alcohols by adding Grignard reagents to 
with an epoxide is the only Grignard ethylene oxide. 
reaction we have seen where the CH,CH,OH 
new OH group is NOT on the same (a) 2-phenylethanol (b) 4-methylpentan-1-ol (c) 
carbon atom where the Grignard CH, 
formed a new bond. In this case, * = 


the new OH group appears on the 
second carbon from the new bond. 


PROBLEM 10-20 


In Section 9-7B, we saw how acetylide ions add to carbonyl groups in much the same way 
as Grignard and organolithium reagents. Acetylide ions also add to ethylene oxide much like 
Grignard and organolithium reagents. Predict the products obtained by adding the following 
acetylide ions to ethylene oxide, followed by a dilute acid workup. 

| @) HC=C (b) CH;CH,— C=C: 


FOCUS Synthesis of Alcohols by Grignard Reactions 


The key to determining what Grignard reaction can produce a desired alcohol is to analyze what groups OH_, carbinol 
are on the carbinol carbon (the carbon with the OH attached). RI ‘ a carbon 
hs 

If two of the groups on the carbinol Tf one of the groups on the carbinol If all of the groups on the carbinol C 
C are H, then you can make a 1° alcohol C is H, then you can make a 2° alcohol are alkyl or aryl, then you can make a 
by using a Grignard reagent added to by using a Grignard reagent added 3° alcohol by using a Grignard reagent 
formaldehyde. to an aldehyde. added to a ketone. 
formaldehyde aldehyde ketone 

O O O 

I OH I OH i OH 

om | yea | poe | 
H ' qo" Mee Cae R! \ H —>— R!-C—H R! \ R—_—_— RI C—R* 
| 
3 3 3 
ye R a a R Re ee R 
eS 1° alcohol oa 2° alcohol a 3° alcohol 
ester or 
id chlorid 
aci & oride oH 

In the special case where two of the R groups on the carbinol 4 R3 Nis). ex —>— > R!-C—R3 
C are the same, use two equivalents of a Grignard reagent R OR or Cl ] 
on an acid chloride or an ester to make a 3° alcohol. R3 


3° alcohol 
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In the special case where a Grignard reagent reacts with an O OH 
epoxide such as ethylene oxide, the new carbon-carbon bond is 3 \ if 

not made at the carbinol carbon, but rather at the adjacent RS Me He —_ Ch, = HC — CH» 
carbon atom. epoxide R32 1° alcohol 


PROBLEM 


Show two different Grignard methods to make each of these alcohols. 


OH 
OH OH 
@) oy ©) prc] () CH,CH,OH | Seon (e) pak (f) AK 


O 


SUMMARY Grignard Reactions 


I. Nucleophilic Additions to Carbonyl Compounds 


(1) ether solvent | 
She Ee es R-+-C—OH 
(2) H,0* c 

Dal 


1° alcohol 


R+MgX + 


R 

R-- a OH 
H 

aldehyde 2° alcohol 


(1) ether solvent 
(2) H,0* 


R 

(1) ether solvent 

(2) H,0* x ii OH 
Rr” 

ketone 3° alcohol 


O 


i 
-MgX + R’—C—OR” 


ester 
or acid chloride 


(1) ether solvent 
(2) H,0* 


3° alcohol 
; two groups added 
2. Nucleophilic Displacement of Epoxides 


ZN (1) ether solvent 

R+Mgx + CH,— CH, (2) H,0* > R--CH,CH,— OH 
ethylene oxide 1° alcohol 

two groups added 
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ae 


Structure and Synthesis of Alcohols 


10-9F Lithium Dialkylcuprates 


Recall from Section 9-7 how acetylide ions are alkylated by displacing unhindered 
alkyl halides. 


H-C=cO RCH, Br —> H—C=C—CH,—-R + Br 
Like acetylide ions, Grignard and organolithium reagents are strong bases and strong 
nucleophiles. Fortunately, they do not displace halides as easily as acetylide ions do. If 
they did displace alkyl] halides, it would be impossible to form Grignard reagents from 
alkyl halides because whenever a molecule of reagent formed, it would react with a 
molecule of the halide starting material. All that would be formed is a coupling product. 
In fact, coupling is a side reaction that hurts the yield of many Grignard reactions. 


(undesirable coupling | 


P eat Z 


R—Mg—Br —— R—R_ + MgBr, 


R—Br + Mg 


> 
ether 


If we want to couple two groups together efficiently, we can do it by using an 
organocopper reagent, a lithium dialkylcuprate, to couple with an alkyl halide. 


R,CuLi + R’—xX — > R-—R’ + R-—-Cu + Lix 
a lithium dialkylcuprate 


The lithium dialkylcuprate (also called a Gilman reagent) is formed by the reaction 
of two equivalents of the corresponding organolithium reagent (Section 10-8B) with 
cuprous iodide: 


2R—Li + Cul —~ RCuli + Lil 


a Gilman reagent 


The coupling takes place as if a carbanion (R:) were present and the carbanion attacked 
the alkyl halide to displace the halide ion. This is not the actual mechanism, however, 
because dialkylcuprates also couple with viny] halides and ary] halides, which are inca- 
pable of undergoing Sj2 substitutions. The actual mechanism depends on the structure 
of the cuprate and the alkyl! halide, and likely involves additional steps. 


| 
amc it C—Xx > R-C “=x 
Se ee 


i | 


(hypothetical simplified mechanism) 


gen. ee _ CH,CH,CH,CH,;—Br 
(2) Cul bs oo i le wa le le 
2 f2 
lithium dialkylcuprate CH, 


3-methylheptane (70%) 


We know that these coupling reactions cannot actually involve an Sy2 mechanism, 
because they also take place on vinyl halides, which cannot undergo Sj? reactions. 
Reactions of lithium dialkylcuprates with viny] halides usually preserve the stereo- 
chemistry of the vinyl halide, as shown in the following example. 


SS 
C ] Br XQ 
77, OL (peut : Can 
SS 


vinyllithium lithium divinylcuprate 
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Lithium dialkylcuprates are not as reactive toward carbonyl groups as Grignard 
reagents are. The Gilman reagents react much slower with ketones than with acid 
chlorides, so the reaction can be stopped at the ketone stage. We use this selectivity to 
synthesize ketones in Chapter 18. 


Henry Gilman (1893-1986) 
was an American organic 
chemist, best known for 
pioneering organocuprate 

O O chemistry. He was the creator 


. / | / | : of the Gilman reagent. His 
R,CuLi oe R’—C—Cl _ R’—C—R + R—Cu + LiCl wore aeeaven mor notable 


a lithium dialkylcuprate acid chloride ketone 
(Gilman reagent) 


as he lost his vision in 1947. 
Despite being blind for most 
of his career, Gilman created 


Example aa 
many significant research 
O O milestones. For his remarkable 
achievements in organometal- 
ay Cl YH lic chemistry, he was awarded 
: % , 
2 CuLi the Priestley Medal in 1977. 
lithium divinylcuprate benzoyl chloride 


PROBLEM 10-21 


Show how you would synthesize the following compounds from alky] halides, viny! halides, 
and aryl halides containing no more than six carbon atoms. 

(a) octane (b) vinylcyclohexane 

(c) trans-oct-3-ene (d) cyclopentyl propyl ketone 


10-10 Side Reactions of Organometallic Reagents: 
Reduction of Alkyl Halides 


Grignard and organolithium reagents are strong nucleophiles and strong bases. Besides 
their additions to carbonyl compounds, they react with other acidic or electrophilic 
compounds. In some cases, these are useful reactions, but they are often seen as annoy- 
ing side reactions where a small impurity of water or an alcohol destroys the reagent. 


10-10A Reactions with Acidic Compounds 


Grignard and organolithium reagents react vigorously and irreversibly with water. 
Therefore, all reagents and solvents used in these reactions must be dry. 


& ot 
R“MgX + H,O-H —> R-H + XMg0H 
pK, = 15.7 pK, >45 


For example, consider the reaction of ethyllithium with water: 
PROBLEM-SOLVING HINT 


& cae 
Acid—base reactions in which the 
— eee —=)y— ——> — as eS 
CH3 CH, li + H vO H CH3;—CH),—H + Li’ “OH pK, values of the acids differ by 
ethyllithium ethane 


about 10 or more are essentially 
irreversible. 


pK, = 15.7 pK, = 50 


The products are strongly favored in this reaction. Ethane is a very weak acid (K, of 
about 10°°), so the reverse reaction (abstraction of a proton from ethane by lithium 
hydroxide) is unlikely. When ethyllithium is added to water, ethane instantly bubbles 
to the surface. 
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Why would we ever want to add an organometallic reagent to water? This is a 
method for reducing an alky] halide to an alkane: 


H,O 


R—-X + Mg R—MgX —~> R—H + XMgOH 


ether 
H,O 
R—X +. 2Li —> R—-Li + Lix —= R—H + LiOH 
The overall reaction is a reduction because it replaces the electronegative halogen atom 


with a hydrogen atom. In particular, this reaction provides a way to “label” a compound 
with deuterium (D or 7H, a heavy isotope of hydrogen) at any position where a halogen 


is present. 
i i i 
M 
CH,—CH—CH— CH — CH,—CH—CH—CH =r > CH,—CH—CH—CH, + BrMgOD 
3 | 3 ether 3 a DOD 3 | 3 
Br MgBr WY D 


In addition to O—H groups, the protons of N—H and S—H groups and the 
hydrogen atom of a terminal alkyne, —C==C —H, are sufficiently acidic to proton- 
ate Grignard and organolithium reagents. Unless we want to protonate the reagent, 
compounds with these groups are considered incompatible with Grignard and organo- 
lithium reagents. 


CH3CH»CH,CH>Li a (CH3CH,),NH —? CH3CH»,CH»CH3 - (CH3;CH,CH),N™ Li* 
pK, = 40 pk, >45 


CH3CH»CH>CH)Li 25 CH3(CH?2)q4 C=C—H > CH3CH»CH2CH3 a CH3(CH2)4—C =C—Li 
pK, = 25 pk, >45 


PROBLEM 10-22 


Predict the products of the following reactions. 
(a) sec-butylmagnesium iodide + D,Q0 —~> 
(b) n-butyllithium + CH,CH,OH —— 
(c) isobutylmagnesium bromide +  but-l-yne —~> 
(d) H O 
Li 


| 
+ CH,—C—OH =? 
acetic acid 


cyclohexyllithium 
(e) MgBr 
PROBLEM-SOLVING HINT Cy + D,0 —_—_ 
Grignard reagents are incompatible 
with water or acid. Dilute acid is phenylmagnesium bromide 
used in a separate step to hydrolyze XN 7 


the magnesium alkoxide. 

(1) RMgX 

————- 
(2) H,0* 


correct: 


10-10B Reactions with Electrophilic Multiple Bonds 
RMgX —_-H30* 
> 


correct: > Grignard reagents are useful because they add to the electrophilic double bonds of 
alae carbonyl groups. However, we must make sure that the only electrophilic double bond 

incorrect: Ae in the solution is the one we want the reagent to attack. There must be no electrophilic 

H30* double (or triple) bonds in the solvent or in the Grignard reagent itself; otherwise, 


they will be attacked as well. Any multiple bond involving a strongly electronega- 
tive element is likely to be attacked, including C—O, S=O, C=N, N=O, and 
C=N bonds. 


(The incorrect example means using 
a Grignard in aqueous acid.) 


10-11. Reduction of the Carbonyl Group: Synthesis of 1° and 2° Alcohols 


In later chapters, we will encounter methods for protecting susceptible groups to 
prevent the reagent from attacking them. For now, simply remember that the following 
groups react with Grignard and organolithium reagents; avoid compounds containing 
these groups except for the one carbonyl! group that gives the desired reaction. 


Protonate the Grignard or organolithium: O—H, N—H, S—H, C=C—H 


Attacked by the Grignard or organolithium: C=O, C=N, C=N, S=0,N=O 


ee 
PROBLEM 10-23 
Point out the flaws in the following incorrect Grignard syntheses. 
OH 


| 
Br CH—Ph 
10: <er 
1 


(3) H,0* y 
H 


H 


O. O 0. O 
(1) Mg, ether 
Br (3) H,0* y N 
1 
MgBr 
CH,CCH,, H,0* OH 
(c) Cy SS : : on 
(1) CH,CH,MgBr 
(a) ol — " 
(2) H,O Y, ; > 
OH OH 


10-11 Reduction of the Carbonyl Group: Synthesis of 
1° and 2° Alcohols 


k 


Grignard reagents convert carbonyl compounds to alcohols by adding alkyl groups. 
Hydride reagents add a hydride ion (H: ), reducing the carbony! group to an alkox- 
ide ion with no additional carbon atoms. Subsequent protonation gives the alcohol. 
Converting a ketone or an aldehyde to an alcohol involves adding two hydrogen atoms 
across the C=O bond: a reduction. Mechanism 10-2 shows the mechanism for this 
reduction. 

The two most useful hydride reagents, sodium borohydride (NaBH,) and lithium 
aluminum hydride (LiAIH,), reduce carbony] groups in excellent yields. These reagents 
are called complex hydrides because they do not have a simple hydride structure such as 
Na‘H™ or Li*H™. Instead, their hydrogen atoms, bearing partial negative charges, are 
covalently bonded to boron and aluminum atoms. This arrangement makes the hydride 
a better nucleophile while reducing its basicity. 


i i 
Nat oe La’ aii —H 
H H 


sodium borohydride lithium aluminum hydride 
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MECHANISM 10-2 Hydride Reduction of a Carbonyl Group 


Sodium borohydride and lithium aluminum hydride (LAH) reduce ketones and aldehydes to alcohols. Either reagent can transfer 
a hydride ion (H: ) to the electrophilic end of the carbonyl group. 


Lithium aluminum hydride (LAH) is a strong reducing agent that cannot be used in hydroxylic solvents. 


Reaction 1: LAH transfers a hydride ion (H: ) to carbon, forming an alkoxide ion. 


Li’ H R Lit H 
| A M. I | 
id ik + O A ey — Or AI—H 
H R H 


lithium aluminum hydride alkoxide ion (forms complexes) 


Reaction 2: After the first reaction is complete, water or dilute acid is carefully added to protonate the alkoxide. 


R ‘e R 

| ft “gh Baa hoe 
neve => oH ¢ OH 

R R 


alkoxide ion alcohol 


EXAMPLE: Borohydride reduction of cyclopentanone to cyclopentanol. 
Sodium borohydride can conveniently be used in alcohol solutions. 


Reaction 1: Borohydride transfers a hydride ion (H: ) to carbon, forming an alkoxide ion. 


Nat H <0: Nat 


| 
H-B- + —R_-OH + BH 


H 


sodium borohydride cyclopentanone alkoxide ion (forms complexes) 


Reaction 2: The alcohol solvent protonates the alkoxide. 


H :O:- 
~ 
eZ 


alkoxide ion cyclopentanol 


Aluminum is less electronegative than boron, so more of the negative charge in 


Comparison of electronegativities aurea hoe : j 
the AIH, ion is borne by the hydrogen atoms. Therefore, lithium aluminum hydride 


7 + * (LAH) is a much stronger reducing agent, and it is much more difficult to work with 
B—H Al than sodium borohydride. LAH reacts explosively with water and alcohols, liberating 
2.0 2.2 16 2.2 hydrogen gas and sometimes starting fires. Sodium borohydride reacts slowly with 


alcohols and with water as long as the pH is high (basic). Sodium borohydride is a 
convenient and highly selective reducing agent. 


10-11A Uses of Sodium Borohydride 


Sodium borohydride (NaBHy4) reduces aldehydes to primary alcohols, and ketones to 
secondary alcohols. The reactions take place in a wide variety of solvents, including 
alcohols, ethers, and water. The yields are generally excellent. 


10-11 
i I. 
(om C—H 
H NaBH,, CH,CH,OH Na 
asia ee 


cyclohexanecarbaldehyde cyclohexylmethanol (95%) 


OH 
NaBH,, CH,OH | 
—  CH,—CH—CH,CH, 
(+)-butan-2-ol (100%) 


| 
CH,—C—CH,CH, 


butan-2-one 


Sodium borohydride is selective; it usually does not react with carbonyl! groups that 
are less reactive than ketones and aldehydes. For example, carboxylic acids and esters 
are unreactive toward borohydride reduction. Thus, sodium borohydride can reduce a 
ketone or an aldehyde in the presence of an acid or an ester. 


10-11B Uses of Lithium Aluminum Hydride 


Lithium aluminum hydride (LiAIHy, abbreviated LAH) is a much stronger reagent than 
sodium borohydride. It easily reduces ketones and aldehydes and also the less reactive 
carbonyl groups: those in acids, esters, and other acid derivatives (see Chapter 21). LAH 
reduces ketones to secondary alcohols, and it reduces aldehydes, acids, and esters to 
primary alcohols. The lithium salt of the alkoxide ion is initially formed, after which the 
(cautious!) addition of dilute acid protonates the alkoxide. For example, LAH reduces 
both functional groups of the keto ester in the previous example. 


I 
of )-cH—C—0cn, 


In summary, sodium borohydride is usually the best reagent for reduction of a 
simple ketone or aldehyde. Using NaBHy, we can reduce a ketone or an aldehyde in 
the presence of an acid or an ester, but we do not have a method (so far) for reducing 
an acid or an ester in the presence of a ketone or an aldehyde. The sluggish acid or 
ester requires the use of LiAlHy, and this reagent also reduces the ketone or aldehyde. 


SUMMARY Reactions of LiAIH, and NaBH, 


NaBH, LiAlH, 
O 
aldehyde R— —H R—CH,—OH R—CH,—OH 
O OH OH 
ketone om —R ue —R’ vo —R’ 
alkene y C=C < no reaction no reaction 


(1) LiAIH, HO 
(HO a CH,—CH,OH 


Reduction of the Carbonyl Group: Synthesis of 1° and 2° Alcohols 541 


1—NaBHy 
1) reduces 


— LiAlH, 
O reduces 


R—C—O- 


acid (anion) 


ease of 
reduction 


PROBLEM-SOLVING HINT 


LAH and water are incompatible. 
Water is added in a separate 


hydrolysis step. An explosion and 
fire would result from the process 


LiAIH, 
—— 
H,0* 


indicated by 
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O 
acid anion R-C—O" no reaction R—CH,—OH 
anion in base 
O 
ester oa no reaction R—CH,—OH 


Note: The products shown are the final products, after hydrolysis of the alkoxide. 


PROBLEM-SOLVING HINT 


When making a primary or 
secondary alcohol, you can consider 


adding an alkyl group last (as a 
Grignard reagent) or adding a 
hydrogen last (by reducing a ketone 
or aldehyde). 


PROBLEM 10-24 


Predict the products you would expect from the reaction of NaBH, with the following com- 
pounds. You may assume that these reactions take place in methanol as the solvent. 


O 
I 
(a) CH; —(CH,)g —CHO  (b) CH,CH,— C—OCH, (c) Ph—COOH 
1 1 I 
O e: CL ) a, 
(d) (e)H OCH, (f) 
O 
O 


PROBLEM 10-25 
Repeat Problem 10-24 using LiAIHy (followed by hydrolysis) as the reagent. 


FOCUS Synthesis of Alcohols by Reduction with NaBH, and LiAlH, 


In general chemistry, we define reduction and oxidation as the gain and loss of electrons, respectively, by a metal atom. In 


organic chemistry, the simplest way to 


define reduction is the formation of a new C—H bond and a decrease in the number 


of C—O bonds at a particular carbon. Oxidation is the opposite: breaking a C—H and forming a new C—O bond. 


The reagents NaBHy and LiAIHy are reducing agents because they donate an H and a pair of electrons to form a new bond 
at the carbon of a C=O, breaking a C—O bond in the process. NaBH, is a weaker reagent and is selective to reduce 
aldehydes and ketones. LiAIHy is a stronger reagent and will also reduce the carboxylate ion (from carboxylic acids) and esters. 


Reduction of an aldehyde or ketone is 


Reduction of esters or the carboxylate anion requires the stronger 


accomplished using either NaBH, or LiAlHy, reagent, LiAIHy. Two H:” come from LiAIHy, to form two new C—H 
producing either a 1° or 2° alcohol. bonds. The product is a 1° alcohol. 
aldehyde or ketone ester or 

O carboxylate 

1 OH OH 


c | 
Ee —> —> R!—Cc—R2 
| 
H—BH;- H 


or H—AIH3— 


1° or 2° alcohol Dy 


O 

i | 
no reaction ie —-— R!-C—-H 
with NaBH, R f OR or O- l 
H 
H— AlH3— 1° alcohol 


10-11 


PROBLEM 
For each alcohol, (i) determine if it can be synthesized by a reduction with NaBHy or LiAIHy, and if it can, (ii) show the starting 
material and reducing agent that would be needed to create the desired product. For any 1° alcohols, show two reductions, 

one from an aldehyde and one from an ester. 


OH 
b 


(d) ASE (e) ° H (f) 


PROBLEM 10-26 


Show how you would synthesize the following alcohols by reducing appropriate carbonyl 


compounds. 


(a) heptan-l-ol (b) heptan-2-ol = (ce) 2-methylhexan-3-ol 
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ap 


O O 
(d) 


SUMMARY Alcohol Syntheses by Nucleophilic Additions to Carbonyl Groups 


(Alcohol syntheses from alkenes and alkyl! halides were summarized in Section 10-7.) 


1. Addition of a Grignard or organolithium reagent (Section 10-9) 


f@) 
| 


C— + R—MgX 


> 
ether 


a. Addition to formaldehyde gives a primary alcohol 


CH,CH,MgBr + H,C—=O 


ethylmagnesium bromide 


b. Addition to an aldehyde gives a secondary alcohol 


O- *MgX OH 
| H,O* | 

1 | 
R R 


(1) ether solvent 


@) HO" CH,CH,—CH,—OH 


propan-1-ol 


O H 
MeB | (1) ether solvent | 
gBr + CH3—C (2) H,0* c OH 
CH3 
phenylmagnesium bromide acetaldehyde 1-phenylethanol 
c. Addition to a ketone gives a tertiary alcohol 
OH 
O 
(1) ether 

CH3CH,MgCl + (2) HO CH,CH; 
cyclohexanone 1-ethylcyclohexanol 


(continued ) 
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d. Addition to an acid halide or an ester gives a tertiary alcohol 
1 


cyclohexylmagnesium bromide 
(2) H,O* 


acetyl chloride cu-e{ 
> 


or 


1 
CH3;—C —OCH; 


methyl acetate 1,1-dicyclohexylethanol 


e. Addition to ethylene oxide gives a primary alcohol (with two additional carbon atoms added) 


O 


ZN 

MgBr a) CHL cH, CH,CH,OH 
————_—!—> 
(2) H,O* 

cyclohexylmagnesium bromide 2-cyclohexylethanol 
2. Reduction of carbonyl compounds (Section 10-11) 
a. Catalytic hydrogenation of aldehydes and ketones 
1 t 
=. & H, Raney Ni —cH— 


This method is usually not as selective or as effective as the use of hydride reagents. 


b. Use of hydride reagents 
(1) Reduction of an aldehyde gives a primary alcohol 


fe) 
I NaBH 
¢ \_¢—H +5 CH,OH 


benzaldehyde benzyl alcohol 


(2) Reduction of a ketone gives a secondary alcohol 
H 


O 
Cy NaBH, OH 
—_> 


cyclohexanone cyclohexanol 


(3) Reduction of an acid or ester gives a primary alcohol 


| 
CH,;—(CH,),—C — OH 


decanoic acid Oe CH.—(CH CH,—OH 
O (2) H,0* ere tre 


decan-1-ol 


methyl! decanoate 
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10-11C Catalytic Hydrogenation of Ketones and Aldehydes 


Reducing a ketone or an aldehyde to an alcohol involves adding two hydrogen atoms 
across the C=O bond. This addition can be accomplished by catalytic hydrogenation, 
commonly using Raney nickel as the catalyst. 


1 1. 
ae H, Raney Ni 7 CH 


Raney nickel is a finely divided hydrogen-bearing form of nickel made by treating 
a nickel—aluminum alloy with a strong sodium hydroxide solution. The aluminum in the 
alloy reacts to form hydrogen, leaving behind a finely divided nickel powder saturated with 
hydrogen. Raney nickel is an effective catalyst for the hydrogenation of ketones and alde- 
hydes to alcohols. Carbon—carbon double bonds are also reduced under these conditions, 
however, so any alkene double bonds in the starting material will also be reduced. In most 
cases, sodium borohydride is more convenient for reducing simple ketones and aldehydes. 


CH CH, 
| 3 po | 3 
R Ni 
H,C=CH—CH, C+ 2H, — ~—sSCH,; CH, —CH, : CH,OH 
cH, # CH, 
2,2-dimethylpent-4-enal 2,2-dimethylpentan-1-ol (94%) 
CH, 


NaBH, | 
H,C=CH—CH,—C —CH,OH 


(for comparison) | 


CH, 
2,2-dimethylpent-4-en-1-ol 


10-12 Thiols (Mercaptans) 


Thiols are sulfur analogs of alcohols, with an —SH group in place of the alcohol — OH 
group. Oxygen and sulfur are in the same column of the periodic table (group 6A), with 
oxygen in the second row and sulfur in the third. IUPAC names for thiols are derived 
from the alkane names, using the suffix -thiol. Thiols are also called mercaptans 
(“captures mercury”) because they form stable heavy-metal derivatives. Common 
names are formed like those of alcohols, using the name of the alkyl group with the 
word mercaptan. The —SH group itself is called a mercapto group. 


CH,—SH CH,CH,CH,CH,—SH CH,CH=CHCH,—SH HS—CH,CH,—OH 
IUPAC name: methanethiol butane-1-thiol but-2-ene-1-thiol 2-mercaptoethanol 
common name: methyl mercaptan n-butyl mercaptan 


Thiols’ ability to complex heavy metals has proved useful for making antidotes 
to heavy-metal poisoning. For example, in World War II the Allies were concerned 
that the Germans would use lewisite, a volatile arsenic compound, as a chemical 
warfare agent. Thiols complex strongly with arsenic, and British scientists developed 
dimercaprol (2,3-dimercaptopropan-1-ol) as an effective antidote. The Allies came 
to refer to this compound as “British anti-lewisite” (BAL), a name that is still used. 
Dimercaprol is useful against a variety of heavy metals, including arsenic, mercury, 
and gold. 


Cl H CH,— CH—CH, 
Nee i dl | 
/ \ SH SH OH Offensive use of thiols. Skunks spray 
H AsCly dimercaprol thiols to protect themselves from 


lewisite British anti-lewisite (BAL) people, dogs, and other animals. 
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Application: Herbs 


Garlic has served throughout history as 

a remedy for numerous diseases. Movies 
have depicted its mystic power to repel 
werewolves and vampires. The charac- 
teristic garlic odor derives from the many 
sulfur compounds it contains. One of the 
major constituents is allicin, a compound 
with antibacterial properties. 


The odor of thiols is their strongest characteristic. Skunk scent is composed mainly 
of 3-methylbutane-1-thiol and but-2-ene-1-thiol, with small amounts of other thiols. 
Ethanethiol is added to natural gas (odorless methane) to give it the characteristic 
“gassy” odor for detecting leaks. 

Although oxygen is more electronegative than sulfur, thiols are more acidic than 
alcohols. Their enhanced acidity results from two effects: First, SH bonds are gen- 
erally weaker than O—H bonds, making S—H bonds easier to break. Second, the 
thiolate ion (R— S ) has its negative charge on sulfur, which allows the charge to be 
delocalized over a larger region than the negative charge of an alkoxide ion, borne on 
a smaller oxygen atom. Thiolate ions are easily formed by treating the thiol with aque- 
ous sodium hydroxide. 


ethanethiol ethanethiolate pK, = 15.7 
pK, = 10.5 
¢ \- SH + -OH == ( \- Ss + H,O 
benzenethiol (thiophenol) benzenethiolate pK, = 15.7 
pk, =7.8 


For comparison 


ethanol ethoxide pK, = 15.7 
pk, = 15.9 


PROBLEM 10-27 


Arrange the following compounds in order of decreasing acidity. 
CH;COOH CH;0H CH;CH; CH;SO3H CH;NH, CH3;SH CH;C==CH 


Thiols can be prepared by Sy2 reactions of sodium hydrosulfide with unhindered 
alkyl halides. The thiol product is still nucleophilic, so a large excess of hydrosulfide 
is used to prevent the product from undergoing a second alkylation to give a sulfide 
(R—S—R). 


oe on 
Na* H—S: + RX —> R—SH + Nat -X 
sodium hydrosulfide alkyl halide thiol 


Unlike alcohols, thiols are easily oxidized to give a dimer called a disulfide. The 
reverse reaction, reduction of the disulfide to the thiol, takes place under reducing 
conditions. Formation and cleavage of disulfide linkages is an important aspect of 
protein chemistry (Chapter 24), where disulfide “bridges” between cysteine amino acid 
residues hold the protein chain in its active conformation. More examples of disulfide 
bridges appear in Section 24-8C. 


Br 


R—SH + HS—kR =——— f= S=S—R = DHE 


two molecules of thiol Zn, HCl disulfide 


Example 
HL.N—CH-—C—OH H,N—CH—C—OH 
| | 
CH: :O CH; -O 
| [0] 
SH (oxidize) S HO 
+ 
SH ez S ° 
| (reduce) 
CH, © CH, rf 


H,N—CH—C—OH 


two cysteine residues 


HN—CH—C—0OH 
cystine disulfide bridge 


Just as mild oxidation converts thiols to disulfides, vigorous oxidation converts 
them to sulfonic acids. KMnO, or nitric acid (HNO3), or even bleach (NaOCl), 
can be used as the oxidant for this reaction. Any Lewis structure of a sulfonic acid 
requires either separation of formal charges or more than 8 electrons around sulfur. 
Sulfur can have an expanded octet, as it does in SF, (10 electrons) and SF¢ (12 electrons). 
The three resonance forms shown here are most commonly used. Organic chemists 
tend to use the form with an expanded octet, and inorganic chemists tend to use the 
forms with charge separation. 
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Application: Enzymes 


A protein can be made to withstand 
higher temperatures by the introduc- 
tion of additional disulfide bonds. For 
example, laundry detergents frequently 
contain enzymes to remove protein and 
blood stains. By replacing strategically 
located amino acid residues with cyste- 
ines, a modified enzyme results that stays 
in its active conformation in hot water. 


xe) :O: :O: 
2 KMnO, or HNO, — Ie lay es 
R—S—H : eRe R—S—O—H — R—S—O—H —_ R—S—O—H 
rea (vigorous oxidation) — | 7° a 
expanded octet (both) charge separation 


sulfonic acid 


Example 
O 
HNO, | 
SH —_—_> S—OH 
(boil) il 
O 
benzenethiol benzenesulfonic acid 


- 
PROBLEM 10-28 
Give IUPAC names for the following compounds. 
CH, SH 


| 
(a) CH,CHCH,CHCH, 


CH,CH CH,SH 
aN De 


Application: Biochemistry 


Glutathione, a tripeptide containing a 
thiol group, serves as a mild reducing 
agent to detoxify peroxides and maintain 
the cysteine residues of hemoglobin in 
the reduced state. Glutathione can also 
detoxify alkylating agents. For example, 
the thiol of glutathione reacts with 
methyl iodide by an Sy2 reaction, render- 
ing the methyl iodide harmless and pre- 
venting its reaction with other molecules 
in the body. 


548 CHAPTER 10 _ Structure and Synthesis of Alcohols 


PROBLEM 10-29 


Authentic skunk spray has become valuable for use in scent-masking products. Show how 
you would synthesize the two major components of skunk spray (3-methylbutane- 1 -thiol 
and but-2-ene-1-thiol) from any of the readily available butenes or from buta-1,3-diene. 


SUMMARY Synthesis of Alcohols from Carbonyl Compounds 


From aldehydes and ketones From esters and acid chlorides 


aldehyde when R’ = H; 
ketone when R and R’ are alkyl or aryl 


H 

om ; 
1° or 2° alcohol 3 1° alcohol. 

R—C—R’ depending on R’; Section 10-11A 

| Section 10-11A 


NaBH, reduces acid chlorides only, not esters. 
on 
LiAIH, H—OH 1° or 2° alcohol 
——> —— > R—C—R’ depending onR’; _H 
Section 10-11B 
1° alcohol. 
Section 10-11B 
ot 
H 2° or 3° alcohol 
— R—C—R’ depending on R’; 
Section 9-7B 


| 
» 1° alcohol. 
R—C—R : 
c Section 10-9D 


R’ 


H—OH 2° or 3° alcohol 
> R—C—R’ depending on R’; 
| Section 10-9ABC 
R’ 


Essential Terms 


acid derivatives Compounds that are related to carboxylic acids but have other electron-withdrawing groups in place 
of the —OH group of the acid. Three examples are acid chlorides, esters, and amides. (p. 531) 


1 1 1 
R—C—OH R—C—Cl R=GC-—0-: R—C—NH, 
carboxylic acid acid chloride ester amide 


alcohol A compound in which a hydrogen atom of a hydrocarbon has been replaced by a hydroxy group, 
— OH. (p. 496) Alcohols are classified as primary, secondary, or tertiary depending on whether the 
hydroxy group is bonded to a primary, secondary, or tertiary carbon atom. (p. 510) 


OH OH OH 


| | | 
R—C—H ok aa 


H H R 
primary alcohol secondary alcohol tertiary alcohol 


aldehyde 


alkoxide ion 
azeotrope 


carbinol carbon atom 
denatured alcohol 
diol 

disulfide 

epoxides 

ester 


glycol 


grain alcohol 
Grignard reagent 


hydride reagent 


hydrophilic 
hydrophobic 
hydroxy group 


ketone 
lithium dialkylcuprate 


mercaptan 


miscible 

organolithium reagent 
organometallic compounds 
phenol 

Raney nickel 


rubbing alcohol 
skunk 


sulfonic acid 
thiol 

thiolate ion 
wood alcohol 
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A carbonyl compound with one alkyl group and one hydrogen on the carbonyl group. 
Formaldehyde has two hydrogens on the carbonyl group. (p. 528) 


The anion (R—O!) formed by deprotonation of an alcohol. (p. 520) 


A mixture of two or more liquids that distills at a constant temperature and gives a distillate 
of definite composition. For example, a mixture of 95% ethanol and 5% water has a lower 
boiling point than pure ethanol or pure water. (p. 520) 


In an alcohol, the carbon atom bonded to the hydroxy group. (p. 511) 
A form of ethanol containing toxic impurities, making it unfit for drinking. (p. 520) 
A compound with two alcohol —OH groups. (p. 514) 
The oxidized dimer of a thiol, R—S—S—R. (p. 546) 
(oxiranes) Compounds containing oxygen in a three-membered ring. (p. 533) 
An acid derivative in which the hydroxy group of the carboxylic acid is replaced by an alkoxy 
(— OR’) group. (p. 531) 
1 1 
R—C—OH + R’—OH @= R—C—OR’ + HO 
acid alcohol ester water 


Synonymous with diol. The term glyco! is most commonly applied to the 1,2-diols, also called 
vicinal diols. (pp. 514-515) 

Ethanol, ethyl alcohol. Absolute alcohol is 100% ethanol. (pp. 519-520) 

An organomagnesium halide, written in the form R—Mg-—-x. The actual reagent is more compli- 
cated in structure, usually a dimer or trimer complexed with several molecules of ether. (p. 526) 

A compound of hydrogen with a less-electronegative element, so the hydrogen can be donated with 
its pair of electrons. Simple hydrides such as NaH and LiH tend to be more basic than nucleophilic, 
often reacting with H* to give Hz gas. The complex hydrides NaBH, and LiAIH, tend to form new 
H—C bonds, reducing carbonyl groups as shown in the following general reaction. (p. 539) 


Se os ‘ 
M’ HA + 7C=0; H : Or *M 


hydride reagent reduced 


(“water loving”) Attracted to water, water-soluble. (p. 517) 
(“water hating”) Repelled by water, water-insoluble. (p. 517) 


(hydroxyl group) The —OH group, as in an alcohol. (Strictly speaking, the term hydroxy! should 
apply only to the hydroxyl radical, OH.) (pp. 517, 520) 


A carbonyl compound with two alkyl groups bonded to the carbonyl group. (p. 528) 
(Gilman reagent) An organometallic reagent used to couple with an alkyl halide. (p. 536) 
R,CuLi + R’'—X —~> R—R’ + R—Cu + LixX 

lithium dialklcuprate 

(thiol) The sulfur analogue of an alcohol, R—SH. The —SH group is called a mercapto group. 
(p. 545) 

Mutually soluble in any proportions. (p. 517) 

An organometallic reagent of the form R—Li. (p. 527) 

(organometallic reagents) Compounds containing metal atoms directly bonded to carbon. (p. 525) 

A compound with a hydroxy group bonded directly to an aromatic ring. (p. 511) 


A finely divided nickel/aluminum alloy that has been treated with NaOH to dissolve out most of the 
aluminum. Used as a catalyst for the hydrogenation of ketones and aldehydes to alcohols. (p. 545) 


Propan-2-ol, isopropyl alcohol. (p. 520) 


(noun) A plantigrade omnivorous quadruped that effectively synthesizes thiols; (verb) to prevent 
from scoring in a game or contest. (p. 546) 


A strongly acidic compound of formula R—SO3H, formed by vigorous oxidation of a thiol. (p. 547) 
(mercaptan) The sulfur analogue of an alcohol, R—SH. (p. 545) 

(mercaptide) The R—S: anion, formed by deprotonation of a thiol. (pp. 546-547) 

Methanol, methyl alcohol. (p. 518) 
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Essential Problem-Solving Skills in Chapter 10 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Draw structures and assign names for alcohols, phenols, diols, and thiols. Problems 10-30, 31, and 32 

2 Predict relative boiling points, acidities, and solubilities of alcohols. Problems 10-33, 34, 35, 42, and 53 

3 Show how to convert alkenes, alkyl halides, and carbonyl compounds Problems 10-37, 38, 40, 41, 43, 52, 
to alcohols. 56, 57, and 57 

4 Predict the alcohol products of the hydration, hydroboration, and 
dihydroxylation of alkenes. Problems 10-36, 47, 49, and 51 

5 Use Grignard and organolithium reagents to synthesize primary, secondary, and Problems 10-36, 37, 38, 39, 41, 44, 47, 
tertiary alcohols with the required carbon skeletons. 55, 56, 57, and 58 

6 Propose syntheses and oxidation products for simple thiols. Problems 10-37, 40, and 50 


Study Problems 


10-30 = Give a systematic (IUPAC) name for each alcohol. Classify each as primary, secondary, or tertiary. 


peoce tm NE 


F 


10-31 Give systematic (TUPAC) names for the following diols and phenols. 
OH Cl OH 


H OH OH 
NO Cl 
oA eB oO Cr 
OH Br 


10-32 Draw the structures of the following compounds. (Includes both new and old names.) 


(a) diphenylmethanol (b) 3-(chloromethyl)heptan-3-ol (c) 3-cyclohexen-1-ol 
(d) 3-cyclopentylhexan-2-ol (e) meso-3,5-heptanediol (f) cyclohexene glycol 
(g) 3-(bromomethyl)phenol (h) (2R,3R)-2,3-pentanediol (i) cyclohex-3-ene-1-thiol 
(j) diethyl disulfide (k) 2-methylhex-4-yn-2-ol 
10-33 — Predict which member of each pair has the higher boiling point, and explain the reasons for your predictions. 
(a) pentan-1-ol or 3-methylbutan-1-ol (b) pentan-2-one or pentan-2-ol 
(c) pentan-2-ol or pentane-1,5-diol (d) pentan-2-ol or heptan-2-ol 
10-34 — Predict which member of each pair is more acidic, and explain the reasons for your predictions. 
(a) cyclohexanol or 3-chlorophenol (b) cyclopentanol or cyclopentanethiol 
(c) cyclopentanol or cyclopentanecarboxylic acid (d) pentan-1-ol or 2,2-dichloropentan-1-ol 


10-35 Predict which member of each group is most soluble in water, and explain the reasons for your predictions. 
(a) butan-1-ol, hexan-1-ol, or propan-2-ol 
(b) chlorocycloheptane, cycloheptanol, or cycloheptane-1,2-diol 
(c) phenol, cycloheptanol, or 4-methylcycloheptanol 


10-36 


10-37 


10-38 


10-39 
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Draw the organic products you would expect to isolate from the following reactions (after hydrolysis). 


MgBr O ica 
(a) Cy + H,C=O  (b) aa rn Pc Bm (c) asa + Ph—CHO 
CH, 
O 
1 
(d) CH,Mgl + (e) CHO (f) Ph—MgBr + TN 
OH 7 Pho Ph 
: 1 
(g) 2Ph—MgBr + b (h) 2 (ye + Ph—C—Cl 


O 


| 
MgBr O CH,—C—OCH, 
Gy) ey i) + NaBH, 


I 
O CH,—C—OCH, (1) He(OAc),, H,0 
k : 1 BWAC)), Thy) 
a) or an © C1) ——, 
H,C H cold, dilute 

: N\ L KMnO 

(m) (1) BH, : THF (n) c=c _ 4 
(2) H,O,, OH a oS 
H CH,CH,CH, 
Be Pi HCO,H 
H CH,CH,CH, 


Starting from bromobenzene and any other reagents and solvents you need, show how you would synthesize the following 
compounds. Any of these products may be used as starting materials in subsequent parts of this problem. 

(a) 1-phenylbutan-1-ol (b) 1-phenylbut-1-ene (c) 1-phenylbutan-2-ol 

(d) 1-phenylbut-1-en-3-ol (e) 2-phenylpentan-2-ol (f) 2-phenylpent-2-ene 

Show how you would synthesize the following alcohols from appropriate alkenes. 


OH 
(a) ee (b) 


© OL Don 


OH 


Show how you would use Grignard syntheses to prepare the following alcohols from the indicated starting materials and 
any other necessary reagents. 

(a) octan-3-ol from hexanal, CH3(CH»)4,CHO 

(b) octan-1-ol from 1-bromoheptane 

(c) 1-cyclohexylethanol from acetaldehyde, CH; CHO 

(d) 2-cyclohexylethanol from bromocyclohexane 
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10-40 


10-41 


10-42 


10-43 
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(e) benzyl alcohol (Ph—CH, — OH) from bromobenzene (Ph— Br) 
OH 


O 
| | 
(f) mis from C—OCH,CH, 


CH, 


(g) cyclopentylphenylmethanol from benzaldehyde (Ph— CHO) 

(h) octan-1-ol from 1-bromohexane 

Show how you would accomplish the following transformations. You may use any additional reagents you need. 
H 


sy = Ce Be ce™ 
H — 
OH 


nS 


(racemic) 


O OH 
"O-0 “O- 
O O 


| | ] 
(e) CH,-C—CH,CH;-C—OCH,CH, —> CH,—CH—CH,CH,—C—OCH,CH, 


1 i T 1. 

(f) CH;—C— CH,CH;—C— OCH,CH, — CH,—CH—CH,CH,— CH, 

Show how you would synthesize the following: 

(a) 2-phenylethanol by the addition of formaldehyde to a suitable Grignard reagent 

(b) 2-phenylethanol from a suitable alkene 

(c) cyclohexylmethanol from an alkyl! halide using an Sy2 reaction 

(d) 3-cyclohexylpropan-1-ol by the addition of ethylene oxide to a suitable Grignard reagent 
(e) cis-pent-2-en-1-thiol from a suitable alkenyl halide 

(f) 2,5-dimethylhexane from a four-carbon alkyl halide 

Complete the following acid—base reactions. In each case, indicate whether the equilibrium favors the reactants or the 
products, and explain your reasoning. 


(a) CH,CH,—O- + € \-on = (b) KOH + Cl OH = 


Cl 
OH 
(c) + CH,O — (d) OH 
+ KOH —= 
(e) (CH3);3C—O + CH;CH,OH == (f) (CH3)3;3C—O + HO == 


(g) KOH + CH,CH,OH == 
Suggest carbonyl compounds and reducing agents that might be used to form the following alcohols. 
(a) heptan-1-ol (b) 1-cyclohexylethanol (c) 1-phenylpropan-1-ol 


OH OH O 
(a) (e) (f) ce 
(0) 6 if 
HO HO — 
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10-44 Show how you would synthesize the following compounds from any starting materials containing no more than six car- 
bon atoms. 
OCH,CH; 


O 
= | 
(a) (b) (c) ( )-e—an 


*10-45 Geminal diols, or 1,1-diols, are usually unstable, spontaneously losing water to give carbonyl compounds. Therefore, 
geminal diols are regarded as hydrated forms of ketones and aldehydes. Propose a mechanism for the acid-catalyzed loss 
of water from propane-2,2-diol to give acetone. 


O 
HO OH 
NZ H* 
propane-2,2-diol acetone 


10-46 — Vinyl alcohols are generally unstable, quickly isomerizing to carbonyl compounds. Propose mechanisms for the following 


isomerizations. 
(a) H (b) (c) 
HL PH os | OH ys ) OH -On (e) 
C=C —= H-C—C — <— 
7 \ ~ 
H H H H 
vinyl alcohol acetaldehyde 


10-47 Compound A (C7H,Br) is treated with magnesium in ether to give B (C7;H,,;MgBr), which reacts violently with DO to 
give 1-methylcyclohexene with a deuterium atom on the methyl] group (C). Reaction of B with acetone (CH;COCH3) 
followed by hydrolysis gives D (C,gH;g0). Heating D with concentrated H, SO, gives E (Cj oHj¢), which decolorizes 
two equivalents of Br to give F (C;gH;¢Br4). E undergoes hydrogenation with excess H> and a Pt catalyst to give 
isobutylcyclohexane. Determine the structures of compounds A through F, and show your reasoning throughout. 

*10-48 Grignard reagents react slowly with oxetane to produce primary alcohols. Propose a mechanism for this reaction, and 
suggest why oxetane reacts with Grignard reagents even though most ethers do not. 


R—Mg—x + | | —>»  R—CH,CH,CH,—O- *Mgx 


Grignard reagent oxetane salt of 1° alcohol 


*10-49 Determine the structures of compounds A through G, including stereochemistry where appropriate. 


cy (1) CH,Mel CHpO Hs, CH HA, Pt — 
— —- —— 
(2) H,0* = heat , 


H,SO 

KM wg 

] nO, re 
warm, concd. 


CipHi oo (1) CHyMegl 
(2) H,0* 
H,SO, 
heat 


C\oH\s0 CsH Br PhCO,H CsH,O 
F (1) Mg, ether E HBr 3 C 


lot 
ie. 


(3) H,0* 
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*10-50 = Many hunting dogs enjoy standing nose-to-nose with a skunk while barking furiously, oblivious to the skunk spray 
directed toward them. One moderately effective way of lessening the amount of odor is to wash the dog in a bath 
containing dilute hydrogen peroxide, sodium bicarbonate, and some mild dish detergent. Use chemical reactions to 
describe how this mixture helps to remove the skunk spray from the dog. The two major components of skunk oil are 
3-methylbutane-1-thiol and but-2-ene-1-thiol. 

10-51 Propose structures for intermediates and products (A) through (K). 


Mg, ether (1) CH3(CH,)3;CHO 
1-bromobutane —§<— $$ (D) > (E) 
(2) H,OT 
KOH, H,O H,SO,, heat/ 
Vv 
(A) (F) 
a (10s 78°C 7 
v (2) (CH3),S 7 
. CH,CH,CH,CHO (G) 
gett thy 
pene + CH,(CH,),CHO 
(C) 
(1) NaNH,, 150 °C 
(2) H,O 
(1) CH CH,CH (1) Sia,BH 
gM 3 NaNH 1a) 
-l-yne Qn” (1) 
(2) H,0+ a ark: (2) H,O,, NaOH 
ed 
(K) OD) | se 
(H) 
10-52 Devise a synthesis for each compound, starting with methylenecyclohexane and any other reagents you need. 
(a) 1-methylcyclohexanol (b) cyclohexylmethanol 
(ec) 1-(hydroxymethyl)cyclohexanol (d) trans-2-methylcyclohexanol 
(e) 2-chloro-1-methylcyclohexanol (f)  1-(phenylmethyl)cyclohexanol 
10-53 Compare the properties of propan-2-ol (I) and the hexafluoro analog (ID). 
OH OH 
H3C CH; F3C CF; 
I I 
mol. wt. 60 g/mole mol. wt. 168 g/mole 
boiling point 82 °C boiling point 58 °C 
dipole moment 1.66 D dipole moment 0.32 D 
pK, 16.5 pK, 9.3 


(a) Compound II has almost triple the molecular weight of I, but II has a /ower boiling point. Explain. 

(b) Explain why the dipole moment of Compound II is much lower than the dipole moment of I, despite the presence of 
the six electronegative fluorine atoms. 

(c) Why is Ia stronger acid than I? 


*10-54 


*10-55 


10-56 


10-57 


10-58 


10-59 
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Compounds containing deuterium (D = °H) are useful for kinetic studies and metabolic studies with new pharmaceuticals. 
One way to introduce deuterium is by using the reagent LiAID,, equivalent in reactivity to LiAIHy. Show how to make 
these deuterium-labeled compounds, using LiAID, and DO as your sources of deuterium, and any non-deuterated starting 
materials you wish. 

(a) CH;CHDOH (b) CH3;CD,0H (c) CH3;CD,0D 

Show how to make these deuterium-labeled compounds, using CD3MgBr and D,0 as your sources of deuterium, and any 
non-deuterated starting materials you wish. 

(a) CH3;CH(OD)CD; (b) CH3C(OH)(CD3) (c) CD3CH,CH,OH 

(d) PhC(CD3),0D 

Often, compounds can be synthesized by more than one method. Show how this 3° alcohol can be made from the 
following: 


(a) two different ketones OH 
(b) two different alkenes 

(c) an ester 

(d) a3° alkyl bromide 


Show how this 1° alcohol can be made from the following: 


(a) a1° alkyl bromide 
(b) formaldehyde OH 


(c) a7-carbon aldehyde H 
(d) acarboxylic acid 

(e) an alkene H 

(f) ethylene oxide 


For each synthesis, start with bromocyclohexane and predict the products. Assume that an excess of each reactant is added 
so that all possible reactions that can happen will happen. 


Br 
dilute 
MegBr 
KOH (1) 05, -78 °C a ae H,0* 
(a) a —————>  B > Ss. 1G 
EtOH, A (2) Me,S ether 
Br 
dilute 
KOH KMnO. LiAlH. H,0* 
(b) —————x»rm ea E ‘ ae 3 : F 
EtOH, A NaOH, A ether 
Br 
dilute 
KOH CPBA PhMegB H,0+* H,SO. 
(c) a eS Ss Ee 
EtOH, A ether A 


Ever since the Grignard reaction was discovered to react with ethylene oxide, chemists have experimented with other 
epoxides to test the limits of this reaction (which chemists call the scope of the reaction). The conclusion is that the 
success of the Grignard reaction is limited by steric hindrance in the epoxide. One group published results of several 
Grignard reagents on one epoxide; one of their products is shown here. What Grignard reagent and what epoxide were 
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used to make this compound? Comment on the steric requirements of the epoxide and the stereochemistry of the product. 
(Reference: Schomaker, J. M., et al., Org. Lett., 2003, 5(17), 3089.) 


San 


“OH 


10-60 = Problem 8-54 describes a new method to perform ozonolysis reactions that used pyridine (py) to generate the final 
aldehydes and ketones in a non-aqueous reaction medium. In a subsequent publication (J. Org. Chem., 2013, 78, 42), 
Professor Dussault (U. of Nebraska at Lincoln) described a “tandem” process in which two reactions are performed 
sequentially without having to isolate the intermediate aldehyde or ketone. Show the final product from each sequence. 
(Hint: The isolated products were from the larger part of the structure. Ignore stereochemistry.) 


(a) (1) 03, py, -78 °C (b) = (1) 5, py. -78 °C 
2 (2) PhMgBr (2) PhMgBr 
(3) H,0* (3) H,0* 
OCH; 


(c) (1) O3, py, -78 °C (d) (1) O3, py, -78 °C 
— —— ES 
(2) CH3MgBr (2) PhMgBr 


(3) H30* (3) H;0* 
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O 


pore O eo 


isopenty] acetate 


H H 
/ 
= 
CH3(CH3)7_  (CH2)goCH20H 
(Z)-eicos-11-en-1-ol 


A Honey bees (Apis millifera) within a colony communicate largely through the use of 
pheromones, chemicals they secrete that other bees recognize and respond to. The alarm 
pheromone, which causes other bees to attack and sting, consists of at least 40 compounds, 
including isopentyl acetate and the alcohols butan-1-ol, hexan-1-ol, octan-1-ol, nonan-2-ol, 
and (Z)-eicos-11-en-1-ol. 


Alcohols are important organic compounds because the hydroxy group is easily 
converted to almost any other functional group. In Chapter 10, we studied reactions 
that form alcohols. In this chapter, we seek to understand how alcohols react and 
which reagents are best for converting them to other kinds of compounds. Table 11-1 
summarizes the types of reactions alcohols undergo and the products that result. 


TABLE 11-1 Types of Reactions of Alcohols 


type of reaction 
— 


Goals for Chapter 11 


1 In an oxidation-reduction reaction 
of organic compounds, identify the 

species that have undergone oxida- 

tion and those that have undergone 
reduction. 


2 Predict the products of the 
reactions of alcohols with oxidants, 
hydrohalic acids, dehydrating 
agents, and alkali metals. 


3 Predict the products of the reac- 
tions of alkoxide ions. 


4 Propose mechanisms to explain 
alcohol reactions such as dehydra- 
tion and oxidation. 


5 Plan multistep syntheses using 
alcohols as starting materials and 
intermediates. 


R—OH Product 
O 
dehydration esterification I 
R—OH — alkenes R—OH > R—O—C—R 
esters 
oxidation 
R—OH ketones, aldehydes, . 
acids R-OH tosylation . R_OTs 
substitution tosylate esters 
R—OH ” R-X (good leaving group) 
halides 
reduction (1) form alkoxide , 
R—OH —_> R—H R—OH RX R—O—R 
alkanes @) ethers 
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Reactions of Alcohols 


11-1 Oxidation States of Alcohols and Related 
Functional Groups 


Oxidation of alcohols leads to ketones, aldehydes, and carboxylic acids. These func- 
tional groups, in turn, undergo a wide variety of additional reactions. For these reasons, 
alcohol oxidations are some of the most common organic reactions. 

In inorganic chemistry, we think of oxidation as a loss of electrons and reduction as 
a gain of electrons. This picture works well for inorganic ions, as when Cr is reduced 
to Cr>*. Most organic compounds are uncharged, however, and gain or loss of electrons 
is not obvious. Organic chemists tend to think of oxidation as the result of adding an 
oxidizing agent (Oo, Bro, etc.), and reduction as the result of adding a reducing agent 
(H>, NaBHy, etc.). Most organic chemists habitually use the following simple rules, 
based on the change in the formula of the substance: 


OXIDATION: addition of O or O,; addition of X, (halogens); loss of H, 

REDUCTION: addition of H, (or H_); loss of O or O,; loss of X5 

NEITHER: addition or loss of H*, “OH, H,O, HX, etc. is neither an oxidation 
nor a reduction. 


We can tell that an oxidation or a reduction of an alcohol has taken place by counting 
the number of C—O bonds to the carbon atom. Oxidation usually converts C——H 
bonds to C—O bonds. The first row of structures in Figure 11-1 shows that a primary 
alcohol is more oxidized than an alkane because the carbinol (C— OH) carbon atom 


FIGURE 11-1 


Oxidation states of 
alcohols. An alcohol is more oxidized 
than an alkane, yet less oxidized than 


OXIDATION 


i ie | | 
R « ae : ho eo 000 
H H + H,O 
alkane primary alcohol aldehyde carboxylic acid 


no bonds to O one bond to O two bonds to O three bonds to O 


i ie 1 
R i R’ Wl R 7 R’ pls R—C—R’ (no further 
oxidation) 
H H + H,O 
alkane secondary alcohol ketone 


no bonds to O one bond to O two bonds to O 


carbonyl compounds such as ketones, 
aldehydes, and acids. Oxidation of a 
primary alcohol leads to an aldehyde, 
and further oxidation leads to an acid. 
Secondary alcohols are oxidized to 
ketones. Tertiary alcohols cannot be 
oxidized without breaking carbon- 


carbon bonds. 


H OH 
| [O] 
R—C—R’ —= R—C—R’ (usually no further oxidation) 
| 
R’ R’ 
alkane tertiary alcohol 


no bonds to O 


one bond to O 


REDUCTION 


—k;~—eE 


has one bond to oxygen, whereas the alkane has no bonds to oxygen. Oxidation of a 
primary alcohol gives an aldehyde with a carbonyl! carbon having two bonds to oxygen. 
Oxidation of the aldehyde to an acid adds another bond to oxygen, for a total of three. 
Further oxidation would require breaking a carbon-carbon bond to give four bonds to 
oxygen, the oxidation state of carbon dioxide. 

Figure 11-1 compares the oxidation states of primary, secondary, and tertiary 
alcohols with those obtained by oxidation or reduction. The symbol [O] indicates an 
unspecified oxidizing agent. Notice that oxidation of a primary or secondary alcohol 
forms a carbonyl (C—O) group by the removal of two hydrogen atoms: one from 
the carbinol carbon and one from the hydroxy group. A tertiary alcohol cannot easily 
oxidize because there is no hydrogen atom available on the carbinol carbon. 
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7 
PROBLEM 11-1 


Classify each reaction as an oxidation, a reduction, or neither. 


CrO,-pyridine | H,CrO, I 
(a) CH;—-CH,OH —————> CH;—C—H ———*> CH;—C—OH 


O O O 
| | | 
Hae CH; CH; 


| : I 
HO OH O CH; 


(e) 


Bry . 
—_—_ (+ enantiomer) 


(i) 


7 
(o Ga—c—e—en,, 2 CHy—E-—C—CH; + H0 (@) CH,—CH,— oH 


(b) CH, — > CH;,0H —>» H—C—OH —> H—C—H —> HO—C—OH 


LiAIHy/TiCly ee 
37 3, 


CH30 OCH3 
Saf 


Ss HY, CH,OH iN 
H  +H,0 
H H,SO 
() iE, = 
H (-H,0) H,0) 
OH P 
050, RCO3H HO" 
pesca (j) 


Se 


(+ enantiomer) 


OH 


a ee 


1 
(k) Cl, a (I) (1) BH, -THF 
“He : (+ enantiomer) (2) H,0,, 
: “OH 


11-2 Oxidation of Alcohols 


Alcohol oxidations commonly form aldehydes, ketones, and carboxylic acids. A wide 
variety of oxidants are used, including chromium oxides, permanganate, nitric acid, 
and sodium hypochlorite (NaOCl, household bleach). Many of the traditional oxidants 
for laboratory use are based on chromium(VI) compounds. These chromium reagents 
are highly toxic, and they are known to cause cancer. They are also difficult to dispose 
of legally. Chemists prefer to use less toxic oxidants. In this section, we will cover the 


PROBLEM-SOLVING HINT 


Phenols form esters and alkoxides 
like other alcohols do, but their 


other reactions involve the aromatic 
ring. Those reactions are covered in 
Chapter 17. 
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traditional uses of the chromium reagents and also discuss less toxic alternatives. In 
many cases, the cheapest, least toxic, and most easily available oxidant is household 
bleach, which is a 6-8% aqueous solution of NaOCl. 

All of the common oxidants have an element (Cr, Cl, I, S, Mn, or others) in a high 
oxidation state bonded to oxygen. Moreover, they follow similar mechanisms. The 
following mechanism shows the oxidation of a secondary alcohol by bleach (NaOCl), 
with acetic acid used as a mild acid catalyst: 


Protonation of hypochlorite to form a reactive intermediate 


CH;COOH CH;COOH 
. 7 acetic acid e . acetic acid . a oe 
Na? :QO—Ck ==>) H—O—CE ge = — C10. 
H 
sodium hypochlorite hypochlorous acid (reactive intermediate) 
Formation of an alkyl hypochlorite derivative 
7 
H 6-H ON H +9 H ©; 
Q—H 2 Pee O—H - O: 
ye a » a + HO Sa + 30° 
H 
an alkyl hypochlorite 
Up to this point, no oxidation states have changed. 
Elimination of HCl oxidizes C and reduces Cl 
Clk 
| Hy :0: _ 
CH;COO- H 6: ——> +  CH,COOH +. :C: 


In the final step, a base such as acetate ion or water removes a proton from the 
carbinol carbon atom, giving it a double bond to oxygen, which leaves it oxidized. The 
oxidant (chlorine in this case) leaves with an additional pair of electrons and fewer 
bonds to oxygen, giving it a lower (reduced) oxidation state. 


11-2A Oxidation of Secondary Alcohols 


Secondary alcohols are easily oxidized to give excellent yields of ketones. Sodium 
hypochlorite, often used with acetic acid, is an inexpensive and relatively safe oxidant. 


OH O 
| NaOCl | 
secondary alcohol . ketone 
Example 
a O 
NaOCl 
OH 
HOAc 
cyclohexanol cyclohexanone 
(92%) 


The traditional reagent for these laboratory oxidations is the chromic acid reagent, 
which is occasionally used when less hazardous reagents fail to give good yields. The 
chromic acid reagent is prepared by dissolving either sodium dichromate (NajCr707) 
or chromium trioxide (CrO3) in a mixture of sulfuric acid and water. Great care must 
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be exercised in the formation and use of the chromic acid reagent, which is extremely 
toxic and corrosive, and tends to spatter. 


| 
Na,Cr,0, + H,O + 2HSO, —> 2HO—Cr—OH + 2Nat + 24HSO; 
sodium dichromate | 


(or CrO,) 
chromic acid (H,CrO,) 


The mechanism of chromic acid oxidation probably involves the formation of a 
chromate ester. The final step, elimination of the chromate ester, is similar to the final 
step of the hypochlorite oxidation. In this step, oxidation of the carbon atom and reduc- 
tion of the chromium atom take place. A weak base removes a proton from carbon, giv- 
ing it a double bond to oxygen. Chromium leaves with an additional pair of electrons, 
going from Cr(VJ) to Cr(IV). 


Formation of the chromate ester 
R’ O R’ O 

<a + Hg on — R : O i OH + HO 
S 


alcohol chromic acid chromate ester 


Elimination of the chromate ester and oxidation of the carbinol carbon 


R’ ‘oO R’ 
R fe) l OH R d 0: No: OH 
r > =O, + c— 
~ ey a 
H.O: H OP H,O* 0. 
crv) Cr(IV) 


The chromium(IV) species formed reacts further to give the stable reduced form, 
chromium(III). Both sodium dichromate and chromic acid are orange, but chromic 
ion (Cr**) is a deep blue. One can follow the progress of a chromic acid oxidation by 
observing the color change from orange through various shades of green to a greenish 
blue. In fact, the color change observed with chromic acid can be used as a test for the 
presence of an oxidizable alcohol. 


11-2B Oxidation of Primary Alcohols 


Oxidation of a primary alcohol initially forms an aldehyde. Unlike a ketone, however, 
an aldehyde is easily oxidized further to give a carboxylic acid. 


OH O 

| [0] | [0] | 
R—CH—H > R—C—H > R—C—OH 
primary alcohol aldehyde carboxylic acid 


Obtaining the aldehyde is often difficult, because most oxidizing agents strong enough 
to oxidize primary alcohols also oxidize aldehydes. Chromic acid, a powerful oxidant, 
usually oxidizes a primary alcohol all the way to the carboxylic acid. 
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Application: Oxidation Catalyst 


- 
N 


TEMPO 


TEMPO (2,2,6,6-tetramethylpiperidinyl- 
1-oxy) is a stable free radical that 
catalyzes many types of oxidations. For 
example, a catalytic amount of TEMPO 
added to a hypochlorite oxidation of an 
alcohol increases the rate by enabling 
lower-energy reaction mechanisms 
involving reversible oxidation of the 
N—O bond. 


Pyridinium chlorochromate (PCC): 


N=+H_~ crO.CI- 
‘ } : 


CrO, - pyridine - HCI 
or pyHt CrO,Cl7 


Reactions of Alcohols 


1 
CH,OH C—OH 
Na,Cr,0, 
—_— 
H,SO, 
cyclohexylmethanol cyclohexanecarboxylic acid 


(92%) 


Sodium hypochlorite (NaOCl) can serve as a more selective oxidant, especially 
when it is used with TEMPO, a stable free radical that catalyzes a variety of oxida- 
tions (see structure at left). The combination of sodium hypochlorite with TEMPO can 
selectively oxidize primary alcohols to aldehydes under carefully controlled conditions. 


OH 
7 - NaOCV/TEMPO . I . 
—C— > 
| (or PCC, CH,Cl,) 
H 
primary alcohol aldehyde 
Examples 
i 
CH,OH C 
Ci, 
> 
(TEMPO) 
cyclohexylmethanol N cyclohexanecarbaldehyde, 90% 
| 
O° 
a a NaOCl n ae 
es 
ChbO8 (TEMPO) CHO 
(S)-2-methylbutan-1-ol N (S)-2-methylbutanal 84% 
| 
oO 


The combination of sodium hypochlorite with TEMPO can also be used to oxidize 
primary alcohols all the way to carboxylic acids, simply by using an excess of hypo- 
chlorite. In many cases, this hypochlorite/TEMPO combination gives better yields of 
carboxylic acids than the brute-force technique using hot chromic acid. 


1 
CH,OH excess 
NaOCl Nou 
(TEMPO) 
cyclohexylmethanol N cyclohexanecarboxylic acid, 94% 
| 
O° 


The traditional reagent for the limited oxidation of primary alcohols to aldehydes 
is pyridinium chlorochromate (PCC), a complex of chromium trioxide with pyridine 
and HCI. PCC oxidizes most primary alcohols to aldehydes in excellent yields. Unlike 
most other oxidants, PCC is soluble in nonpolar solvents such as dichloromethane 
(CH,Cl,), which is an excellent solvent for most organic compounds. PCC can also 
serve as a mild reagent for oxidizing secondary alcohols to ketones. Using PCC is not 
entirely simple, however. The reagent is relatively difficult to make, and it involves 
chromium reagents that are hazardous to use and to dispose of. 
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O 
PCC 
CH,(CH,);— CH,OH Cho. CH,(CH,);—C—H 
wi) 


heptan-1-ol heptanal (78%) 


11-2C Resistance of Tertiary Alcohols to Oxidation 


Oxidation of tertiary alcohols is not an important reaction in organic chemistry. Tertiary 
alcohols have no hydrogen atoms on the carbinol carbon atom, so oxidation must take 
place by breaking carbon-carbon bonds. These oxidations require severe conditions 
and result in mixtures of products. 

The chromic acid test for primary and secondary alcohols exploits the resistance 
of tertiary alcohols to oxidation. When a primary or secondary alcohol is added to the 
chromic acid reagent, the orange color changes to green or blue. When a nonoxidizable 
substance (such as a tertiary alcohol, a ketone, or an alkane) is added to the reagent, no 
immediate color change occurs. 


PROBLEM 11-2 


Predict the products of the reactions of the following compounds with: 
(1) chromic acid or excess sodium hypochlorite with acetic acid. 
(2) PCC or NaOCl (1 equivalent) with TEMPO. 


(a) cyclohexanol (b) 1-methylcyclohexanol 

(c) cyclopentylmethanol (d) cyclohexanone 

(e) cyclohexane (f) 1-phenylpropan-1-ol 
(8) hexan-1-ol (h) acetaldehyde, CH; CHO 


11-3 Additional Methods for Oxidizing Alcohols 


Many other reagents and procedures have been developed for oxidizing alcohols. Some 
are simply modifications of the procedures we have seen. For example, the Collins 
reagent is a complex of chromium trioxide and pyridine, the original version of PCC. 
The Jones reagent is a milder form of chromic acid, a solution of diluted chromic acid 
in acetone. 

Two other strong oxidants are potassium permanganate and nitric acid. Both of 
these reagents are less expensive than the chromium reagents, and both of them give 
by-products that are less environmentally hazardous than spent chromium reagents. 
Both permanganate and nitric acid oxidize secondary alcohols to ketones and primary 
alcohols to carboxylic acids. Used primarily in industry, these strong oxidants can form 
explosive mixtures and cleave carbon—carbon bonds if the temperature and concentra- 
tions are not precisely controlled. 

The Swern oxidation uses dimethyl! sulfoxide (DMSO) as the oxidizing agent to 
convert alcohols to ketones and aldehydes. DMSO and oxalyl chloride are added to 
the alcohol at low temperature, followed by a hindered base such as triethylamine. The 


reactive species (CH;)9SCl, formed in the solution, is thought to act as the oxidant in 
the Swern oxidation. Secondary alcohols are oxidized to ketones, and primary alcohols 
are oxidized only as far as the aldehyde. The by-products of this reaction are all volatile 
and are easily separated from the organic products. 


\. I t | 
a = (CH;CH,),N: Yi 
5 H + H3C—S—CH3z + Cl—C—C—Cl CHCl, > —C 
DMSO (COC), ketone 
alcohol dimethyl] sulfoxide oxalyl chloride or aldehyde 


Application: Portable Breath 
Tester 


A small fuel cell in this portable breath 
tester catalyzes the oxidation of ethanol 
by oxygen in the air. The oxidation gen- 
erates an electric current that is propor- 
tional to the concentration of ethanol in 
the sample. 


+ CO, 
“E H3C—S—CH3 + CO 
+ 2 HCl 
dimethyl sulfide 
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Examples 
Sir Ewart Ray Herbert Jones 
(1911-2002) was a Welsh chemist OH O 
who worked as the Waynfleet DMSO, (COCI), 
Professor of Chemistry at Oxford Et;N, CH,ClL, — 60 oe 
University and is attributed with 
the invention of the eponymous cyclopentanol cyclopentanone (90%) 
Jones oxidation. His work on the 
synthesis of natural products later OH 
earned him the Royal Society Davy | 
aie DMSO, (COCI), 
Medal in 1966. As a distinguished CH;(CH))¢ f H BLN, CH,CL, —60 "ag CH,(CH,)¢ Ze 
chemist, Sir Ewart served as the H 
first President of the Royal Society H 
decan-1-ol decanal (85%) 


of Chemistry. 


Like the Swern oxidation, the Dess—Martin periodinane (DMP) reagent oxidizes 
primary alcohols to aldehydes and secondary alcohols to ketones without using chro- 
mium or other heavy-metal compounds. The reaction with DMP takes place under 
mild conditions (room temperature, neutral pH) and gives excellent yields. The DMP 
reagent, which owes its oxidizing ability to a high-valence iodine atom, is a commer- 
cially available solid that is easily stored. 


OAc 
OH {00.1 OAc 0 
| a 4 
R—C—H + O —_ cee + + 2 HOAc 
i H 
O 
primary alcohol DMP reagent aldehyde reduced form acetic acid 


(or secondary) 


(or ketone) 


Summary of Alcohol Oxidations 


Chromium-free Reagent 
NaOCl-HOAc, Swern, DMP 


Chromium Reagent 
chromic acid (or PCC) 


NaOCl-TEMPO, Swern, DMP PCC 


To Oxidize Product 
2° alcohol ketone 
1° alcohol aldehyde 
1° alcohol 


FOCUS 


Oxidation of Alcohols 


carboxylic acid 


NaOCl (excess)-TEMPO chromic acid 


Alcohol oxidations are some of the oldest and most common organic reactions. As a result, there are many ways to cleave a C—H 
bond on a carbinol carbon atom. One way to organize the reagents is by their strength. 


OH 


Secondary alcohols have only one C—H 


bond that can be cleaved by an oxidizing agent. RI mls R? . I 


Ketones are produced when 2° alcohols are ee 
oxidized by any of the oxidizing agents H 
discussed in this section. 2° alcohol 


Primary alcohols have two C—H bonds that 
can be cleaved, so their oxidation products 
depend on the strength of the oxidizing agent. 
A mild, selective oxidizing agent cleaves only 
one C—H to produce an aldehyde. A strong 
oxidizing agent breaks both C—H bonds to 
produce a carboxylic acid. 


1° alcohol 


[O] [O] is a shorthand notation 
C for an oxidizing agent. 
ke R2 
ketone 
mild C ies strong C 
Rey R=CzH > RI“So 
aldehyde ea carboxylic acid 
alcoho 
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Mild oxidizing agents: Strong oxidizing agents : 

2° ROH to ketone; 1° ROH to aldehyde 2° ROH to ketone; 1° ROH to carboxylic acid 
¢ NaOCl (1 equivalent)-TEMPO* ‘ N20! ee TG 

* Swern (DMSO, (COCI)3) ¢ chromic acid, HyCrO4 


¢ DMP (Dess-Martin periodinane) 
¢ PCC (pyridinium chlorochromate) 


*NaOCl -HOAc is commonly used for 2° ROH to ketone 


PROBLEM 11-3 


We have covered several oxidants that use a multi-valent atom (Cr, Cl, S, or I) as their active 
species, going from a higher oxidation state before the oxidation to a lower oxidation state 
after oxidizing the alcohol. Draw the Lewis structure of the following atoms, before and after 
the oxidation of an alcohol to a ketone or aldehyde. How many bonds to oxygen does each 
atom have before and after the oxidation? 

(a) the Cr in chromic acid (b) the Cl in sodium hypochlorite 
(c) the S in the Swern oxidation (d) the I in the DMP reagent 

ie the carbinol C in the alcohol that is oxidized 


PROBLEM 11-4 


Give the structure of the principal product(s) when each of the following alcohols reacts with 
(1) NayCr307/H SOx, (2) PCC, (3) DMP, and (4) 1 equiv NaOCI-TEMPO. 

(a) octan-1-ol (b) octan-3-ol 

« (c) 4-hydroxydecanal (d) 1-methylcyclohexan-1,4-diol 


2 
PROBLEM 11-5 


Predict the products you expect when the following starting material undergoes oxidation 
with an excess of each of the reagents shown below. 


OH ee: 
(a) chromic acid 


OH (b) PCC (pyridinium chlorochromate) 
CH (c) sodium hypochlorite/acetic acid 
OH 3 (d) DMSO and oxalyl chloride 


(e) DMP (periodinane) reagent 


SOLVED PROBLEM 11-1 


Suggest the most appropriate method for each of the following laboratory syntheses. 

(a) cyclopentanol ——> cyclopentanone 

SOLUTION 

Many reagents are available to oxidize a simple secondary alcohol to a ketone. Most labs 
would have chromium trioxide or sodium dichromate available, and the chromic acid oxida- 
tion would work. Bleach (sodium hypochlorite) and acetic acid (HOAc) would be a cheaper 


and less polluting alternative to the chromium reagents. DMP and the Swern oxidation would 
also work. 


O 


cyclopentanol cyclopentanone 


(b) oct-2-en-l-ol ——  oct-2-enal 


(continued) 
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SOLUTION 

This synthesis requires more finesse. The aldehyde is easily over-oxidized to a carboxylic 
acid, and the double bond reacts with oxidants such as KMnQ,. Our choices are limited to 
bleach with TEMPO, PCC, DMP, or the Swern oxidation. 


NaOCl-TEMPO H 
SSN cH,08 NSA a ee a y 


(or DMP) 
(or Swern) 


(or PCC) 
oct-2-en-1-ol oct-2-enal 


| 
O 


e * 
PROBLEM 11-6 


Suggest the most appropriate method for each of the following laboratory syntheses. In each 
case, suggest both a chromium reagent and a chromium-free reagent. 

(a) butan-l-ol _—~ _ butanal, CH;CH,CH,CHO 

(b) but-2-en-l-ol _—~ _ but-2-enoic acid, CH;CH=CH— COOH 

(c) butan-2-ol _—~ _ butan-2-one, CH;COCH,CH; 

(d) cyclopentanol —~ _ |-ethylcyclopentanol (two steps) 

(e) cyclopentylmethanol —~ _ 1-cyclopentylpropan-1-ol (two steps) 

(f) 1-methylcyclohexanol —~  2-methylcyclohexanone (several steps) 


11-4 Biological Oxidation of Alcohols 


Although it is the least toxic alcohol, ethanol is still a poisonous substance. When 
someone is suffering from a mild case of ethanol poisoning, we say that he or she is 
intoxicated. Animals often consume food that has fermented and contains alcohol. 
Their bodies must detoxify any alcohol in the food to keep it from building up in the 
blood and poisoning the brain. To detoxify ethanol, the liver produces an enzyme called 
alcohol dehydrogenase (ADH). 

Alcohol dehydrogenase catalyzes an oxidation: the removal of two hydrogen atoms 
from the alcohol molecule. The oxidizing agent is nicotinamide adenine dinucleotide 
(NAD). NAD exists in two forms: the oxidized form, called NAD“, and the reduced 
form, called NADH. The following equation shows that ethanol is oxidized to acetal- 
dehyde, and NAD* is reduced to NADH. 


H O 

OH I O 

| A % ADH ! % 

oe + | NH, —— > CH,—C—H + NH, + Ht 
= acetaldehyde 
H N oxidized form 
ethanol aga ar sugar 
sedused team ADH = alcohol dehydrogenase 8 
NAD* NADH 

oxidized form reduced form 


A subsequent oxidation, catalyzed by aldehyde dehydrogenase (ALDH), converts 
acetaldehyde to acetic acid, a normal metabolite. 


H O HH O 
| ; | 
C 
— ~*~ ALDH | 
CH,—C—H + H,O + | NH, —— > CH,—C—OH + 
SN acetic acid 


has oad ALDH = aldehyde dehydrogenase 
NADt 


11-5 Alcohols as Nucleophiles and Electrophiles; Formation of Tosylates 


These oxidations take place with most small primary alcohols. Unfortunately, the 
oxidation products of some other alcohols are more toxic than acetic acid. Methanol is 
oxidized first to formaldehyde and then to formic acid. Both of these compounds are 
more toxic than methanol itself. 


i 
O O 
H—C—0—H a H—C=0 fl, H—C=0 
H H O—H 
methanol formaldehyde formic acid 


Ethylene glycol is a toxic diol. Its oxidation product is oxalic acid, the toxic compound 
found in the leaves of rhubarb and many other plants. 


Lt 
2[O 2[O 
H-C—C-H o> H—C—C—H + 21,0 “2, 
HO OH 
ethylene glycol 


Many poisonings by methanol and ethylene glycol occur each year. Alcoholics occa- 
sionally drink ethanol that has been denatured by the addition of methanol. Methanol is 
oxidized to formic acid, which may cause blindness and death. Dogs are often poisoned 
by sweet-tasting ethylene glycol when antifreeze is left in an open container. Once the 
glycol is metabolized to oxalic acid, the dog’s kidneys fail, causing death. 

The treatment for methanol or ethylene glycol poisoning is the same. The patient 
is given intravenous infusions of diluted ethanol. The ADH enzyme is swamped by all 
the ethanol, allowing time for the kidneys to excrete most of the methanol (or ethylene 
glycol) before it can be oxidized to formic acid (or oxalic acid). This is an example of 
competitive inhibition of an enzyme. The enzyme catalyzes oxidation of both ethanol 
and methanol, but a large quantity of ethanol ties up the enzyme, allowing time for 
excretion of most of the methanol before it is oxidized. 


r 
PROBLEM 11-7 


A chronic alcoholic requires a much larger dose of ethanol as an antidote to methanol poison- 
ing than does a nonalcoholic patient. Suggest a reason why a larger dose of the competitive 
L inhibitor is required for an alcoholic. 


ds 
PROBLEM 11-8 


Unlike ethylene glycol, propylene glycol (propane-1,2-diol) is nontoxic because it oxidizes 

to acommon metabolic intermediate. Give the structures of the biological oxidation products 
of propylene glycol. 

\ 


11-5 Alcohols as Nucleophiles and Electrophiles; 
Formation of Tosylates 


One reason alcohols are such versatile chemical intermediates is that they react as both 
nucleophiles and electrophiles. The following scheme shows an alcohol reacting as a 
weak nucleophile, bonding to a strong electrophile (in this case, a carbocation). 


\ 


- | 


R—6:—_~*c- > RO>C-— —> R O—C— 
7 [> | | 
i 
weak strong os + 
nucleophile electrophile R—O—H R—OH, 
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HO—C—C—OH 


oxalic acid 


Application: Vitamins 


NAD* is derived from vitamin B3, known 
as niacin. There is a misconception 

that taking large supplements of niacin 
before a night of drinking ethanol will 
lessen the severity of the “hangover” the 
next morning. Metabolism is more com- 
plex than this simple idea suggests. 

One common effect of taking large 
amounts of niacin is flushing caused by 
dilation of the capillaries in the skin. This 
flushing looks like a severe sunburn and 
can be quite uncomfortable, but it usually 
subsides in a few hours. 

NN 


COOH 
| 
N 


nicotinic acid 
(niacin) 


ao 
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PROBLEM-SOLVING HINT 


ROTs 


tosylate ester 


TsOH 


tosic acid 


TsCl 
tosyl chloride 


“OTs 


tosylate ion 


An alcohol is easily converted to a strong nucleophile by forming its alkoxide ion. The 
alkoxide ion can attack a weaker electrophile, such as an alkyl! halide. 


oe N ca | | 
R—O—H —> R— mE: —— co 
weak strong weak X7 Nat 
nucleophile nucleophile electrophile 


The O—H bond is broken when alcohols react as nucleophiles, both when an 
alcohol reacts as a weak nucleophile, or when an alcohol is converted to its alkoxide 
that then reacts as a strong nucleophile. In contrast, when an alcohol reacts as an elec- 
trophile, the C—O bond is broken. 


This bond is broken when This bond is broken when 
alcohols react as nucleophiles. alcohols react as electrophiles. 


| 
=o 0eN as 


An alcohol is a weak electrophile because the hydroxy group is a poor leaving group. 
The hydroxy group becomes a good leaving group (H,O) when it is protonated. For 
example, HBr reacts with a primary alcohol by an Sy? attack of bromide on the proton- 
ated alcohol. Note that the C—O bond is broken in this reaction. 


i Lt | 

<< |. HB 

CH—O—-H > BE “CHO UH > Br—CH, + H,O 
poor a 

electrophile electrophile 


The disadvantage of using a protonated alcohol is that a strongly acidic solution 
is required to protonate the alcohol. Although halide ions are stable in acid, few other 
good nucleophiles are stable in strongly acidic solutions. Most strong nucleophiles are 
also basic and will abstract a proton in acid. Once protonated, the reagent is no longer 
nucleophilic. For example, an acetylide ion would instantly become protonated if it 
were added to a protonated alcohol. 


H 
cl. 
~R—O— —H + = C—H —> R—O—H + H—C=C—H 
n 
\ ae 
nS. 4 < 


How can we convert an alcohol to an electrophile that is compatible with basic 
nucleophiles? We can convert it to an alkyl halide, or we can simply make its tosylate 
ester. A tosylate ester (symbolized ROTs) is the product of condensation of an alcohol 
with p-toluenesulfonic acid (symbolized TsOH). 


O O 
| | 7 
R=02H + HOSS CH, — R—O-—S CH, + H,O 
alcohol I | — 
O O 


TsOH alkyl tosylate, ROTs 
p-toluenesulfonic acid a p-toluenesulfonate ester 


The tosylate group is an excellent leaving group, and alkyl tosylates undergo substitu- 
tion and elimination much like alkyl halides. In many cases, a tosylate is more reactive 
than the equivalent alkyl] halide. 


11-5 Alcohols as Nucleophiles and Electrophiles; Formation of Tosylates 


| T | Sie iy 
TsCl Nuc:— - 
1 pyridine 7 tof ai fon) > ¢ : + -OTs 
Nuc 
OTs 
| [Jd So =e 
or elimination: oe ETT pre for 
H 
B:) 


Tosylates are made from alcohols using tosyl chloride (TsCl) in pyridine, as shown 
next. This reaction gives much higher yields than the reaction with TsOH itself. The 
mechanism of tosylate formation shows that the C—O bond of the alcohol remains 
intact throughout the reaction, and the alcohol retains its stereochemical configuration. 
Pyridine is a stable aromatic amine that serves as an organic base to remove the HCl 
formed in the reaction, preventing it from protonating the alcohol and causing side 


reactions. 
Cl Oo Cl O 
C| - . | SS 
+ =S= > R—O—S=O > R—Q—S=O + || 
H Z H + Cc 
N | 
‘ee . 
pyridine 
CH, CH, H; 
p-toluenesulfony! chloride ROTs, a tosylate ester 


TsCl, “‘tosyl chloride” 


The following reaction shows the Sy2 displacement of tosylate ion ( OTs) from 
(S)-2-butyl tosylate with inversion of configuration. The tosylate ion is a particularly 
stable anion, with its negative charge delocalized over three oxygen atoms. 


CH,CH, 


e se 5.2 CH,CH, ; 
Le COs — cn + “OTs 
2 vy CS WH ~ 
iodide CH, CH, tosylate ion 
(S)-2-buty] tosylate (R)-2-butyl iodide 

[) {e) 
| 
S 
| 


tosylate ion 


Ate :O:7 ote 
. . | . | 
-ots = | :O— < \-cu, = cH, <> O=8 CH, 
0. 0. :Or 


resonance-stabilized anion 


oO 
ie) 


Like halides, the tosylate leaving group is displaced by a wide variety of nucleo- 
philes. The Sy2 mechanism (strong nucleophile) is more commonly used in synthetic 
preparations than the Sy1. The following reactions show the generality of Sy2 displace- 
ments of tosylates. In each case, R must be an unhindered primary or secondary alkyl 
group if substitution is to predominate over elimination. 
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PROBLEM-SOLVING HINT 


Tosylate esters are particularly 
useful: They are great leaving 
groups, often better than halides. 


Grignard reactions build alcohols, 


which are easily converted to 
tosylates for substitution or 
elimination. 


SUMMARY §Sy2 Reactions of Tosylate Esters 


~OH —> R—OH + OTs 
hydroxide alcohol 


“C=N — R—-C=N + OTs 
cyanide nitrile 


Br R—Br + “OTs 
halide alkyl halide 


R’—O —~> R—O—R’' 4+ OTs 
alkoxide ether 


:-NH; — > R—NH; “OTs 
ammonia amine salt 


LiAIH, > R—H + OTs 
LAH alkane 


~ 
PROBLEM 11-9 


Predict the major products of the following reactions. 

(a) ethyl tosylate + potassium fert-butoxide 

(b) isobutyl tosylate + Nal 

(c) (R)-2-hexyl tosylate + NaCN 

(d) the tosylate of cyclohexylmethanol + excess NH; 

© n-butyl tosylate + sodium acetylide, H—C==C: *Na 


PROBLEM 11-10 


Show how you would convert butan-1-ol to the following compounds using tosylate 
intermediates. You may use whatever additional reagents are needed. 

(a) 1-bromobutane (b) butan-1-amine, CH;CH,CH,CH,NH> 
(c) butyl ethyl ether, CH;CH,CH»,CH,O0CH,CH; (d) pentanitrile, CH;CH,CH,CH,CN 


11-6 Reduction of Alcohols 


The reduction of alcohols to alkanes is not a common reaction because it removes 
a functional group, leaving fewer options for further reactions. Still, sometimes we 
use Grignard or similar reactions to generate the carbon skeleton, but we no longer 
want the product’s alcohol group. In those cases, we reduce the — OH group to a 
hydrogen atom. 


reduction 


R—OH  ——— > R—H (rare) 


We can reduce an alcohol in two steps, by dehydrating it to an alkene and then hydro- 
genating the alkene. 


H H H 
i H,SO 4 H H, H 
OH heat Pt H 


cyclopentanol cyclopentene cyclopentane 
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Another method for reducing an alcohol involves converting the alcohol to the 
tosylate ester and then using a hydride reducing agent to displace the tosylate leaving 
group. This reaction works with most primary and secondary alcohols. 


H 1 H H 
idi LiAlH 
OH + as \ CH, pyr ues O—Ts ae H 
O 
cyclohexanol tosyl chloride, TsCl cyclohexyl tosylate cyclohexane 
(75%) 


PROBLEM 11-11 


Predict the products of the following reactions. 


(a) cyclohexylmethanol + TsCl/pyridine (b) product of (a) + LiAIHy, 
(c) 1-methylcyclohexanol + H2SO,, heat (d) product of (c) + Hp, Pt 


11-7 Reactions of Alcohols with Hydrohalic Acids 


Tosylation of an alcohol, followed by displacement of the tosylate by a halide ion, 
converts an alcohol to an alkyl halide. This is not the most common method for 
converting alcohols to alkyl halides, however, because simple, one-step reactions 
are available. A common method is to treat the alcohol with a hydrohalic acid, either 
HBr, HCl, or HI. 

In acidic solution, an alcohol is in equilibrium with its protonated form. Protonation 
converts the hydroxy group from a poor leaving group ( OH) to a good leaving group 
(H,O). Once the alcohol is protonated, all the usual substitution and elimination reac- 
tions are feasible, depending on the structure (1°, 2°, 3°) of the alcohol. 


H 
oe x. 
R+O—H| + Ht = R--O~-H =— 3 R= 
oo ” Syl or Sy2 
poor leaving group good leaving group 


Most good nucleophiles are basic, becoming protonated and losing their nucleo- 
philicity in acidic solutions. Halide ions are exceptions, however. Halides are anions 
of strong acids, so they are weak bases. Solutions of HBr, HCl, or HI contain nucleo- 
philic Br, Cl’, or I ions. These acids are commonly used to convert alcohols to the 
corresponding alkyl halides. 


11-7A Reactions with Hydrobromic Acid 


R—OH + HBr/H,O — R-—Br 


Concentrated hydrobromic acid rapidly converts tert-butyl alcohol to tert-butyl! bro- 
mide. The strong acid protonates the hydroxy group, converting it to a good leaving 
group. The hindered tertiary carbon atom cannot undergo Sy2 displacement, but it can 
ionize to a tertiary carbocation. Attack by bromide gives the alkyl bromide. The mecha- 
nism is similar to other Syl mechanisms we have studied, except that water serves as 
the leaving group from the protonated alcohol. 
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MECHANISM 11-1 Reaction of a Tertiary Alcohol with HBr (S,1) 


A tertiary alcohol reacts with HBr by the Sy1 mechanism. 


EXAMPLE: Conversion of tert-butyl alcohol to tert-butyl bromide. 
Step 1: Protonation converts the hydroxy group to a good leaving group. 


CH, CH, 


fa CB: H 


| ‘° pr | + 
os eae + 


CH; CH; 
tert-butyl alcohol 


Step 2: Water leaves, forming a carbocation. 
CH, 
— Hee * + #H,O 
(ut 


carbocation 


Step 3: Bromide ion attacks the carbocation. 
ia ita 
HjxC—C\ (Bry —>  H3C—C—Br: 
Bias | 
CH3 CH; 


carbocation tert-butyl bromide 


Many other alcohols react with HBr, with the reaction mechanism depending on 
the structure of the alcohol. For example, butan-1-ol reacts with sodium bromide in 
concentrated sulfuric acid to give 1-bromobutane by an Sy2 displacement. The sodium 
bromide/sulfuric acid reagent generates HBr in the solution. 


NaBr, H,SO, 
CH3(CH>)2— CH,0H nd CH3(CH>)2— CH>Br 


butan-1-ol 1-bromobutane (90%) 


Protonation converts the hydroxy group to a good leaving group, but ionization to a 
primary carbocation is unfavorable. The protonated primary alcohol is well suited for 
the Sy2 displacement, however. Back-side attack by bromide ion gives 1-bromobutane. 


MECHANISM 11-2 Reaction of a Primary Alcohol with HBr (S,2) 


A primary alcohol reacts with HBr by the Sy2 mechanism. 


EXAMPLE: Conversion of butan-1-ol to 1-bromobutane. 


Step 1: Protonation converts the hydroxy group to a good leaving group. 


CH3CH»CH i CH3CH»CH 
Hwy ee Hw —— + Br: 
GV GV “SH 
H H 


butan-1-ol 
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Step 2: Bromide displaces water to give the alkyl bromide. 


CH;CH,CH, CH,CH,CH; 
St -H ae 
aS ae —— Br Co + H,O 
eH : 


1-bromobutane 


Secondary alcohols also react with HBr to form alkyl bromides, usually by the 
Syl mechanism. For example, cyclohexanol is converted to bromocyclohexane using 
HBr as the reagent. 


H H 
HBr 
OH as Br 
cyclohexanol bromocyclohexane 
(80%) 
PROBLEM 11-12 PROBLEM-SOLVING HINT 
Propose a mechanism for the reaction of Memorizing all these mechanisms 
(a) 1-methylcyclohexanol with HBr to form 1-bromo-1-methylcyclohexane. is not the best way to study 
(b) 2-cyclohexylethanol with HBr to form 1-bromo-2-cyclohexylethane. this material. Depending on the 
substrate, these reactions can go by 
more than one mechanism. Gain 
11-7B Reactions with Hydrochloric Acid experience working problems, and 
then consider each individual case 
R—OH + HCI/H,O Bases R—Cl to propose a likely mechanism. 


Hydrochloric acid (HCI) reacts with alcohols in much the same way that hydrobromic 
acid does. For example, concentrated aqueous HCI reacts with tert-butyl alcohol to 
give tert-butyl chloride. 

(CH,);,C—OH + HCl/H,O =—— (CH,),C—C + 0 

tert-butyl alcohol tert-butyl chloride (98%) 


PROBLEM 11-13 


The reaction of tert-butyl alcohol with concentrated HCI goes by the Sy1 mechanism. Write 
a mechanism for this reaction. 


Chloride ion is a weaker nucleophile than bromide ion because it is smaller and 
less polarizable. An additional Lewis acid, such as zinc chloride (ZnCl,), is sometimes 
necessary to promote the reaction of HCI with primary and secondary alcohols. Zinc 
chloride coordinates with the oxygen of the alcohol in the same way a proton does— 
except that zinc chloride coordinates more strongly. 

The reagent composed of HCI and ZnCl, is called the Lucas reagent. Secondary 
and tertiary alcohols react with the Lucas reagent by the Sy] mechanism. 


Syl reaction with the Lucas reagent (fast) 
CH CH 7 
| 3 . fe, | a go ib 
H—C—O—H === 4=H—C7O+ — H—cC 


CH, cH, 4H CH, 


alcohol—zinc chloride complex carbocation 
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4 cr | a = 
Hc > oH . Cl + HO—ZnCl, 


When a primary alcohol reacts with the Lucas reagent, ionization is not possible— 
the primary carbocation is too unstable. Primary substrates react by an Sy2 mechanism, 
which is slower than the Sy1 reaction of secondary and tertiary substrates. For example, 
when butan-1-ol reacts with the Lucas reagent, the chloride ion attacks the complex 
from the back, displacing the leaving group. 


Sy2 reaction with the Lucas reagent (slow) 


+ - 
CH,CH,CH, ZnCl, - Te te - CH,CH,CH, Ph 
Ge ck — oe — a + ee 


transition state 


The Lucas Test The Lucas reagent reacts with primary, secondary, and tertiary alcohols 
at predictable rates, and these rates can distinguish among the three types of alcohols. 
When the reagent is first added to the alcohol, the mixture forms a single homogeneous 
phase: The concentrated HCI solution is very polar, and the polar alcohol—zinc chloride 
complex dissolves. Once the alcohol has reacted to form the alkyl halide, the relatively 


TABLE 11-2 Reactions of nonpolar halide separates into a second phase. (R — OH dissolves, but R—Cl does not.) 
Alcohols With the Lucas The Lucas test involves adding the Lucas reagent to an unknown water-soluble 
Reagent alcohol and watching for the second phase to separate (see Table 11-2). Tertiary alco- 
Alcohol Time to hols react and show a second phase almost instantly because they form relatively stable 
Type React (min) tertiary carbocations. Secondary alcohols react in about | to 5 minutes because their 
primary >6 secondary carbocations are less stable than tertiary ones. Primary alcohols react very 
secondary 1-5 slowly. Because the activated primary alcohol cannot form a carbocation, it simply 
‘eatin = remains in solution until it is attacked by the chloride ion. With a primary alcohol, the 


reaction may take from 10 minutes to several days. 


PROBLEM 11-14 


Show how you would use a simple chemical test to distinguish between the following pairs 
of compounds. Tell what you would observe with each compound. 

(a) isopropyl alcohol and tert-butyl] alcohol 

(b) isopropyl] alcohol and butan-2-one, CH;COCH,CH; 

(c) hexan-1-ol and cyclohexanol 

(d) allyl alcohol and propan-1-ol 

(e) butan-2-one and tert-butyl alcohol 


11-7C Limitations on the Use of Hydrohalic Acids with Alcohols 


The reactions of alcohols with hydrohalic acids do not always give good yields of 
the expected alkyl halides. Four principal limitations restrict the generality of this 
technique. 


1. Poor yields of alkyl chlorides from primary and secondary alcohols. Primary 
and secondary alcohols react with HCl much more slowly than tertiary alcohols, 
even with zinc chloride added. Under these conditions, side reactions may pre- 
vent good yields of the alkyl halides. 


2. Eliminations. Heating an alcohol in a concentrated acid such as HCl or HBr 
often leads to elimination. Once the hydroxy group of the alcohol has been 
protonated and converted to a good leaving group, it becomes a candidate for 
both substitution and elimination. 


11-7 Reactions of Alcohols with Hydrohalic Acids 


3. Rearrangements. Carbocation intermediates are always prone to rearrangements. 
We have seen (Section 6-15) that hydrogen atoms and alkyl groups can migrate from 
one carbon atom to another to form a more stable carbocation. This rearrangement 
may occur as the leaving group leaves, or it may occur once the cation has formed. 

4. Limited ability to make alkyl iodides. Many alcohols do not react with HI to give 
acceptable yields of alkyl iodides. Alkyl iodides are valuable intermediates, how- 
ever, because iodides are the most reactive of the alkyl halides. We will discuss 
another technique for making alkyl! iodides in the next section. 


SOLVED PROBLEM 11-2 


When 3-methylbutan-2-ol is treated with concentrated HBr, the major product is 2-bromo- 
2-methylbutane. Propose a mechanism for the formation of this product. 


H OH Br 
HBr | 
—— i ——> ai ain 
CH, CH, 
3-methylbutan-2-ol 2-bromo-2-methylbutane 


SOLUTION 
The alcohol is protonated by the strong acid. This protonated secondary alcohol loses water 
to form a secondary carbocation. 


Ht | | 
CH,—C—CH—CH, === ee ee — ey ee ae 
protonated alcohol secondary carbocation 


A hydride shift transforms the secondary carbocation into a more stable tertiary cation. Attack 
by bromide leads to the observed product. 


H H Br 


Fat + | 
CH; i CH—CH, > CH; i CH—CH, > CH; ii CH—CH, 
CH; CH; CH, 
secondary carbocation tertiary carbocation observed product 


Although rearrangements are usually seen as annoying side reactions, a clever 
chemist can use a rearrangement to accomplish a synthetic goal. Problem 11-15 
shows how an alcohol substitution with rearrangement might be used in a synthesis. 


PROBLEM 11-15 


Neopentyl alcohol, (CH3)3CCH,OH, reacts with concentrated HBr to give 2-bromo-2- 
methylbutane, a rearranged product. Propose a mechanism for the formation of this product. 


PROBLEM 11-16 


Explain the products observed in the following reaction of an alcohol with the Lucas reagent. 


H H H 


= aCH = aCH = aCH 
on 3 HCV/ZnCl, on 3 3 
es + 
SCH, SCH, cl 
H3 


H ] 


ou 
quae 
que 
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PROBLEM 11-17 


When cis-2-methylcyclohexanol reacts with the Lucas reagent, the major product is 1-chloro- 
1-methylcyclohexane. Propose a mechanism to explain the formation of this product. 


11-8 Reactions of Alcohols with Phosphorus Halides 


Several phosphorus halides are useful for converting alcohols to alkyl halides. 
Phosphorus tribromide, phosphorus trichloride, and phosphorus pentachloride work 
well and are commercially available. 
3R—OH + PCl, — > 3R—Cl + P(OH); 
3R—OH + PBr; —> 3R—Br + P(OH); 
R—OH + PCl — R—Cl + POC + HCl 


Phosphorus triiodide is not sufficiently stable to be stored, but it can be generated in 
situ (in the reaction mixture) by the reaction of phosphorus with iodine. 


op 4 2h 2 Pl; 
6R—OH + 2P + 31, — > 6R—I + 2P(OH); 


Phosphorus halides produce good yields of most primary and secondary alkyl halides, 
but none works well with tertiary alcohols. The two phosphorus halides used most often 
are PBr; and the phosphorus/iodine combination. Phosphorus tribromide is often the best 
reagent for converting a primary or secondary alcohol to the alkyl bromide, especially if 
the alcohol might rearrange in strong acid. A phosphorus and iodine combination is one 
of the best reagents for converting a primary or secondary alcohol to the alkyl iodide. For 
the synthesis of alkyl chlorides, thionyl chloride (discussed in the next section) generally 
gives better yields than PC], or PCl;, especially with tertiary alcohols. 

The following examples show the conversion of primary and secondary alcohols 
to bromides and iodides by treatment with PBr3 and P/1). 


CH, CH, 


| 
a ee + PBr, —> =e oe 


CH, CH, 
neopentyl alcohol neopenty! bromide 
(60%) 
CH,(CH,),,—CH,OH + PIL, —_ CH,(CH,),,—CH,I 
(85%) 
OH Br 
————-— 
(90%) 
PROBLEM 11-18 
Write balanced equations for the three preceding reactions. 


Mechanism of the Reaction with Phosphorus Trihalides The mechanism of the reac- 
tion of alcohols with phosphorus trihalides explains why rearrangements are uncom- 
mon and why phosphorus halides work poorly with tertiary alcohols. The mechanism 
is shown here using PBr; as the reagent; PCl, and PI; (generated from phosphorus and 
iodine) react in a similar manner. 
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MECHANISM 11-3 Reaction of Alcohols with PBr3 


Step 1: PBrg is a strong electrophile. An alcohol displaces bromide ion from PBr; to give an excellent leaving group. 


excellent leaving group 


Step 2: Bromide displaces the leaving group to give the alkyl bromide. 


leaving group 


EXAMPLE: Reaction of (R)-pentan-2-ol with PBr3. 
Step 1: Displacement of bromide and formation of a leaving group 


CH,CH)CH), Be: CH3CHCH) ‘Br: 
\ & # 
H3C wwe —7 
¢ | 
H H ‘Br: 


(R)-pentan-2-ol 


Step 2: Bromide displaces the leaving group to give (S)-2-bromopentane. 


eee ‘Br: CH,CH,CH; 


ro an (BE Conic, 


:Bri- H ‘Br: H 


(S)-2-bromopentane 


Rearrangements are uncommon because no carbocation is involved, so there is 
no opportunity for rearrangement. This mechanism also explains the poor yields with 
tertiary alcohols. The final step is an Sy2 displacement where bromide attacks the back 
side of the alkyl group. This attack is hindered if the alkyl group is tertiary. In the case 
of a tertiary alcohol, an ionization to a carbocation is needed. This ionization is slow, 
and it invites side reactions. 


11-9 Reactions of Alcohols with Thionyl Chloride 


Thionyl chloride (SOCI,) is often the best reagent for converting an alcohol to an alkyl 
chloride. The by-products (gaseous SO, and HCl) leave the reaction mixture and ensure 
there can be no reverse reaction. 


| 
R-On + G=s—ci “> R-G 4+ 50, + Ha 
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Under the proper conditions, thionyl! chloride reacts by the interesting mechanism 
summarized next. In the first step, the nonbonding electrons of the hydroxy oxygen 
atom attack the electrophilic sulfur atom of thionyl chloride. A chloride ion is expelled, 
and a proton is lost to give a chlorosulfite ester. In the next step, the chlorosulfite ester 
ionizes (when R = 2° or 3°), and the sulfur atom quickly delivers chloride to the car- 
bocation. When R is primary, chloride probably bonds to carbon at the same time that 
the C—O bond is breaking. 


| ee 
Cl oO: O: 
R—-Ox_>S=0! R—O FP a. R—0—s¢ R-O-s6 + HCI 
—O: = > $ —> —O—S: — > —O—S: 
ey eg? ey er ‘ie NG 
H Cl H cl H Cl Cl 
thionyl chloride ae Ccl- chlorosulfite ester 
C Ox *. ; Og +, (fast) ON “3 
R . go, nd Ri£—_S=0. = RV S=O. 
Cl Cl Cl 
chlorosulfite ester ion pair 


This mechanism resembles the Sy1, except that the nucleophile is delivered to the 
carbocation by the leaving group, usually giving retention of configuration as shown 
in the following example. (Under different conditions, retention of configuration might 
not be observed.) 


H OH H ad 
qs SOCI, qs 
Zz CN Cc 
O i 
CH,(CH,),CH, CH, CH,(CH,),CH, CH, 
(R)-octan-2-ol (R)-2-chlorooctane 


2 (84%) 
dioxane 
(solvent) 


Summary of the Best Reagents for Converting Alcohols to Alkyl Halides 


Class of Alcohol Chloride Bromide lodide 
primary SOC], PBr3 or HBr’ P/Iy 
secondary SOC], PBr3 P/I, 
tertiary HCl HBr HT" 


“Works only in selected cases. 


PROBLEM 11-19 


Suggest how you would convert trans-4-methylcyclohexanol to 
(a) trans-1-chloro-4-methylcyclohexane. 
(b) cis-1-chloro-4-methylcyclohexane. 


PROBLEM 11-20 


Two products are observed in the following reaction. 


PROBLEM-SOLVING HINT no on Dp a D 
Thionyl chloride reacts with alcohols soci 

by various mechanisms that depend ess a H 

on the substrate, the solvent, cl 

and the temperature. Be cautious 

in predicting the structure and (a) Suggest a mechanism to explain how these two products are formed. 

stereochemistry of a product unless (b) Your mechanism for part (a) should be different from the usual mechanism of the reaction of 


you know the actual mechanism. SOCI, with alcohols. Explain why the reaction follows a different mechanism in this case. 
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PROBLEM 11-21 


Give the structures of the products you would expect when each alcohol reacts with 
(1) HCl, ZnCl); (2) HBr; (3) PBr3; (4) P/I,; and (5) SOCl. 

(a) butan-1-ol (b) 2-methylbutan-2-ol 

(c) 2,2-dimethylbutan-1-ol (d) cis-3-methylcyclopentanol 


11-10 Dehydration Reactions of Alcohols 


11-10A Formation of Alkenes 


We studied the mechanism for dehydration of alcohols to alkenes in Section 7-18, 
together with other syntheses of alkenes. Dehydration requires an acidic catalyst to 
protonate the hydroxy group of the alcohol and convert it to a good leaving group. Loss 
of water, followed by loss of a proton, gives the alkene. An equilibrium is established 
between reactants and products. 


MECHANISM 11-4 (Review): Acid-Catalyzed Dehydration of an Alcohol 


Dehydration results from E1 elimination of the protonated alcohol. 


Step 1: Protonation converts the hydroxy group to a good leaving group. 


Step 2: Water leaves, forming a carbocation. 


H 


| 
O—H 
|S 
a 


i 


—c—C 
| 


Step 3: Loss of a proton gives the alkene. 


To drive this equilibrium to the right, we remove one or both of the products as 
they form, either by distilling the products out of the reaction mixture or by adding 
a dehydrating agent to remove water. In practice, we often use a combination of 
distillation and a dehydrating agent. The alcohol is mixed with a dehydrating acid, 
and the mixture is heated to boiling. The alkene boils at a lower temperature than the 
alcohol (because the alcohol is hydrogen-bonded), and the alkene distills out of the 
mixture. For example, 
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H 
H 
OH H,SO, 
a = + H,O 
H H 
cyclohexanol, bp 161 °C cyclohexene, bp 83 °C (80%) 


(distilled from the mixture) 


Alcohol dehydrations generally take place through the E1 mechanism. Protonation 
of the hydroxy group converts it to a good leaving group. Water leaves, forming a car- 
bocation. Loss of a proton gives the alkene. 


eg H H 
H H,SO 0 
06 = Oiww is su = Ci + HOt 
H 


Figure 11-2 shows the reaction-energy diagram for the E] dehydration of an alcohol. 
The first step is a mildly exothermic protonation, followed by an endothermic, rate- 
limiting ionization. A fast, strongly exothermic deprotonation gives the alkene. Because 
the rate-limiting step is formation of a carbocation, the ease of dehydration follows from 
the ease of formation of carbocations: 3° > 2° > 1°. As in other carbocation reactions, 
rearrangements are common. 


FIGURE 11-2 Reaction-energy 
diagram for dehydration of an alcohol. 


rate-limiting step: 
formation of the carbocation 


49 + 


energy ——»> 


—C—cC— | | 
| | —C—C— = = 
H OH | | 2 

H OH, H,0* 


HSO; 


reaction coordinate ——~> 


With primary alcohols, the reaction conditions must be severe. Rearrangement and 
isomerization of the products are so common that acid-catalyzed dehydration is rarely 
a good method for converting them to alkenes. The following mechanism shows how 
butan-1-ol undergoes dehydration with rearrangement to give a mixture of but-1-ene 
and but-2-ene. The more highly substituted product, but-2-ene, is the major product, in 
accordance with Zaitsev’s rule (Section 7-11). 
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Ionization of the protonated alcohol, with rearrangement 


H H H H|H|H H H H H 
(Pe a ea leo | I~ + | 
eo H,O leaves 
C—C—C—C—H > H—C—C—C—C_—H at > H—C—C—C—C—H 
| | | | @ | | l | H:~ migrates | | | | 
H—O: H H H H—O* H H H H H H H 
near Ht secondary carbocation 


Loss of either proton to give two products 


ao tit {ott 
+ 
ee —2 aa es ei a + ee ee | —H 
H, H| H, |H , H H | H, 
. .: loss of Ht loss of Ht 
Bo but-1-ene (minor, 30%) 


but-2-ene (major, 70%) 


a disubstituted alkene a monosubstituted alkene 


Let’s review the utility of dehydration and give guidelines for predicting the products: 


1. Dehydration usually goes by the El mechanism. Rearrangements may occur to 
form more stable carbocations. 

2. Dehydration works best with tertiary alcohols and almost as well with secondary 
alcohols. Rearrangements and poor yields are common with primary alcohols. 

3. (Zaitsev’s rule) If two or more alkenes might be formed by deprotonation of the 
carbocation, the most substituted alkene usually predominates. 


Solved Problem 11-3 shows how these rules are used to predict the products of 
dehydrations. The carbocations are drawn to show how rearrangements occur and how 
more than one product may result. 


SOLVED PROBLEM 11-3 PROBLEM-SOLVING HINT 
Predict the products of sulfuric acid-catalyzed dehydration of the following alcohols. Most alcohol dehydrations go by E1 
(a) 1-methylcyclohexanol mechanisms involving protonation 


(b) neopenty! alcohol of the OH group, followed by loss 


SOLUTION of water. 


(a) 1-Methylcyclohexanol reacts to form a tertiary carbocation. A proton may be abstracted 
from any one of three carbon atoms. The two secondary atoms are equivalent, and 
abstraction of a proton from one of them leads to the trisubstituted double bond of the 
major product. Abstraction of a methyl proton leads to the disubstituted double bond 
of the minor product. 


H 
H 
CH; CH, be 
: ; bee 
GH Or H,0 Ci H 
H 
H 


1-methylcyclohexanol protonated cation 


a 


cation loss of Ha loss of Hp 
major product minor product 
(trisubstituted) (disubstituted) 


(continued) 
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PROBLEM-SOLVING HINT 


Draw the carbocation, look for 
possible rearrangements, and 
then consider all the ways that 


the original carbocation and any 
rearranged carbocation might lose 
protons to give alkenes. Zaitsev's 
rule usually predicts the major 
product. 


Reactions of Alcohols 


SOLUTION 

(b) Neopentyl alcohol cannot simply ionize to form a primary cation. Rearrangement 
occurs as the leaving group leaves, giving a tertiary carbocation. Loss of a proton 
from the adjacent secondary carbon gives the trisubstituted double bond of the major 
product. Loss of a proton from the methyl group gives the disubstituted double bond 
of the minor product. 


CH, CH, CH; 
yt I~ a + | a 
CH3,— C— CH,OH —- CBs 6 — CHa OH, —= a i 3 OH, 
CH, CH, CH, 
neopenty] alcohol ionization with 3° cation 
(2,2-dimethylpropan-1-ol) rearrangement 
fe ihe _ mC CH, 4H CH,CH, 
oc os, ee" - eae 
oe : 7 % A \ 
Hy CH; H, H3C H H CH; 
loss of Hf loss of Hit 
\ ) major product minor product 
5 (trisubstituted) (disubstituted) 
H,O: 


PROBLEM 11-22 


Predict the products of the sulfuric acid-catalyzed dehydration of the following alcohols. 
When more than one product is expected, label the major and minor products. 

(a) 2-methylbutan-2-ol (b) pentan-1l-ol (c) pentan-2-ol 

(d) 1-isopropylcyclohexanol (e) 2-methylcyclohexanol 


PROBLEM 11-23 


Some alcohols undergo rearrangement or other unwanted side reactions when they dehydrate 
in acid. Alcohols may be dehydrated under mildly basic conditions using phosphorus oxy- 
chloride (POCI;) in pyridine. The alcohol reacts with phosphorus oxychloride much like it 
reacts with tosyl chloride (Section 11-5), displacing a chloride ion from phosphorus to give an 
alkyl dichlorophosphate ester. The dichlorophosphate group is an outstanding leaving group. 
Pyridine reacts as a base with the dichlorophosphate ester to give an E2 elimination. Propose 
a mechanism for the dehydration of cyclohexanol by POC], in pyridine. 


1 
S 
P 
ar | a i 
cl N 


phosphorus oxychloride pyridine 


11-10B Bimolecular Condensation to Form Ethers (Industrial) 


In some cases, a protonated primary alcohol may be attacked by another molecule of 
the alcohol and undergo an Sy2 displacement. The net reaction is a bimolecular dehy- 
dration to form an ether. For example, the attack by ethanol on a protonated molecule 
of ethanol gives diethyl] ether. 


CH, H CH, Et CH, 
ae NN Va Sy2 Se el f a : + 
CH,CH,—O: -C0% > CH,CH; 70, :0: —> CH,CH,—O—C, + EtOH, 
WY NG ye. Vi 
s . n + H,0 . + H,0 
nucleophilic electrophilic protonated ether diethy] ether 
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This bimolecular dehydration of alcohols is a type of condensation, a reaction that 
joins two (or more) molecules, often with the loss of a small molecule such as water. This 
method is used for the industrial synthesis of diethyl ether (CH;CH,— O — CH,CH;) 
and dimethyl ether (CH;— O— CH3). Under the acidic dehydration conditions, two 
reactions compete: Elimination (dehydration to give an alkene) competes with substitu- 
tion (condensation to give an ether). 


Elimination to give the alkene, a unimolecular dehydration 


H,SO,, 180 °C 
CH3CH,0OH ——————— CH>—= CH> + H,O 


ethanol ethylene 


Substitution to give the ether, a bimolecular condensation 


H,SO,, 140 °C 
2CH;CH,OH ——~——> CH,CH,—O—CH,CH; + H,0O 


ethanol diethyl ether 


PROBLEM 11-24 


Contrast the mechanisms of the two preceding reactions, the dehydration and condensation 
of ethanol. 


How can we control these two competing reactions? The ether synthesis (substitution) 
shows two molecules of alcohol giving two product molecules, one of diethy! ether and one 
of water. The elimination shows one molecule of alcohol giving two molecules, one of eth- 
ylene and one of water. The elimination results in an increase in the number of molecules 
and therefore an increase in the randomness (entropy) of the system. The elimination 
has a more positive change in entropy (AS) than the substitution, and the —TAS term 
in the Gibbs free energy becomes more favorable for the elimination as the temperature 
increases. Substitution (condensation to give the ether) is favored around 140 °C and 
below, and elimination is favored around 180 °C and above. Diethyl ether is produced 
industrially by heating ethanol with an acidic catalyst at around 140 °C. 


PROBLEM 11-25 


Explain why the acid-catalyzed condensation is a poor method for the synthesis of an 
unsymmetrical ether such as ethyl methyl! ether, CH; CH,— O — CH. 


PROBLEM-SOLVING STRATEGY Proposing Reaction Mechanisms 


In view of the large number of reactions we’ve covered, proposing mechanisms for reactions you 
have never seen may seem nearly impossible. As you gain experience in working mechanism 
problems, you will start to see similarities to known reactions. Let’s consider how an organic 
chemist systematically approaches a mechanism problem. (A more complete version of this 
method appears in Appendix 3A.) Although this stepwise approach cannot solve all mechanism 
problems, it should provide a starting point to begin building your experience and confidence. 


Determining the Type of Mechanism 


First, determine what kinds of conditions and catalysts are involved. In general, reactions may 

be classified as involving (a) strong electrophiles (including acid-catalyzed reactions), (b) strong 

nucleophiles (including base-catalyzed reactions), or (c) free radicals. These three types of 
mechanisms are quite distinct, and you should first try to determine which type is involved. 
(a) In the presence of a strong acid or a reactant that can dissociate to give a strong 
electrophile, the mechanism probably involves strong electrophiles as intermediates. 


(continued ) 


584 


CHAPTER 11 


Reactions of Alcohols 


Acid-catalyzed reactions and reactions involving carbocations (such as the Sy1, the 
El, and most alcohol dehydrations) fall into this category. 

(b) In the presence of a strong base or a strong nucleophile, the mechanism probably 
involves strong nucleophiles as intermediates. Base-catalyzed reactions and those 
depending on base strength (such as the Sy2 and the E2) generally fall into this 
category. 

(c) Free-radical reactions usually require a free-radical initiator such as chlorine, bro- 
mine, NBS, or a peroxide. In most free-radical reactions, there is no need for a 
strong acid or base. 

Once you have determined which type of mechanism you will write, use a systematic 
approach to the problem. At this point, we consider mostly the electrophilic reactions covered 
in recent chapters. Suggestions for drawing the mechanisms of reactions involving strong 
nucleophiles and free-radical reactions are collected in Appendix 3A. 


Reactions Involving Strong Electrophiles 


When a strong acid or electrophile is present, expect to see intermediates that are strong acids 
and strong electrophiles. Cationic intermediates are common. Bases and nucleophiles in such a 
reaction are generally weak, however. Avoid drawing carbanions, hydroxide ions, alkoxide ions, 
and other strong bases. They are unlikely to co-exist with strong acids and strong electrophiles. 

Functional groups are often converted to carbocations or other strong electrophiles by 
protonation or reaction with a strong electrophile. Then the carbocation or other strong elec- 
trophile reacts with a weak nucleophile such as an alkene or the solvent. 


1. Consider the carbon skeletons of the reactants and products, and decide which 
carbon atoms in the products are most likely derived from which carbon atoms in 
the reactants. 


2. Consider whether any of the reactants is a strong enough electrophile to react 
without being activated. If not, consider how one of the reactants might be con- 
verted to a strong electrophile by protonation of a basic site, or complexation 
with a Lewis acid or ionization. 

Protonation of an alcohol, for example, converts it to a strong electrophile, which can 
undergo attack or lose water to give a carbocation, an even stronger electrophile. Pro- 
tonation of an alkene converts it to a carbocation. 


3. Consider how a nucleophilic site on another reactant (or, in a cyclization in an- 

other part of the same molecule) can attack the strong electrophile to form a bond 
needed in the product. Draw the product of this bond formation. 
If the intermediate is a carbocation, consider whether it is likely to rearrange to form 
a bond in the product. If there isn’t any possible nucleophilic attack that leads in the 
direction of the product, consider other ways of converting one of the reactants to a 
strong electrophile. 


4. Consider how the product of a nucleophilic attack might be converted to the final 
product (if it has the right carbon skeleton) or reactivated to form another bond 
needed in the product. 

To move a proton from one atom to another under acidic conditions (as in an isom- 
erization), try adding a proton to the new position and then removing it from the old 
position. 


5. Draw out all the steps of the mechanism using curved arrows to show the move- 
ment of electrons. 
Be careful to show only one step at a time. 


Common Mistakes to Avoid in Drawing Mechanisms 


1. Do not use condensed or line—angle formulas for reaction sites. Draw all the bonds and 
all the substituents of each carbon atom affected throughout the mechanism. In reactions 
involving strong electrophiles and acidic conditions, three-bonded carbon atoms are 
likely to be carbocations. If you draw condensed formulas or line—angle formulas, you 
will likely misplace a hydrogen atom and show a reactive species on the wrong carbon. 


11-10 Dehydration Reactions of Alcohols 


2. Do not show more than one step occurring at once. Do not show two or three bonds 
changing position in one step unless the changes really are concerted (take place 
simultaneously). For example, protonation of an alcohol and loss of water to give a 
carbocation are two steps. You must not show the hydroxy group “jumping” off the 
alcohol to join up with an anxiously waiting proton. 

3. Remember that curved arrows show movement of electrons, always from the nucleo- 
phile (electron donor) to the electrophile (electron acceptor). For example, proton- 
ation of a double bond must show the arrow going from the electrons of the double 
bond to the proton—never from the proton to the double bond. Resist the urge to use 
an arrow to “point out” where the proton (or other reagent) goes. 


Sample Problem 


To illustrate the stepwise method for reactions involving strong electrophiles, we will develop 
a mechanism to account for the following cyclization: 


H,SO, 
heat 


OH 


The cyclized product is a minor product in this reaction. Note that a mechanism problem is 
different from a synthesis problem: In a mechanism problem, we are limited to the reagents 
given and are asked to explain how these reactants form these products under the conditions 
shown. Also, a mechanism problem may deal with how an unusual or unexpected minor 
product is formed. 

In the presence of sulfuric acid, this is clearly an acid-catalyzed mechanism. We expect 
strong electrophiles, cationic intermediates (possibly carbocations), and strong acids. 
Carbanions, hydroxide ions, alkoxide ions, and other strong bases and strong nucleophiles 
are unlikely. 


1. Consider the carbon skeletons of the reactants and products, and decide which car- 

bon atoms in the products are most likely derived from which carbon atoms in the 
reactants. 
Drawing the starting material and the product with all the substituents of the affected 
carbon atoms, we see the major changes shown here. A vinyl hydrogen must be lost, 
a —=C—C bond must be formed, a methyl group must move over one carbon atom, 
and the hydroxy group must be lost. 


H | H c 3 
co nel H,SO, c "eG 
I OH heart I H + H—OH 
C cee Cc 


2. Consider whether any of the reactants is a strong enough electrophile to react 

without being activated. If not, consider how one of the reactants might be con- 
verted to a strong electrophile by protonation of a basic site, or complexation 
with a Lewis acid, or ionization. 
The starting material is not a strong electrophile, so it must be activated. Sulfuric 
acid could generate a strong electrophile either by protonating the double bond or by 
protonating the hydroxy group. Protonating the double bond would form the tertiary 
carbocation, activating the wrong end of the double bond. Also, there is no good nu- 
cleophilic site on the side chain to attack this carbocation to form the correct ring. 
Protonating the double bond is a dead end. 


(continued ) 
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Ht CH y's CH, CH, 
' —CH;, Hl ‘ —CH; 
H H H H 
(oa C a Cc C <4 does not lead 
I OH = | OH 
Cc ct toward product 


The other basic site is the hydroxy group. An alcohol can protonate on the hydroxy group and lose 
water to form a carbocation. 


CH CH 
CH3, | 2 CH3 ro CH3, / 3 
ou C—CH3 i 
H H 
a: ee = = co CH 4 m0 


3. Consider how a nucleophilic site on another reactant (or, in a cyclization, in another part of 

the same molecule) can attack the strong electrophile to form a bond needed in the product. 
Draw the product of this bond formation. 
The carbocation can be attacked by the electrons in the double bond to form a ring, but the positive 
charge is on the wrong carbon atom to give a six-membered ring. A favorable rearrangement of the 
secondary carbocation to a tertiary one shifts the positive charge to the correct carbon atom and 
accomplishes the methy] shift we identified in step 1. Attack by the (weakly) nucleophilic electrons 
in the double bond gives the correct six-membered ring. 


CH CH CH CH CH CH 

oe NO / “7 
C~CH; + HC 

aN, _-H\__CH; Ly CH 

Cc” C—H cn, mee od Cc ee 

lI ——-- ll H = | H 

secondary 

Dig ae 


4. Consider how the product of nucleophilic attack might be converted to the final product (if it 
has the right carbon skeleton) or reactivated to form another bond needed in the product. 
Loss of a proton (to HSO, or H,O, but not to OH, which is not compatible with acid) gives the 
observed product. 


H,0:— *__ CH; 
H \ /2CH, CH, CH, 


LCN Ch C CH, 
| a = I H + H,0+ 
cx J 7 ¢ ; 


5. Draw out all the steps of the mechanism using curved arrows to show the movement of 
electrons. 
Combining the equations written immediately above gives the complete mechanism for this 
reaction. 
The following problems require proposing mechanisms for reactions involving strong 
electrophiles. Work each one by completing the five steps just described. 
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PROBLEM 11-26 


Propose a mechanism for each reaction. 


OH H,SO,, heat (b) oe Ht @ 
( a — + (CH,OH 
H,O : 


HO 
(d) ee eee OCH,CH; 
CH;,CH,OH OH 
3 


O (a minor product) 


a) 


# 
PROBLEM 11-27 


When the following substituted cycloheptanol undergoes dehydration, one of the minor products has undergone a ring contraction. 
Propose a mechanism to show how this ring contraction occurs. 


CH) 
H3C CH3 CH; 
CH HC 
OH H,SO,4 
——#— 
HO, heat 
(minor) 


11-11 Unique Reactions of Diols 


Diols sometimes undergo reactions that depend on the presence of two adjacent — OH 
groups. These reactions include the pinacol rearrangement and cleavage by periodic acid. 


11-11A The Pinacol Rearrangement 


Using our knowledge of alcohol reactions, we can explain results that seem strange at 
first glance. The following dehydration is an example of the pinacol rearrangement: 


H,C CH; CH, 
| H,SO, 
HO OH O CH, 
pinacol pinacolone 
(2,3-dimethylbutane-2,3-diol) (3,3-dimethylbutan-2-one) 


The pinacol rearrangement is formally a dehydration. The reaction is acid-catalyzed, 
and the first step is protonation of one of the hydroxy oxygens. Loss of water gives 
a tertiary carbocation, as expected for any tertiary alcohol. Migration of a methyl 
group places the positive charge on the carbon atom bearing the second —_OH group, 
where oxygen’s nonbonding electrons help to stabilize the positive charge through 
resonance. This extra stability is the driving force for the rearrangement, which converts 
a relatively stable 3° carbocation into an even better resonance-stabilized carbocation. 
Deprotonation of the resonance-stabilized cation gives the product, pinacolone. 
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MECHANISM 11-5 The Pinacol Rearrangement 


Step 1: Protonation of a hydroxy group. Step 2: Loss of water gives a carbocation. 


Hs CH, H.C CH, H,C 
ree + Ht H,C—C—C—CH, 
HO: :OH HO: *OH, 


Step 3: Methyl migration forms a resonance-stabilized carbocation. 


i T 
: 
H,C—C—C—CH, H,C—C—C—CH, 


Is | 
H—O:’ CH, H—O* CH, 


~ CH, 
(methyl migration) 
a 


resonance-stabilized carbocation 
Step 4: Deprotonation gives the product. 


ile ifs il 

7 

a a H,C—C—C—CH, Se + H,Ot 
30: CH; _ GO CH, .O. CH, 

H H,O:~+H 


resonance-stabilized carbocation 


pinacolone 


Pinacol-like rearrangements are common in acid-catalyzed reactions of diols. 
One of the hydroxy groups protonates and leaves as water, forming a carbocation. 
Rearrangement gives a resonance-stabilized cation with the remaining hydroxy group 
helping to stabilize the positive charge. Problem 11-28 shows some additional examples 
of pinacol rearrangements. 


PROBLEM-SOLVING HINT PROBLEM 11-28 


If a ring changes size during a Propose a mechanism for each reaction. 
reaction, a rearrangement has 
occurred; specifically, a ring atom 
has migrated. In most cases, —_—_ 

migration occurs to form a more H3C CH; 

stable intermediate, or it may HO OH O 
release ring strain in three- and 


four-membered rings. (b) OH 7 
H,SO, 


Ph Ph Ph 
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7 
PROBLEM 11-29 | PROBLEM-SOLVING HINT 
The following reaction involves a starting material with a double bond and a hydroxy By analogy with the pinacol 
group, yet its mechanism resembles a pinacol rearrangement. Propose a mechanism, rearrangement, watch for 
and point out the part of your mechanism that resembles a pinacol rearrangement. carbocation rearrangements that 
O move the + charge to a carbinol 
OH carbon atom. Rearrangements 
H,SO, 
Bx pac ents often move a + charge to any 
CH=CH), carbon atom that is bonded to an 
CH3 oxygen or nitrogen atom having 


lone pairs that help to stabilize the 
positive charge. 


11-11B Periodic Acid Cleavage of Glycols 


1,2-Diols (glycols), such as those formed by dihydroxylation of alkenes, are cleaved 
by periodic acid (HIO,). The products are the same ketones and aldehydes that would 
be formed by ozonolysis—reduction of the alkene. Periodic acid cleavage of 1,2-diols is 
commonly used to determine the structures of unknown sugars, because it only cleaves 
a bond between two carbon atoms if there is a free — OH group on each carbon. 


OsO | | HIO 
Sea A 4 yas pe 4 Si. a 
oa OG io, C 5 =—? ~C=0 + O=CL 
OH OH 
alkene glycol ketones and aldehydes 


Periodic acid cleavage of a glycol probably involves a cyclic periodate intermediate 
like that shown here. 


0504 HIO, | 7 
— + HIO, 
10, 30 H CH, rove) 
H CH; ma 


alkene ee \ ie - OH keto-aldehyde 
Y N 
Oo oO 


cyclic periodate intermediate 


( 4 
PROBLEM 11-30 PROBLEM-SOLVING HINT 
Predict the products formed by periodic acid cleavage of the following diols. Periodic acid cleaves a 1,2-diol, 
(a) CH;CH(OH)CH(OH)CH; (b) CH,OH breaking the carbon-carbon bond 

and oxidizing the two — OH 
OH groups to carbonyl groups. 
OH 
| 
(c) eG oe OMeHor (d) a 
CH, OH 
° H 


11-12 Esterification of Alcohols 


To an organic chemist, the term ester normally means an ester of a carboxylic acid, 
unless some other kind of ester is specified. Replacing the —-OH group of a carbox- 
ylic acid with the —OR group of an alcohol gives a carboxylic ester. The following 
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condensation, called the Fischer esterification, shows the relationship between the 
alcohol and the acid on the left and the ester and water on the right. 


O O 


| Ht 
R—O-+H| + |H—O+C—R’ == R—O—C—R’ + | H—O—H 


alcohol acid ester 


For example, if we mix isopropyl alcohol with acetic acid and add a drop of sulfuric 
acid as a catalyst, the following equilibrium results. 


CH, O CH, O 
| | H,SO, | | 
iO, + |H—O+C—CH, === Pattee, + | H—O—H 
CH, CH; 
acetic acid isopropyl acetate water 


isopropyl alcohol 


Application: Drugs Because the Fischer esterification is an equilibrium (often with an unfavorable equilib- 


The alcohol groups of unpleasanttasting 
drugs are often converted to esters to 
mask the taste. In most cases, the ester 
has a less unpleasant taste than the free 
alcohol. 


rium constant), clever techniques are often required to achieve good yields of esters. 
For example, we can use a large excess of the alcohol or the acid. Adding a dehydrat- 
ing agent removes water (one of the products), driving the reaction to the right. There 
is a more powerful way to form an ester, however, without having to deal with an 
unfavorable equilibrium. An alcohol reacts with an acid chloride in an exothermic 
reaction to give an ester. Pyridine is often added to these reactions to neutralize the HCI 
by-product, and it may function as a catalyst as well. 


o 
Ru 
O N O 
! pyridine | oO 
R—O--o. | | Ch-c—R’ > R—O—C—-R’ + [J (cr 


alcohol acid chloride ester | 


The mechanisms of these reactions that form acid derivatives are covered with 
similar mechanisms in Chapter 21. 


PROBLEM-SOLVING HINT PROBLEM 11-31 
An ester is a composite of an acid Show the alcohol and the acid chloride that combine to make the following esters. 
plus an alcohol, with loss of water. O O 
(a) CH,CH,CH,C—OCH,CH,CH, (b) CH,(CH,),—O— C—CH,CH, 
n-propyl butyrate n-butyl propionate 
rf O 
| 
(©) nc{)-0-e—cneny, (a) [>—o—c 
p-tolylisobutyrate cyclopropyl benzoate 


11-13 Esters of Inorganic Acids 


In addition to forming esters with carboxylic acids, alcohols form inorganic esters 
with inorganic acids such as nitric acid, sulfuric acid, and phosphoric acid. In each 
type of ester, the alkoxy (—OR) group of the alcohol replaces a hydroxy group of 
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the acid, with loss of water. We have already studied tosylate esters, composed of 
para-toluenesulfonic acid and alcohols (but made using tosyl chloride, Section 11-5). 
Tosylate esters are analogous to sulfate esters (Section 11-13A), which are composed 
of sulfuric acid and alcohols. 


1 1 

R—O--H | + worsen, = r-o-3-{ cn, + | HO 
O O 

alcohol para-toluenesulfonic acid para-toluenesulfonate ester 
(TsOH) (ROTs) 


Made using tosyl chloride 


i i 
R—O-F-H.|) + | -Cla=s CH =[=a«SC RR OOS CH; + | HCl 
| 3 pyridine | 3 


O O 
alcohol para-toluenesulfony] chloride tosylate ester 
(TsCl) (ROTs) 


11-13A Sulfate Esters 


A sulfate ester is like a sulfonate ester, except there is no alkyl group directly bonded 
to the sulfur atom. In an alkyl sulfate ester, alkoxy groups are bonded to sulfur through 
oxygen atoms. Using methanol as the alcohol, 


| cH,o—fil] CH,OH l 
ace ca ——r CH,—O—S—OH ad CH,—O—s—O— CH. 
O O + H,O O + H,O 
sulfuric acid methyl sulfate dimethyl sulfate 


Sulfate ions are excellent leaving groups. Like sulfonate esters, sulfate esters are 
good electrophiles. Nucleophiles react with sulfate esters to give alkylated products. 
For example, the reaction of dimethyl] sulfate with ammonia gives a sulfate salt of 
methylamine, CH;NH3 CH,OSO3. 


0 ; 3 
SNf CH,;7~-O—S—O—CH, —> H—N*-CH, ~:O—S—O—CH, —— 
: ce ) a a 

1, H 0. 


he Noe The body converts the hydroxy groups of 
ammonia dimethyl] sulfate methylammonium ion methylsulfate ion some drugs to their sulfate derivatives to 


produce water-soluble compounds that 
are readily excreted. The reaction is not 
as common as it might be because of 
PROBLEM 11-32 limited availability of inorganic sulfate in 


Use resonance forms of the conjugate bases to explain why methanesulfonic acid (CH3SO3H, the body. 
pK, = —2.6) is a much stronger acid than acetic acid (CH3;COOH, pK, = 4.8). 
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11-13B Nitrate Esters 
Nitrate esters are formed from alcohols and nitric acid. 


O O 


Z Z 
R—O--H | + | H—O--N+ — R—O—N:# + | H—O—H 
Sas Np 
O O 
alcohol nitric acid alkyl nitrate ester 


The best-known nitrate ester is “nitroglycerin,” whose systematic name is glyceryl 
trinitrate. Glycery] trinitrate results from the reaction of glycerol (1,2,3-propanetriol) 
with three molecules of nitric acid. 


CH,—O-+-H CH,—O—NO, 


CH—O-++H| + 3|HO--NO, —» CH—O—NO, + 3/H,O 


CH,—O-+H CH,—O—NO, 
glycerol nitric acid glyceryl trinitrate 
(glycerin) (nitroglycerin) 


First made in 1847, nitroglycerin was found to be a much more powerful explo- 
Illustration of Alfred Nobel around sive than black powder, which is a physical mixture of potassium nitrate, sulfur, and 
1860, operating the apparatus he used _—- Charcoal. In black powder, potassium nitrate is the oxidizer, and sulfur and charcoal 
to make nitroglycerin. The temperature — provide the fuel to be oxidized. The rate of a black powder explosion is limited by how 
must be monitored and controlled fast oxygen from the grains of heated potassium nitrate can diffuse to the grains of 
carefully during this process; therefore, sulfur and charcoal. A black powder explosion does its work by the rapid increase in 
the operator's stool has only one leg to pressure resulting from the reaction. The explosion must be confined, as in a cannon 
ensure that he stays awake. or a firecracker, to be effective. 
In nitroglycerin, the nitro groups are the oxidizer and the CH and CH) groups 
Application: Drugs are the fuel to be oxidized. This intimate association of fuel and oxidizer allows 
ae the explosion to proceed at a much faster rate, forming a shock wave that propa- 
Nitroglycerin is used to relieve angina, a ; pobas ; ; 
ane ane: . gates through the explosive and initiates the reaction. The explosive shock wave 
condition in which the heart is not receiv- : : 
; nas can shatter rock or other substances without the need for confinement. Because 
ing enough oxygen. Angina is character- : : ; : ; . 
; ne of its unprecedented explosive power, nitroglycerin was called a high explosive. 
ized by severe pain in the chest, often : : : , ie : a 
hinesedbystesdraeses. Wales Many other high explosives have been developed, including picric acid, TNT (trini- 
viih angina ct theiebel avnainite slant trotoluene), PETN (pentaerythritol tetranitrate), and RDX (research department 
; explosive). Nitroglycerin and PETN are nitrate esters. Picric acid and TNT are 
discovered this effect. They noticed that j ee 
; ; nitrobenzene derivatives, not esters. 
their symptoms improved when they : eA P ; 
Pure nitroglycerin is hazardous to make, use, and transport. Alfred Nobel’s family 
went to work. In the mitochondria, ; : ; : z 
, a a were experts at making and using nitroglycerin, yet his brother and several workers 
nitroglycerin is metabolized to NO (nitric : . ; ‘ : : 
were killed by an explosion. In 1866, Nobel found that nitroglycerin soaks into diato- 
oxide), which regulates and controls ‘ : £ : 
inary metabolic processes maceous earth to give a pasty mixture that can be molded into sticks that do not detonate 
so easily. He called the sticks dynamite and founded the firm Dynamit Nobel, which is 
still one of the world’s leading ammunition and explosives manufacturers. The Nobel 
prizes are funded from an endowment that originated with Nobel’s profits from the 
dynamite business. 


OH CH, 02 
ON NO,  05N NO, CHRONO? N 
A NAO™ 
CH,ONO, O,N NO) 
NO, NO, 


picric acid TNT PETN RDX 


11-13C Phosphate Esters 


Alkyl phosphates are composed of | mole of phosphoric acid combined with 1, 2, or 
3 moles of an alcohol. For example, methanol forms three phosphate esters. 


| 
ee a 


OH 


OH + | H,O 


phosphoric acid monomethy] phosphate 


CH,OH | CH,OH 
——- 


| 
CH,—O—P—O—CH, 


+ H,O O—CH, 
trimethyl phosphate 


+ H,O O—CH, 
dimethyl phosphate 


Phosphate esters play a central role in biochemistry. Figure 11-3 shows how phosphate 
ester linkages compose the backbone of the nucleic acids RNA (ribonucleic acid) and 
DNA (deoxyribonucleic acid). These nucleic acids, which carry the genetic information 
in the cell, are discussed in Chapter 23. 
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Application: Biochemistry 


By controlling the formation of phos- 
phate esters on key proteins, the body is 
able to regulate many cellular processes. 
Any disruption of these phosphorylation 
processes can result in numerous health 
problems, including cancer, diabetes, and 
obesity. 


—O—CH, 9__ base 


phosphate 
ester 
linkage 


FIGURE 11-3 Phosphate ester 
groups bond the individual nucleotides 
together in DNA. The “base” on each 
of the nucleotides corresponds to one 
of the four heterocyclic bases of DNA 
(see Section 23-15). 


11-14 Reactions of Alkoxides 


In Section 10-6B, we learned to remove the hydroxy proton from an alcohol by reduc- 
tion with an “active” metal such as sodium or potassium. This reaction generates a 
sodium or potassium salt of an alkoxide ion and hydrogen gas. 


—> R—O> Nat + | 


R—O—H + Na 


—> R—O: Kt + 4H,} 


R—O—H + K 
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The reactivity of alcohols toward sodium and potassium decreases in the order: 
methyl > 1° > 2° > 3°. Sodium reacts quickly with primary alcohols and some sec- 
ondary alcohols. Potassium is more reactive than sodium and is commonly used with 
tertiary alcohols and some secondary alcohols. 

Some alcohols react sluggishly with both sodium and potassium. In these cases, 
a useful alternative is sodium hydride, usually in tetrahydrofuran solution. Sodium 
hydride reacts quickly to form the alkoxide, even with difficult compounds. 


R—Q—H + NaH THF R—O: Nat + Ht 
alcohol sodium hydride sodium alkoxide hydrogen 


pK, = 16 pK, = 36 


The alkoxide ion is a strong nucleophile as well as a powerful base. Unlike 
the alcohol itself, the alkoxide ion reacts with primary alkyl halides and tosylates 
to form ethers. This general reaction, called the Williamson ether synthesis, is an 
Sy2 displacement. The alkyl! halide (or tosylate) must be primary so that a back-side 
attack is not hindered. When the alkyl! halide is not primary, elimination usually 
results. 


Sodium metal reacts vigorously with 
simple primary alcohols such as 
ethanol. 


This is the most important method for making ethers. 


Step 1: Form the alkoxide of the alcohol having the more hindered group. 


R—O—H + Na(or NaH or K) —~> R—O>- Nat + 


alkoxide ion 


Step 2: The alkoxide displaces the leaving group of a good Sy? substrate. 


R—O7Na_ RCH, CX 


alkoxide ion primary halide or tosylate 


EXAMPLE: Synthesis of cyclopentyl ethyl ether. 


Step 1: Form the alkoxide of the alcohol with the more hindered group. 


OH O- Nat 
+ NaH —> + H,f 


Step 2: The alkoxide displaces the leaving group of a good Sy? substrate. 


O-Nat = O— cH — CH; 
H3,C—CH,——Br > + Nat Bro 


QUESTION: Why is the cyclopentyl group chosen for the alkoxide and the ethyl group chosen for the halide? 
Why not use cyclopentyl bromide and sodium ethoxide to make cyclopentyl ethyl ether? 


11-14 Reactions of Alkoxides 595 
In the Williamson ether synthesis, the alky] halide (or tosylate) must be a good Sy2 

substrate (usually primary). In proposing a Williamson synthesis, we usually choose 

the less hindered alkyl! group to be the halide (or tosylate) and the more hindered group 


to be the alkoxide ion. 


Z 
PROBLEM 11-33 
A good Williamson synthesis of ethyl methyl ether would be 


CHI 
methyl iodide 


—? CH;CH,— O— CH; + Nal 


ethyl methyl ether 


CH3;CH,— O- Na* + 
sodium ethoxide 


What is wrong with the following proposed synthesis of ethyl methyl] ether? First, ethanol is 
treated with acid to protonate the hydroxy group (making it a good leaving group), and then 
sodium methoxide is added to displace water. 


+ Nat ~ OCH, 


(incorrect synthesis of ethyl methyl] ether) 


3 
PROBLEM 11-34 


(a) Show how ethanol and cyclohexanol may be used to synthesize cyclohexyl! ethy! ether 
(tosylation followed by the Williamson ether synthesis). 

(b) Why can’t we synthesize this product simply by mixing the two alcohols, adding some 
sulfuric acid, and heating? 


Xe 


PROBLEM 11-35 


A student wanted to use the Williamson ether synthesis to make (R)-2-ethoxybutane. 
He remembered that the Williamson synthesis involves an Sy2 displacement, which takes 
place with inversion of configuration. He ordered a bottle of (S)-butan-2-ol for his chiral start- 
ing material. He also remembered that the Sy2 goes best on primary halides and tosylates, so 
he made ethyl] tosylate and sodium (S$)-but-2-oxide. After warming these reagents together, 
he obtained an excellent yield of 2-ethoxybutane. 


(a) What enantiomer of 2-ethoxybutane did he obtain? Explain how this enantiomer results 
from the Sy2 reaction of ethyl tosylate with sodium (S)-but-2-oxide. 

(b) What would have been the best synthesis of (R)-2-ethoxybutane? 

(c) How can this student convert the rest of his bottle of ($)-butan-2-ol to 
(R)-2-ethoxybutane? 


{ PROBLEM 11-36 


Phenols (pK, ~ 10) are more acidic than other alcohols, so they are easily deprotonated by 
sodium hydroxide or potassium hydroxide. The anions of phenols (phenoxide ions) can be 
used in the Williamson ether synthesis, especially with very reactive alkylating reagents such as 
dimethyl sulfate. Using phenol, dimethyl] sulfate, and other necessary reagents, show how you 
[ would synthesize methyl] pheny] ether. 


PROBLEM-SOLVING HINT 


When using the Williamson ether 
synthesis to make R—O—R’, 
choose the less hindered alkyl 
group to serve as the alkyl halide 
(R'—X), because it will make a 


better S\2 substrate. Choose the 
more hindered alkyl group to form 
the alkoxide (R—O._), because it is 
less sensitive to steric hindrance in 
the reaction. 

R—O +R'—X —, R—-O— 


R’ 
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PROBLEM-SOLVING STRATEGY Multistep Synthesis 


Chemists use organic syntheses both to make larger amounts of useful natural compounds and to invent totally new compounds 
in search of improved properties and biological effects. Solving synthesis problems also serves as one of the best methods for 
developing a firm command of organic chemistry. Planning a practical multistep synthesis requires a working knowledge of 
the applications and the limitations of a variety of organic reactions. We will often use synthesis problems for reviewing and 
reinforcing the reactions we have covered. 

We use a systematic approach to solving multistep synthesis problems, working backward, in the “retrosynthetic” direc- 
tion. We begin by studying the target molecule and considering what final reactions might be used to create it from simpler 
intermediate compounds. Most syntheses require comparison of two or more pathways and the intermediates involved. 
Eventually, this retrosynthetic analysis should lead back to starting materials that are readily available or meet the require- 
ments defined in the problem. 

We can now extend our systematic analysis to problems involving alcohols and Grignard reactions. As examples, we consider the 
syntheses of an acyclic diol and a disubstituted cyclohexane, concentrating on the crucial steps that assemble the carbon skeletons 
and generate the final functional groups. 


Sample Problem 


Our first problem is to synthesize 3-ethylpentane-2,3-diol from compounds containing no more than three carbon atoms. 


CH; ‘a CH,—CH, 
OH OH 


3-ethylpentane-2,3-diol 


1. Review the functional groups and carbon skeleton of the target compound. 
The compound is a vicinal diol (glycol) containing seven carbon atoms. Glycols are commonly made by dihydroxylation of al- 
kenes, and this glycol would be made by dihydroxylation of 3-ethylpent-2-ene, which effectively becomes the target compound. 


CH,—CH; KMnO, CH;—CH, 
I cold, dilute 
CH;}CH=C+-CH,—CH; [op rethods ears a 


3-ethylpent-2-ene OH || OH 


3-ethylpentane-2,3-diol 


2. Review the functional groups and carbon skeletons of the starting materials (if specified), and see how their skeletons 
might fit together into the target compound. 
The limitation is that the starting materials must contain no more than three carbon atoms. To form a 7-carbon product requires at 
least three fragments, probably a 3-carbon fragment and two 2-carbon fragments. A functional group that can be converted to an 
alkene will be needed on either C2 or C3 of the chain, because 3-ethylpent-2-ene has a double bond between C2 and C3. We can 
circle some likely 2-carbon and 3-carbon fragments as a possible way to construct the molecule. 


3. Compare methods for assembling the carbon skeleton of the target compound. Which ones provide a key interme- 

diate with the correct carbon skeleton and functional groups correctly positioned for conversion to the functional- 
ity in the target molecule? 
At this point, the Grignard reaction is our most powerful method for assembling a carbon skeleton, and Grignards can be used to 
make primary, secondary, and tertiary alcohols (Section 10-9). The secondary alcohol 3-ethylpentan-2-ol has its functional group 
on C2, and the tertiary alcohol 3-ethylpentan-3-ol has it on C3. Either of these alcohols can be synthesized by an appropriate Gri- 
gnard reaction, but 3-ethylpentan-2-ol may dehydrate to give a mixture of products. Because of its symmetry, 3-ethylpentan-3-ol 
dehydrates to give only the desired alkene, 3-ethylpent-2-ene. It also dehydrates more easily because it is a tertiary alcohol. 
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CH,— CH; CH)— CH; ae 
H,SO. I 
CH;—CH —CH—CH,—CH, = 2 cHj+CcH=C+CH,—CH,; + CH)>=CH—CH—CH,—CH; 
OH (major) 
3-ethylpent-2-ene 


(minor) 
3-ethylpent-1-ene 


3-ethylpentan-2-ol 


Preferred synthesis: 


oo CH)— CH3 
CH; CH, Cc CH, CH; > CH; LcH=c-+ CH,— CH; 
OH (only product) 


3-ethylpent-2-ene 
3-ethylpentan-3-ol 


4. Working backward through as many steps as necessary, compare methods for synthesizing the reactants needed for 
assembly of the key intermediate. (This process may require writing several possible reaction sequences and evaluat- 
ing them, keeping in mind the specified starting materials.) 


The key intermediate, 3-ethylpentan-3-ol, is simply methanol substituted by three ethyl groups. The last step in its synthesis must 
add an ethyl group. Addition of ethyl magnesium bromide to pentan-3-one gives 3-ethylpentan-3-ol. 


CH,— CH; 
(1) CH;CH)»—MgBr | 
CH;— CH, —C— CH, — CH; Ff > CH;— CH,—C— CH,— CH 
O OH 
pentan-3-one 3-ethylpentan-3-ol 


The synthesis of pentan-3-one from a three-carbon fragment and a two-carbon fragment requires several steps (see 
Problem 11-37). Perhaps there is a better alternative, considering that the key intermediate has three ethyl groups on a 
carbinol carbon atom. Two similar alkyl groups can be added in one Grignard reaction with an acid chloride or an ester 
(Section 10-9D). Addition of 2 moles of ethyl magnesium bromide to a three-carbon acid chloride gives 3-ethylpentan-3-ol. 


O CH, _—_ CH; 
- P I! ee (1) 2 CH;CH»—MgBr , a de P 
H3— H,— — > H3— H,— — H,— H, 
(2) H30° | 
OH 
propionyl chloride 3-ethylpentan-3-ol 


5. Summarize the complete synthesis in the forward direction, including all steps and all reagents, and check it for er- 
rors and omissions. 


O CH,—CH, 
(1) 2 CH,CH,—MgBr |” ; H,SO, 
(2) H,0* > CH, —CH, ¢ CH,—CH, > 
OH 
3-ethylpentan-3-ol 


| 
CH;— CH,—C 
propiony] chloride 


CH,—CH, KMnO, CH,—CH, 


1d, dil 
cH,—cH=c—cH—cH, 22S"), cy—cH—c—cH.—cH, 


| 
OH OH 


3-ethylpent-2-ene 3-ethylpentane-2,3-diol 


(continued) 
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PROBLEM 11-37 


To practice working through the early parts of a multistep synthesis, devise syntheses of 
(a) pentan-3-one from alcohols containing no more than three carbon atoms. 
(b) 3-ethylpentan-2-one from compounds containing no more than three carbon atoms. 


Sample Problem 


As another example of the systematic approach to multistep synthesis, let’s consider the synthesis of l-bromo-2-methylcyclohexane 
from cyclohexanol. 


1. Review the functional groups and carbon skeleton of the target compound. 


The skeleton has seven carbon atoms: a cyclohexyl ring with a methy] group. It is an alkyl bromide, with the bromine atom 
on a ring carbon that is one atom away from the one bearing the methyl group. 


. Review the functional groups and carbon skeletons of the starting materials (if specified), and see how their skeletons 


might fit together into the target compound. 

The starting compound has only six carbon atoms. So the methyl group must be added, presumably at the functional group. 
There are no restrictions on the methylating reagent, but it must provide a product with a functional group that can be con- 
verted to an adjacent halide. 


. Compare methods for assembling the carbon skeleton of the target compound to determine which methods provide a 


key intermediate with the correct carbon skeleton and functional groups at the correct positions for being converted 
to the functionality in the target molecule. 

Once again, the best choice is a Grignard reaction, but there are two possible reactions that give the methylcyclohexane 
skeleton. A cyclohexyl Grignard reagent can add to formaldehyde, or a methyl Grignard reagent can add to cyclohexanone. 
(There are other possibilities, but none that are more direct.) 


MgBr fr CH.,OH 
H \ (1) ether H 
+F C=O 2) H.O* ? 
ja (2) H, 2) <— to be functionalized 
alcohol A 
ZO 
(1) ether }OH 
CH,MgBr + Ae 


(2) H,07 <— to be functionalized 


alcohol B 


Neither product has its alcohol functional group on the carbon atom that is functionalized in the target compound. Alcohol 
A needs its functional group moved two carbon atoms, but alcohol B needs it moved only one carbon atom. Converting 
alcohol B to an alkene functionalizes the correct carbon atom. Anti-Markovnikov addition of HBr converts the alkene to an 
alkyl halide with the bromine atom on the correct carbon atom. 


CH, H 
-CH, CH, 
OH H,SO4 T| HBr 
A heat I ROOR~ 
H ~H | |Br 
alcohol B alkene H 


target compound 
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4. Working backward through as many steps as necessary, compare methods for synthesizing the reactants needed for 
assembly of the key intermediate. 
All that remains is to make cyclohexanone by oxidation of cyclohexanol. 


OH 
H NaOCl a 
SS 
HOAc 


5. Summarize the complete synthesis in the forward direction, including all steps and all reagents, and check it for 
errors and omissions. 


OH 4 
H NaOCl (1) CH,MgBr 
—____> —______5 
HOAc (2) H,0* 
CH; H 
CH, 
OH H,SO, HBr 1— CH; 
heat ROOR 
eal oe Br 
H 


Problem 11-38 provides practice in multistep syntheses and using alcohols as intermediates. 


PROBLEM 11-38 


Develop syntheses for the following compounds. As starting materials, you may use cyclopentanol, alcohols containing no more 
than four carbon atoms, and any common reagents and solvents. 
(a) trans-cyclopentane-1,2-diol (b) 1-chloro-1-ethylcyclopentane 


OCH>CH, ott, 


OCH; 
— | 
fe) CH a ee CH 
© ~~ () / 3) es on 


SUMMARY Reactions of Alcohols 


1. Oxidation—reduction reactions 
a. Oxidation of secondary alcohols to ketones (Sections 11-2A and 11-3) 


OH O H>CrO,, the DMP reagent, 
| NaOCl/HOAc || and the Swern oxidation 
R—CH —R’ > R—C—R’ are alternatives. 


b. Oxidation of primary alcohols to carboxylic acids (Sections 11-2B and 11-3) 


excess NaOCI/TEMPO I HCrO, is the chromium 
R—CH,— OH > R—C—OH alternative. 


(continued ) 
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c. Oxidation of primary alcohols to aldehydes (Sections 11-2B and 11-3) 
The DMP reagent, PCC, 


O ioe 
NaOCI/TEMPO | and the Swern oxidation 
R—CH,— OH ————>  R—C—H are alternatives. 
d. Reduction of alcohols to alkanes (Section 11-6) 
(1) TsCl/pyridine 
R—OH ——— RH 
(2) LiATH, 
2. Cleavage of the alcohol hydroxy group C-+-+O—H 
a. Conversion of alcohols to alkyl halides (Section 11-7 through 11-9) 
HCI or SOCL,/pyridine 
R—OH > R—-Cl HCl, HBr, and HI work well 
for most 3°. 
R—OH sna 7 Br SOCI,, PBr3, and P/I, work 


well for most 1° and 2°. 


HI or P/I, 
R—OH —_—_——3 R—I 


b. Dehydration of alcohols to form alkenes (Section 11-10A) 


H OH 
| | H,SO, or H,PO, me 
—cC—cCc— _——— oe + H,O 


c. Industrial condensation of alcohols to form ethers (Section 11-10B) 
Ht 
2R—OH =~ R—O—R + H,0O 


| 
3. Cleavage of the hydroxy proton —C—O-+-H 


a. Tosylation (Section 11-5) | 


O O 
pyridine | 

R—OH + ay CH; > = a CH; + HCl 
O O 


alcohol tosyl chloride (TsCl) alkyl tosylate 


b. Acylation to form esters (Section 11-12) 


O 
| 
RCC | 
— ood — — — - 
RCH (acyl chloride) nook =. 
ester 


c. Deprotonation to form an alkoxide (Section 11-14) 
R—OH + Na(orK) —~» R—O Na* + 3§ Hf 


R—OH + NaH —> R—O Na* + H,* 


d. Williamson ether synthesis (Sections 11-14 and 14-5) 


R—O + R'X > R—O—R’ + X 
(R’ must be unhindered, usually primary) 
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SUMMARY Reactions of Alcohols: O—H Cleavage 


O formation of alkoxide— 
1° or 2° or 3° ROH 
| NaOCl/HOA 
pa ee es Sections 10-6B, 11-14 
or H,CrO, 


oxidation of 2° alcohols— 
Sections 11-2A, 11-3 1° alcohol, R=H X—CH,R” 


2° alcohol, R’= alkyl X =Cl, Br, I, or OTs 


1 equiv Qe 
excess NaOCl/ Z CH R Williamson ether 


NaOCl/ TEMPO synthesis— 
TEMPO Sections 11-14, 14-5 


or PCC 


TsCl 
pyridine 


O 
| | formation of 


R—C— OH R—C—H —_ i tosylate ester— 
oxidation of 1° alcohols— oxidation of 1° alcohols— | Sections 11-5 


Sections 11-2B, 11-3 Sections 11-2B, 11-3 H 


SUMMARY Reactions of Alcohols: C—O Cleavage 


R R x 


H,O0 + = a formation of alkyl 
R R | halides— 


H S04 R’ Section 11-7 
dehydration of alcohols— A 
Sections 11-10, 7-10 X=Br, or I; 


alkene mixture, SOCI, if X= Cl, 3° ROH only 


Zaitsev’s Rule or 
, HCl Cl 


PBr 
3 ZnCl, | formation of alkyl 


or , wm 
P+L 1° alcohol, R’=R” =H Bee: R—C—R”  chlorides—Lucas test 
2° alcohol, R’=H reanent i Section 11-7 


xX 3° alcohol, no H on C 

| 3° ROH, reacts in <1 min. 

R—C—R” X=CL Br 2° ROH, reacts in 1—5 min. 
1° ROH, reacts in > 10 min. 


R’ 
formation of alkyl halides— 


for 1° and 2° ROH only 
Sections 11-8, 11-9 


602 CHAPTER 11. Reactions of Alcohols 


GUIDE TO ORGANIC REACTIONS IN 


CHAPTER 11 


Reactions covered in Chapter 11 are shown in red. Reactions covered in earlier chapters are shown in blue. 


Substitution Elimination BOxidation/Reduction 


Nucleophilic >|Nucleophilic >| Basic conditions (E2) >| Oxidation 


> at sp’ C (Sy1, 8,2) > at C=O (Nuc. Addn.) > E2 dehydrohalogenation > epoxidation 
Ch 6, 10, 14, 22 Ch 9, 10, 18, 22 Ch 7,9 Ch 8, 10, 14 

> at sp’ C (Nuc. Arom. Subst.) > at C=C (conjugate addn.) > tosylate elimination > oxidative cleavage 
Ch 7,19 Ch 22 Ch 11 Ch 8, 9, 11, 17, 22 


> at C=O (Nuc. Acyl Subst.) — > Hofmann elimination > oxygen functional groups 
Ch 10, 11, 20, 21, 22 Electrophilic Ch 19 Ch 11, 18, 19, 20 


Electrophilic of Sew — at) Acidic conditions (E1) Reduction 


> at sp’ C (Elect. Arom. Subst.) > at C—C (Carbene Addn.) > El dehydrohalogenation > hydride reduction 

Ch 17, 19 Ch 8 Ch7 Ch 8, 10, 11, 17, 18, 19, 20, 2 
> dehydration of alcohols > hydrogenation 

Ch 11 Ch 8, 9, 17, 18, 19 


. > metals 
> at sp’ C (alkane halogenation) > at C=C (HBr + ROOR) 5 5 Pah 7 
Ch 4,6, 16,17 Ch8 Pericyclic (Cope elimination) Ch 9, 17, 18, 19 


> at sp? C (Sandmeyer rxn) > Chi9 
Ch 19 Pericyclic 


Radical Radical 


Organometallic > cycloaddition (Diels-Alder) 
Ch 15 


> Gilman 


Ch 10, 17 Oxidation 
> Suzuki — 
Ch 17 > epoxidation 


> Heck Ch 8, 10, 14 
Ch 17 


Reduction 


p> hydrogenation 
Ch 8, 9, 17, 18, 19 


Essential Terms 


alcohol dehydrogenase (ADH) An enzyme used by living cells to catalyze the oxidation of ethyl alcohol to acetaldehyde. 
(p. 566) 


aldehyde dehydrogenase (ALDH) An enzyme used by living cells to catalyze the oxidation of acetaldehyde to acetic acid. 
(p. 566) 


alkoxide ion The anion with structure R—O , bearing the negative charge on oxygen. Commonly formed by 
deprotonating an alcohol. (p. 593) 


R—-O—H + Na R—O: Nat + 3H,f 


chromic acid reagent (H2CrO,) The solution formed by adding sodium or potassium dichromate (and a small amount of 
water) to concentrated sulfuric acid. (p. 560) 
chromic acid test: When a primary or secondary alcohol is warmed with the chromic acid reagent, the orange color 
changes to green or blue. A nonoxidizable compound (such as a tertiary alcohol, a ketone, 
or an alkane) produces no color change. (p. 563) 
condensation A reaction that joins two (or more) molecules, often with the loss of a small molecule such as water 
or an alcohol. (p. 583) 
DMP reagent The Dess—Martin periodinane reagent, used to oxidize primary alcohols to aldehydes and secondary 


alcohols to ketones. The DMP reagent uses a high-valence iodine atom as the oxidizing species. 
(p. 564) 


Fischer esterification: 


inorganic esters: 


ether 
glycol 


Lucas test 


nicotinamide adenine 
dinucleotide 
oxidation 


pinacol rearrangement 
pyridinium chlorochromate 


reduction 


Swern oxidation 
tosylate ester 


Williamson ether synthesis 
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Essential Terms 


An acid derivative formed by the reaction of an acid with an alcohol with loss of water. The most 
common esters are carboxylic esters (or carboxylate esters), composed of carboxylic acids and 
alcohols. (p. 589) 


The acid-catalyzed reaction of an alcohol with a carboxylic acid to form an ester. (p. 590) 


O 
Ht I 
— R—C—O—R + 


~<——2 


1 


carboxylic acid 


alcohol carboxylic ester 


Compounds derived from alcohols and inorganic acids with loss of water. (p. 590) Examples are 


O O O 


| a | 
R—O—S—R R—O—N” R—O—P—O—R 


| 
es 


oO 


nitrate esters 


O—R 

sulfonate esters sulfate esters phosphate esters 

A compound containing an oxygen atom bonded to two alkyl or aryl groups. (p. 594) 

Synonymous with diol. The term “glycol” is most commonly applied to the 1,2-diols, also called 
vicinal diols. (p. 514) 

A test used to determine whether an alcohol is primary, secondary, or tertiary. The test measures 
the rate of reaction with the Lucas reagent, ZnCl in concentrated HCl. Tertiary alcohols react 
fast (seconds), secondary alcohols react more slowly (minutes), and primary alcohols react 
very slowly (hours). (p. 574) 

(NAD) A biological oxidizing/reducing reagent that operates in conjunction with enzymes such 

as alcohol dehydrogenase. (p. 566) 

Loss of H2; addition of O or Oj; addition of Xz (halogens). Alternatively, an increase in the 
number of bonds to oxygen or halogens or a decrease in the number of bonds to hydrogen. 
(p. 558) 

Dehydration of a glycol in which one of the groups migrates to give a ketone. (p. 587) 

(PCC) A complex of chromium trioxide with pyridine and HCI. PCC oxidizes primary alcohols to 
aldehydes without over-oxidizing them to carboxylic acids. (p. 562) 

Addition of Hz (or H ); loss of O or O3; loss of Xz (halogens). Alternatively, a reduction in the 
number of bonds to oxygen or halogens or an increase in the number of bonds to hydrogen. 
(p. 558) 

A mild oxidation, using DMSO and oxalyl chloride, that can oxidize primary alcohols to aldehydes 
and secondary alcohols to ketones. (p. 563) 

(R— OTs) An ester of an alcohol with para-toluenesulfonic acid. Like halide ions, the tosylate 
anion is an excellent leaving group. (p. 568) 

The Sy2 reaction between an alkoxide ion and a primary alkyl halide or tosylate. The product is 
an ether. (p. 594) 


R—OR'TX R—O—R + X 
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Essential Problem-Solving Skills in Chapter 11 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Identify whether oxidation or reduction is needed to interconvert alkanes, alcohols, 
aldehydes, ketones, and acids, and identify reagents that will accomplish the conversion. Problems 11-40, 48, and 56 


2 Predict the products of the reactions of alcohols with 
(a) oxidizing and reducing agents. 
(b) carboxylic acids and acid chlorides. 
(c) dehydrating reagents, especially HySO4 and H3PO,. 
(d) hydrohalic acids (HCI, HBr, and HI) and the phosphorus halides. 


(e) sodium metal, potassium metal, and sodium hydride. Problems 11-39, 43, 44, 49, 50, and 53 
3 Predict the products of the reactions of alkoxide ions. Problems 11-39, 48, 51, 56, and 60 
4 Use your knowledge of alcohol and diol reactions to propose mechanisms and products _—_ Problems 11-45, 47, 54, 55, 60, 61, 62, 
for similar reactions that are new. 63, and 65 
Problems 11-45, 47, 54, 55, 60, 61, 62, 
Problem-Solving Strategy: Proposing Reaction Mechanisms 63, and 65 


5 Show how to convert an alcohol to a related compound with a different functional 
group. Problems 11-40, 41, 42, 46, 47, and 48 


6 Use retrosynthetic analysis to propose single-step and multistep syntheses of compounds 
using alcohols as starting materials and intermediates. Show how Grignard and organo- 
lithium reagents can be used to assemble the carbon skeletons. Problems 11-42, 46, 48, 56, and 57 


Problem-Solving Strategy: Multistep Synthesis Problems 11-40, 46, 48, 56, and 57 


Study Problems 


11-39 Predict the major products of the following reactions, including stereochemistry where appropriate. 


(a) (R)-butan-2-ol + TsCl in pyridine (b) (S)-2-butyl tosylate + NaBr 

(c) cyclooctanol + NaOCl/HOAc (d) cyclopentylmethanol + CrO 3: pyridine + HCl 
(e) cyclopentylmethanol + Na,Cr,O7/H,SO,4 (f) cyclopentanol + HCI/ZnCl, 

(g) n-butanol + HBr (h) cyclooctylmethanol + CH;CH,MgBr 

(i) potassium fert-butoxide + methyl iodide (j) sodium methoxide + tert-butyl iodide 

(k) cyclopentanol + H,SO,/heat (1) product from (k) + OsO,/H,O,, then HIO, 
(m) sodium ethoxide + 1-bromobutane (n) sodium ethoxide + 2-methyl-2-bromobutane 
(0) octan-l-ol + DMSO + oxalyl chloride (p) 4-cyclopentylhexan-1l-ol + DMP reagent 


11-40 Show how you would convert 2-methylcyclopentanol to the following products. Any of these products may be used as the 
reactant in any subsequent part of this problem. 


(a) 1-methylcyclopentene (b) 2-methylcyclopenty] tosylate 
(c) 2-methylcyclopentanone (d) 1-methylcyclopentanol 

(e) 1,2-dimethylcyclopentanol (f) 1-bromo-2-methylcyclopentane 
(g) 2-methylcyclopenty] acetate (h) 1-bromo-1-methylcyclopentane 


11-41 In each case, show how you would synthesize the chloride, bromide, and iodide from the corresponding alcohol. 
(a) 1-halopropane (halo = chloro, bromo, iodo) (b) 1-halo-2-methylcyclopentane 
(c) 1-halo-1,3-dimethylcyclohexane (d) 2-halo-1,3-dimethylcyclohexane 

11-42 Show how you would accomplish the following synthetic conversions. 


OH OCH,CH OC) 
(a) Si Si gTh3 (b) oy 
—> 2 —> 


11-43 


11-44 


11-45 


11-46 


11-47 


11-48 


11-49 
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O 
| 1 
B C—CH,CH,CH H,OH 
= ; es @ poe CHCH,CH, 
H H H . 
— — 
Predict the major products of dehydration catalyzed by sulfuric acid. 
(a) heptan-1-ol (b) heptan-2-ol (c) pentan-2-ol 
(d) 1-methylcyclohexanol (e) cyclohexylmethanol (f) 2-methylcyclohexanol 
Predict the esterification products of the following acid/alcohol pairs. 
(a) CH;CH,COOH oo CH;30H (b) CH;CH,0H ote HNO, (c) 2 CH;CH,CH,OH ar H3PO,4 


O 


COOH OH 
(d) Cy + CH,OH Ke) Cy + coon 


Both cis- and trans-2-methylcyclohexanol undergo dehydration in warm sulfuric acid to give 1-methylcyclohexene as the 
major alkene product. These alcohols can also be converted to alkenes by tosylation using TsCl and pyridine, followed by 
elimination using KOC(CH3)3 as a strong base. Under these basic conditions, the tosylate of cis-2-methylcyclohexanol 
eliminates to give mostly 1-methylcyclohexene, but the tosylate of trans-2-methylcyclohexanol eliminates to give only 
3-methylcyclohexene. Explain how this stereochemical difference in reactants controls a regiochemical difference in the 
products of the basic elimination, but not in the acid-catalyzed elimination. 

Show how you would convert (S)-heptan-2-ol to 

(a) (S)-2-chloroheptane. (b) (R)-2-bromoheptane. (c) (R)-heptan-2-ol. 

When 1|-cyclohexylethanol is treated with concentrated aqueous HBr, the major product is 1-bromo-1-ethylcyclohexane. 


OH 
oe OF 


(a) Propose a mechanism for this reaction. 
(b) How would you convert 1-cyclohexylethanol to (1-bromoethyl)cyclohexane in good yield? 


OH Br 
oe ee 
— 


Show how you would make each compound, beginning with an alcohol of your choice. 


CHO CH,Br OCH, 
(a) e (b) Cy (c) Cy (a) 


x 


CH, 


a 
C 
O 
©| J oF | (g) 
: Cam 
a 


fA 
1 


CH, 


Predict the major products (including stereochemistry) when trans-3-methylcyclohexanol reacts with the 
following reagents. 

(a) PBrs (b) SOCI, (c) Lucas reagent 

(d) concentrated HBr (e) TsCl/pyridine, then NaBr 
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11-50 Show how you would use simple chemical tests to distinguish between the following pairs of compounds. In each case, 
describe what you would do and what you would observe. 
(a) propan-1-ol and propan-2-ol (b) propan-2-ol and 2-methylpropan-2-ol 
(c) 4-methyl-cyclohexanol and 4-methyl-cyclohexene (d) 4-methyl-cyclohexanol and 4-methyl-cyclohexanone 
(e) 4-methyl-cyclohexanone and 1,4-dimethylcyclohexanol 

11-51 The compound shown below has three different types of OH groups, all with different acidities. Show the structure 
produced after this compound is treated with different amounts of NaH followed by a methylating reagent. Add a brief 
explanation. 
(a) 1 equivalent of NaH, followed by | equivalent of CHI and heat HO COOH 
(b) 2 equivalents of NaH, followed by 2 equivalents of CH3I and heat 
(c) 3 equivalents of NaH, followed by 3 equivalents of CH3I and heat 

11-52. =Compound A is an optically active alcohol. Treatment with chromic acid converts A into 
a ketone, B. In a separate reaction, A is treated with PBr3, converting A into compound C. OH 
Compound C is purified, and then it is allowed to react with magnesium in ether to give a 
Grignard reagent, D. Compound B is added to the resulting solution of the Grignard reagent. After hydrolysis of the initial 
product (E), this solution is found to contain 3,4-dimethylhexan-3-ol. Propose structures for compounds A, B, C, D, and E. 


PBr, 


A Cc Mg, ether 


D (Grignard reagent) H,0t 
E ——~ _ 3,4-dimethylhexan-3-ol 
NaOCl/HOAc 


>B 


11-53 Give the structures of the intermediates and products V through Z. 


qd) Vv 
OH pBr 2) H,O* CH,.C—Cl 
cy FP gy eee EE, ge Sg 


cyclopentanol Na,Cr,0, 
H,SO, 


11-54 ~— Under acid catalysis, tetrahydrofurfuryl alcohol reacts to give surprisingly good yields of dihydropyran. Propose a mecha- 
nism to explain this useful synthesis. 


hes @* ©) 


O CH,OH 
tetrahydrofurfuryl alcohol dihydropyran 


11-55 — Propose mechanisms for the following reactions. In most cases, more products are formed than are shown here. You only 
need to explain the formation of the products shown, however. 


CH, —OH Cl 
HCl, ZnCl, 
is Cy HCI, ZnCl, 


(a minor product) 


H)SO4, 
(b) heat” 
HC OH 
(c) H)SO4. 
“heat 


OH 


11-56 


*11-57 


11-58 


11-59 


11-60 


*11-61 
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Show how you would synthesize the following compounds. As starting materials, you may use any alcohols containing 
four or fewer carbon atoms, cyclohexanol, and any necessary solvents and inorganic reagents. 


OCH, 
CH, ° | 
C—CH, 
“FY tO ech ee 
CH,CH, 
OH 
OH i, os >>—CHOCH,CH, 


©) Cy G @® (h) 
nail “cH,cH, Ga 


Show how you would synthesize the following compound. As starting materials, you may use any alcohols containing five 
or fewer carbon atoms and any necessary solvents and inorganic reagents. 


O 
The following pseudo-syntheses (guaranteed not to work) exemplify a common conceptual error. 


(~~ __ heat <Na® “OCH 
Cie Bt eon Hac Br ————> (CH,),C—OCH, 


LODO SO Po. a gf 
OH —2S QOH, —— OCH.+ 10 


(a) What is the conceptual error implicit in these syntheses? 

(b) Propose syntheses that are more likely to succeed. 

Two unknowns, X and Y, both having the molecular formula C,H gO, give the following results with four chemical tests. 
Propose structures for X and Y consistent with this information. 


Bromine Na Metal Chromic Acid Lucas Reagent 
Compound X decolorizes bubbles orange to green no reaction 
Compound Y no reaction no reaction no reaction no reaction 


The Williamson ether synthesis involves the displacement of an alkyl! halide or tosylate by an alkoxide ion. Would the syn- 
thesis shown be possible by making a tosylate and displacing it? If so, show the sequence of reactions. If not, explain why 
not and show an alternative synthesis that would be more likely to work. 


OH OCH; 
make the tosylate and displace? 


Chromic acid oxidation of an alcohol (Section 11-2A) occurs in two steps: formation of the chromate ester, followed by an 
elimination of H* and chromium. Which step do you expect to be rate-limiting? Careful kinetic studies have shown that 
Compound A —— chromic acid oxidation over 10 times as fast as Compound B. Explain this large difference in rates. 


CH, 
_H)CrO,4. HoCrO4 O, 
a a “(slower) HO 
H 


* one A Compound B 
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*11-62 (a) The reaction of butan-2-ol with concentrated aqueous HBr goes with partial racemization, giving more inversion than 
retention of configuration. Propose a mechanism that accounts for racemization with excess inversion. 


(b) Under the same conditions, an optically active sample of trans-2-bromocyclopentanol reacts with concen- 
trated aqueous HBr to give an optically inactive product, (racemic) trans-1,2-dibromocyclopentane. Propose 
a mechanism to show how this reaction goes with apparently complete retention of configuration, yet with 
racemization. (Hint: Draw out the mechanism of the reaction of cyclopentene with Br» in water to give the 
starting material, trans-2- bromocyclopentanol. Consider how parts of this mechanism might be involved in the 
reaction with HBr.) 

*11-63 Alcohols combine with ketones and aldehydes to form interesting derivatives, which we will discuss in Chapter 18. The 
following reactions show the hydrolysis of two such derivatives. Propose mechanisms for these reactions. 


(a) a, + CHOH  () ° Ht . OH 
Oo” ~OCH, HO” O° “H 2 


*11-64 | Unknown Q is determined to have a molecular formula of CgH;20. Q is not optically active, and passing it through a 
chiral column does not separate it into enantiomers. Q does not react with Bro, nor with cold, dilute KMnOy,, nor does 
it take up H under catalytic hydrogenation. Heating of Q with H,SOy, gives product R, of formula CgHj9, which can 
be separated into enantiomers. Ozonolysis of a single enantiomer of R produces S, an acyclic, optically active ketoal- 
dehyde of formula C6H; 90>. Propose structures for compounds Q, R, and S, and show how your structures would react 
appropriately to give these results. 

11-65 Trichloroisocyanuric acid, TCICA, also known as “swimming pool chlorine,” is a stable solid that oxidizes alcohols, 
following a mechanism similar to oxidation by HOCI. No reaction occurs between TCICA and the alcohol (in a sol- 
vent such as acetonitrile) until one drop of HCl(aq) is added, whereupon the reaction is over in a few minutes. Write the 
mechanism for this oxidation that shows the key role of the acid catalyst. Show the oxidation of just one alcohol, not three. 
(Hint: The carbonyls are the most basic sites on TCICA.) 


OH Cl. oh a Cl O wo 
N N HCI (aq) N N 
CH3;CN ~ 
O N O HO OH 
| ketone 
2° alcohol Cl 


TCICA 


cyanuric acid 


11-66 — Under normal circumstances, tertiary alcohols are not oxidized. However, when the tertiary alcohol is allylic, it can 
undergo a migration of the double bond (called an allylic shift) and subsequent oxidation of the alcohol. A particularly 
effective reagent for this reaction is Bobbitt’s reagent, similar to TEMPO used in many oxidations. (M. Shibuya et al., 
J. Org. Chem., 2008, 73, 4750.) 


ze pil 
ii i 
Y CH3CN 
a sb BF, 3 0. XS aie 
OH + H,0, A 
i H 
O oxidized OH 
Bobbitt’s reagent reduced 


Show the expected product when each of these 3° allylic alcohols is oxidized by Bobbitt’s reagent. 


CL > 
(a) OH (b OH (ce) d 
0b) (d) 
Ph 
H 


Ph 


Infrared Spectroscopy and Mass 


Spectrometry 


Increasing wavelength 
High 
energy ITVVAVAVAVAVAVANT AN 


Increasing frequency 


Low 
energy 


12-1 Introduction 


One of the most important tasks of organic chemistry is the determination of organic 
structures. When an interesting compound is isolated from a natural source, its structure 
must be completely determined before a synthesis can begin. Whenever we run a reac- 
tion, we must determine whether the product has the desired structure. The structure 
of an unwanted product must be known so that the reaction conditions can be altered 
to favor the desired product. 

In many cases, a compound can be identified by chemical means. We find the 
molecular formula by analyzing the elemental composition and determining the molecu- 
lar weight. If the compound has been characterized before, we can compare its physical 
properties (melting point, boiling point, etc.) with the published values. Chemical tests 
can suggest the functional groups and narrow the range of possible structures before the 
physical properties are used to make an identification. 

These procedures are insufficient, however, for complex compounds that have 
never been synthesized and characterized. They are also impractical with compounds 
that are difficult to obtain, because a relatively large sample is required to complete the 
elemental analysis and all the functional group tests. We need analytical techniques that 
work with tiny samples and that do not destroy the sample. 

Spectroscopic techniques often meet these requirements. Absorption spectroscopy 
is the measurement of the amount of light absorbed by a compound as a function of the 
wavelength of light. In general, a spectrometer irradiates the sample with light, measures 
the amount of light transmitted as a function of wavelength, and plots the results on a 
graph. Unlike chemical tests, most spectroscopic techniques are nondestructive; that is, 
the sample is not destroyed. Many different kinds of spectra can be measured with little 
or no loss of sample. 


Goals for Chapter 12 


1 Identify the reliable characteristic 
absorptions in an infrared spectrum, and 
propose which functional groups are 
likely to be present in the molecule. 


2 Explain which functional groups 
cannot be present in a molecule 
because their characteristic peaks 
are absent from the IR spectrum. 


3 Use a mass spectrum to determine 
a compound's molecular weight, 
and propose which elements are 
likely to be present. 


4 Given a structure, predict the major 
ions that will be observed in the mass 
spectrum from fragmentation of the 
molecular ion. Use these predictions to 
determine whether a proposed structure 
is consistent with the spectrum. 


< This infrared image of a mouse depicts 
the wavelengths of infrared light as 
visible colors: The shorter wavelengths 
(higher energy) of infrared are shown 

as warmer, brighter colors. The image 
shows where the mouse loses the most 
heat, mostly through the eyes and the 
tail. This mouse is losing excessive heat 
through its tail because it has defective 
thyroid hormone receptors and is unable 
to control the constriction of the blood 
vessels in its tail. 
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In this book, we cover four spectroscopic or related techniques that serve as power- 
ful tools for structure determination in organic chemistry: 


Infrared (IR) spectroscopy, covered in this chapter, observes the vibrations of 
bonds and provides evidence of the functional groups present. 

Mass spectrometry (MS), also covered in this chapter, is not a spectroscopic 
technique, because it does not measure absorption or emission of light. A mass 
spectrometer bombards molecules with electrons and breaks the molecules into 
fragments. Analysis of the masses of the fragments gives the molecular weight, 
possibly the molecular formula, and clues to the structure and functional groups. 
Less than a milligram of sample is destroyed in this analysis. 

Nuclear magnetic resonance (NMR) spectroscopy, covered in Chapter 13, observes 
the chemical environments of the hydrogen atoms or the carbon atoms and provides 
evidence for the structure of the alkyl groups and clues to the functional groups. 
Ultraviolet (UV) spectroscopy, covered in Chapter 15, observes electronic 
transitions and provides information on the electronic bonding in the sample. 


These spectroscopic techniques are complementary, and they are most powerful when 
used together. In many cases, an unknown compound cannot be completely identified from 
one spectrum without additional information, yet the structure can be determined with 
confidence using two or more different types of spectra. In Chapter 13, we consider how 
clues from different types of spectroscopy are combined to provide a reliable structure. 


12-2 The Electromagnetic Spectrum 


Visible light, infrared light, ultraviolet light, microwaves, and radio waves are 
examples of electromagnetic radiation. They all travel at the speed of light, about 
3 x 10'°cm/second, but they differ in frequency and wavelength. The frequency 
of a wave is the number of complete wave cycles that pass a fixed point in a second. 
Frequency, represented by the Greek letter v (nu), is usually given in hertz (Hz), meaning 
“cycles per second.” The wavelength, represented by the Greek letter A (lambda), is the 
distance between any two peaks (or any two troughs) of the wave. 


wavelength 
r 


The wavelength and frequency, which are inversely proportional, are related by 
the equation 
c 
UA=e OF A=" 
where " 


speed of light (3 X 10!° cm/sec) 
v = frequency in hertz 
A = wavelength in centimeters 


c 


Electromagnetic waves travel as photons, which are massless packets of energy. 
The energy of a photon is proportional to its frequency and inversely proportional to 
its wavelength. A photon of frequency v (or wavelength 4) has an energy given by 


he 
E=h = — 
Xr 


where h is Planck’s constant, 6.62 X 10°” kJ+sec or 1.58 X 10-7” kcal + sec. Under 
certain conditions, a molecule struck by a photon may absorb the photon’s energy. In this 


case, the molecule’s energy is increased by an amount equal to the photon’s energy, hv. 
For this reason, we often represent the irradiation of a reaction mixture by the symbol hv. 

The electromagnetic spectrum is the range of all possible frequencies, from 
zero to infinity. In practice, the spectrum ranges from the very low radio frequencies 
used to communicate with submarines to the very high frequencies of gamma rays. 
Figure 12-1 shows the wavelength and energy relationships of the various parts of the 
electromagnetic spectrum. 

The electromagnetic spectrum is continuous, and the exact positions of the divid- 
ing lines between the different regions are somewhat arbitrary. Toward the top of the 
spectrum in Figure 12-1 are the higher frequencies, shorter wavelengths, and higher 
energies. Toward the bottom are the lower frequencies, longer wavelengths, and lower 
energies. X-rays (very high energy) are so energetic that they excite electrons past all 
the energy levels, causing ionization. Energies in the ultraviolet—visible range excite 
electrons to higher energy levels within molecules. Infrared energies excite molecular 
vibrations, and microwave energies excite rotations. Radio-wave frequencies (very low 
energy) excite the nuclear spin transitions observed in NMR spectroscopy. 
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The Infrared Region 
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Wavelength ()) Region Energy Molecular effects 


higher frequency cm kJ/mol 
shorter wavelength 10-° gamma rays 107 


10-7 X rays 10° ionization 


vacuum UV 103 


10-5 near UV 


10-4 visible 102 
infrared 
10-3 (IR) 


1 


10-! microwave rotational motion 
10-2 


102 


lower frequency 104 10-6 


longer wavelength 


FIGURE 12-1 The electromagnetic spectrum and the resultant molecular effects. 


electronic transitions 


10 molecular vibrations 


radio 10-+ nuclear spin transitions 


12-3 The Infrared Region 


The infrared (from the Latin, infra, meaning “below” red) region of the spectrum 
corresponds to frequencies from just below the visible frequencies to just above the 
highest microwave and radar frequencies: wavelengths of about 8 X 10 °cm to 
1 X 10°?cm. Common infrared spectrometers operate in the middle of this region, 
at wavelengths between 2.5 X 10 *cm and 25 X 10 ‘cm, corresponding to ener- 
gies of about 4.6 to 46 kJ/mol (1.1 to 11 kcal/mol). Infrared photons do not have 
enough energy to cause electronic transitions, but they can cause groups of atoms to 
vibrate with respect to the bonds that connect them. Like electronic transitions, these 
vibrational transitions correspond to distinct energies, and molecules absorb infrared 
radiation only at certain wavelengths and frequencies. 

The position of an infrared band can be specified by its wavelength (A), which is 
measured in microns (wm). A micron (or micrometer) corresponds to one millionth 
(10°) of a meter, or 10°-* cm. A more common unit, however, is the wavenumber (7), 
which corresponds to the number of cycles (wavelengths) in a centimeter. The wavenum- 
ber is the reciprocal of the wavelength (in centimeters). Because | cm = 10,000 um, 
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Use spectrum (singular) and spectra 


(plural) correctly: “This spectrum 
is..." “These spectra are... .” 


the wavenumber can be calculated by dividing 10,000 by the wavelength in microns. 
The units of the wavenumber are cm! (reciprocal centimeters). 


1 10,000 wm/cm 10,000 wm/cm 
i hh 
d (cm) A (um) (cm °) 


For example, an absorption at a wavelength of 4 4m corresponds to a wavenumber of 
2500 cm |. 


1 1 
— 0,000 wm/cm _ Sort se = 0,000 ponies 
4 wm 2500 cm 


Wavenumbers (in cm ~') have become the most common method for specifying IR 
absorptions, and we will use wavenumbers throughout this book. The wavenumber is 
proportional to the frequency (v) of the wave, so it is also proportional to the energy of 
a photon of this frequency (E = hv). Some references still use microns, however, so 
you should know how to convert these units. 


rica “)= 


= 4um 


PROBLEM 12-1 


Complete the following conversion table. 


v (cm ') 4000 1800 1670 1620 400 
A (um) 2.50 : 3.13 4.87 25.0 


12-4 Molecular Vibrations 


Before discussing characteristic infrared absorptions, it’s helpful to understand some 
theory about the vibrational energies of molecules. The following drawing shows how a 
covalent bond between two atoms acts like a spring. If the bond is stretched, a restoring 
force pulls the two atoms together toward their equilibrium bond length. If the bond is 
compressed, the restoring force pushes the two atoms apart. If the bond is stretched or 
compressed and then released, the atoms vibrate. 


spring force spring force —> ~<~— 
—— <— <—_— > <— —_ 
stretched compressed equilibrium 
bond length 


The frequency of the stretching vibration depends on the masses of the atoms and the 
stiffness of the bond. Heavier atoms vibrate more slowly than lighter ones; for example, the 
characteristic frequency of a C— D bond is lower than that of a CC — H bond. In a group of 
bonds with similar bond energies, the frequency decreases with increasing atomic weight. 

Stronger bonds are generally stiffer, requiring more force to stretch or compress 
them. Thus, stronger bonds usually vibrate faster than weaker bonds (assuming the 
atoms have similar masses). For example, O — H bonds are stronger than C —H bonds, 
so O—H bonds vibrate at higher frequencies. Triple bonds are stronger than double 
bonds, so triple bonds vibrate at higher frequencies than double bonds. Similarly, 
double bonds vibrate at higher frequencies than single bonds. In a group of bonds 
having atoms of similar masses, the frequency increases with bond energy. 

Table 12-1 lists some common types of bonds, together with their stretching frequencies, 
to show how frequency varies with the masses of the atoms and the strengths of the bonds. 

An infrared spectrum is a graph of the energy absorbed by a molecule as a func- 
tion of the frequency or wavelength of light. The IR spectrum of methanol is shown 
in Figure 12-2. In the infrared region, absorptions generally result from exciting the 
vibrational modes of the bonds in the molecule. Even with simple compounds, infra- 
red spectra contain many different absorptions, not just one absorption for each bond. 


12-4 Molecular Vibrations 


TABLE 12-1 Bond Stretching Frequencies 

In a group of bonds with similar bond energies, the frequency decreases with increasing atomic 
weight. In a group of bonds between similar atoms, the frequency increases with bond energy. 
The bond energies and frequencies listed here are approximate. 


Bond Bond Energy [kJ (kcal)] Stretching Frequency (cm-") 

Frequency decreases with increasing atomic mass 
C=H. 420 (100) 3000 
C—D [save atoms 420 (100) 2100 . decreases 
C—C 350 (83) 1200 

Frequency increases with bond energy 

C=C 350 (83) 1200 
C=C 611 (146) stronger bond 1660 F increases 
C=C 840 (200) 2200 
Cc=N 305 (73) 1200 
C=N 615 (147) stronger bond 1650 v increases 
C=N 891 (213) 2200 
Cc=0 360 (86) [stronger bond 1100 vp increases 
c=0 745 (178) 1700 . 


The methanol spectrum (Figure 12-2) is a good example. We can see the broad O——H 
stretch around 3300 cm™!, the C—H stretch just below 3000 cm |, and the C—O 
stretch just above 1000 cm™!. We also see absorptions resulting from bending vibra- 
tions, including scissoring and twisting vibrations. In a bending vibration, the bond 
lengths stay constant, but the bond angles vibrate about their equilibrium values. 
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FIGURE 12-2 The infrared spectrum of methanol shows O—H, C—H, and C—O stretching absorptions, together with absorptions from 


several bending modes. 


Consider the fundamental vibrational modes of a water molecule in the diagram on 
the next page. The two O—H bonds can stretch in phase with each other (symmetric 
stretching), or they can stretch out of phase (antisymmetric stretching). The H—O—H 
bond angle can also change in a bending vibration, making a scissoring motion. 
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/@—® 
a ee NN s 


symmetric stretching antisymmetric stretching bending (scissoring) 


A nonlinear molecule with n atoms generally has 3n — 6 fundamental vibrational 
modes. Water (3 atoms) has 3(3) — 6 = 3 fundamental modes, as shown in the 
preceding figure. Methanol has 3(6) — 6 = 12 fundamental modes, and ethanol has 
3(9) — 6 = 21 fundamental modes. We also observe combinations and multiples 
(overtones) of these simple fundamental vibrational modes. As you can see, the number 
of absorptions in an infrared spectrum can be quite large, even for simple molecules. 

It is highly unlikely that the IR spectra of two different compounds (except enantio- 
mers) will show the same frequencies for all their various complex vibrations. For this 
reason, the infrared spectrum provides a “fingerprint” of a molecule. In fact, the region 
of the IR spectrum containing most of these complex vibrations (600 to 1400 cm!) is 
commonly called the fingerprint region of the spectrum. 

The simple stretching vibrations in the 1600 to 3500 cm! region are the most 
characteristic and predictable. Our study of infrared spectroscopy will concentrate 
on them. Although our introductory study of IR spectra will largely ignore bend- 
ing vibrations, you should remember that these absorptions generally appear in the 
600 to 1400 cm! region of the spectrum. Experienced spectroscopists can tell a great 
deal about the structure of a molecule from the various kinds of bending vibrations 
known as “wagging,” “scissoring,” “rocking,” and “twisting” that appear in the finger- 
print region (see Figure 12-2). The reference table of IR frequencies (Appendix 2) lists 
both stretching and bending characteristic frequencies. 


99 66. 


12-5 IR-Active and IR-Inactive Vibrations 


Not all molecular vibrations absorb infrared radiation. To understand which ones do and 
which do not, we need to consider how an electromagnetic field interacts with a molecular 
bond. The key to this interaction lies with the polarity of the bond, measured as its dipole 
moment. A bond with a dipole moment can be visualized as a positive charge and a nega- 
tive charge separated by a spring. If this bond is placed in an electric field (Figure 12-3), 
it is either stretched or compressed, depending on the direction of the field. 

One of the components of an electromagnetic wave is a rapidly reversing electric 
field (E). This field alternately stretches and compresses a polar bond, as shown in 
Figure 12-3. When the electric field is in the same direction as the dipole moment, the 


FIGURE 12-3 — Effect of an electric 
field on a polar bond. A bond with a 
dipole moment (as in HF, for example) 

is either stretched or compressed by an 
electric field, depending on the direction 
of the field. Notice that the force on 

the positive charge is in the direction of 
the electric field (E), and the force on 
the negative charge is in the opposite 
direction. 


————s 
represented as (+) 000 (-) 


{ force on + 
in direction of field 


force on + 
E | in direction of field E 
molecule compressed molecule stretched 
: = dipole moment decreased . dipole moment increased 
electric electric 


field Gt _ forceon- field 


opposite direction 


of field force on - 


| opposite direction 
of field 


12-6 Measurement of the IR Spectrum 615 


bond is compressed and its dipole moment decreases. When the field is opposite the 
dipole moment, the bond stretches and its dipole moment increases. If this alternate 
stretching and compressing of the bond occurs at the frequency of the molecule’s 
natural rate of vibration, energy may be absorbed. Vibrations of bonds with dipole 
moments generally result in IR absorptions and are said to be IR-active. 

If a bond is symmetrical and has zero dipole moment, the electric field does not 
interact with the bond. For example, the triple bond of acetylene (H— C==C—H) 
has zero dipole moment, and the dipole moment remains zero if the bond is stretched 
or compressed. Because the vibration produces no change in the dipole moment, there 
is no absorption of energy. This vibration is said to be IR-inactive, and it produces no 
absorption in the IR spectrum. The key to an IR-active vibration is that the vibration 
must change the dipole moment of the molecule. 

In general, if a bond has a dipole moment, its stretching frequency causes an absorption 
in the IR spectrum. If a bond is symmetrically substituted and has zero dipole moment, its 
stretching vibration is weak or absent in the spectrum. Bonds with zero dipole moments 
sometimes produce absorptions (usually weak) because molecular collisions, rotations, and 
vibrations make them unsymmetrical part of the time. Strongly polar bonds (C =O groups, 
for example) may absorb so strongly that they also produce overtone peaks, which are 
relatively small peaks at a multiple (usually double) of the fundamental vibration frequency. 


‘“ >) 
PROBLEM 12-2 


Which of the bonds shown in red are expected to have IR-active stretching frequencies? 


H H Hy 
(a) H3C—C—C=C—CH; (b) H3C—C—C=C—H (ce) H3C—C—C=C—H 


H, H, i H, 
(d) H3C—C—C=C—H_ (e) H}C—C—C=C—CH, (f) H,C—C—C=C—C—CH, 


H H CH; 
(9 C—C—Cme—H Gy ‘c=c” 
ev Som 
H CH; 
®. “e=cr (j) Hj;CH,C—CH,CH, 
HO CH3 
XM J 


12-6 Measurement of the IR Spectrum 


Infrared spectra can be measured using liquid, solid, or gaseous samples that are placed 
in the beam of infrared light. A drop of a liquid can be placed as a thin film between two 
salt plates made of NaCl or KBr, which are transparent to infrared light at most important 
frequencies. A solid can be ground with KBr and pressed into a disk that is placed in the 
light beam. Alternatively, a solid sample can be ground into a pasty mull with paraffin oil. 
As with a liquid, the mull is placed between two salt plates. Solids can also be dissolved in 
common solvents such as CH) Cly, CCly, or CS, that do not have absorptions in the areas of 
interest. Gases are placed in a longer cell with polished salt windows. These gas cells often 
contain mirrors that reflect the beam through the cell several times for stronger absorption. 

An infrared spectrometer measures the frequencies of infrared light absorbed by 
a compound. In a simple infrared spectrometer (Figure 12-4), two beams of light are 
used. The sample beam passes through the sample cell, while the reference beam passes 
through a reference cell that contains only the solvent. A rotating mirror alternately 
allows light from each of the two beams to enter the monochromator. 

The monochromator uses prisms or diffraction gratings to allow only one frequency of 
light to enter the detector at a time. It scans the range of infrared frequencies as a pen moves 
along the corresponding frequencies on the x axis of the chart paper. Higher frequencies 
(shorter wavelengths) appear toward the left of the chart paper. The detector signal is pro- 
portional to the difference in the intensity of light in the sample and reference beams, with 
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FIGURE 12-4 Block diagram of 
a dispersive infrared spectrometer. 
The sample beam passes through 
the sample cell while the reference 
beam passes through a reference 
cell that contains only the solvent. 
A rotating mirror alternately allows 
light from each of the two beams 
to enter the monochromator where 
they are compared. The chart 
recorder graphs the difference in 
light transmittance between the 
two beams. 
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the reference beam compensating for any absorption by air or by the solvent. The detector 
signal controls movement of the pen along the y axis, with 100% transmittance (no absorp- 
tion) at the top of the paper, and 0% transmittance (absorption of all the light) at the bottom. 

The spectrometer shown in Figure 12-4 is called a dispersive instrument because 
it disperses light into all the different frequencies and measures them individually. 
Dispersive instruments require expensive prisms and diffraction gratings, and they 
must be manually aligned and calibrated on a regular basis. Since only one frequency 
is observed at a time, dispersive instruments require strong IR sources, and they require 
2 to 10 minutes to scan through a complete spectrum. Dispersive infrared spectrometers 
are being replaced by Fourier transform infrared (FT—IR) spectrometers for most uses. 

A Fourier transform infrared spectrometer (FT-IR) uses an interferometer, like 
that shown in Figure 12-5, to measure an IR spectrum. The infrared light goes from the 
glowing source to a beamsplitter, usually made of polished KBr, placed at a 45° angle. 
Part of the beam passes through the beamsplitter, and part is reflected at a right angle. 
The reflected beam strikes a stationary mirror, while the transmitted beam strikes a mirror 
that moves at a constant speed. The beams return from the mirrors to recombine at the 
beamsplitter. The beam from the moving mirror has traveled a different distance than the 
beam from the fixed mirror, and the two beams combine to create an interference pattern 
called an interferogram. This interferogram, which simultaneously contains all frequen- 
cies, passes through the sample compartment to reach the detector. 


FIGURE 12-5 Block diagram 

of an interferometer in an FT-IR 
spectrometer. The light beams reflected 
from the fixed and moving mirrors are 
combined to form an interferogram, 
which passes through the sample to 
enter the detector. 


fixed mirror 


IR source 


He-Ne laser 


moving mirror beam splitter 


laser calibration 
beam 


sample 


| detector 


12-6 Measurement of the IR Spectrum 617 


The interferogram shown in the upper half of Figure 12-6 contains all the informa- 
tion contained in the spectrum shown in the lower half. The interferogram is said to 
be in the time domain, corresponding to the energy seen by the detector as the mirror 
moves through the signal. A standard computer algorithm called a Fourier transform 
converts the time domain to the frequency domain spectrum that allows us to see the 
strength of absorption as a function of the frequency (or wavelength). Figure 12-6 
shows both the interferogram and the IR spectrum of n-octane. 

The FT-IR spectrometer has several major advantages over the dispersive 
instrument: Its sensitivity is better because it measures all frequencies simultaneously 
rather than scanning through the individual frequencies. Less energy is needed from the 
source, and less time (typically 1 to 2 seconds) is needed for a scan. Several scans can be 
completed in a few seconds and averaged to improve the signal. Resolution and accuracy 
are also improved because a laser beam is used alongside the IR beam to control the 
speed of the moving mirror and to time the collection of data points. The laser beam is 
a precise frequency reference that keeps the spectrometer accurately calibrated. 

In the infrared spectrum of n-octane [Figure 12-6(b)] are four major absorption 
bands. The broad band between 2800 and 3000 cm”! results from C—H stretching 
vibrations, and the band at 1467 cm! results from a scissoring vibration of the CH, 
groups. The absorptions at 1378 and 722 cm! result from the bending vibrations 
(rocking) of CH; and CH, groups, respectively. Because most organic compounds 
contain at least some saturated C—H bonds and some CH, and CH; groups, all these 
bands are common. In fact, without an authentic spectrum for comparison, we could 
not look at this spectrum and conclude that the compound is octane. We could be fairly 
certain that it is an alkane, however, because we see no absorption bands corresponding 
to other functional groups. 


FIGURE 12-6 (a) Interferogram 
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Another characteristic in the octane spectrum is the absence of any identifiable 
C—C stretching absorptions. (Table 12-1 shows that C—C stretching absorptions 
occur around 1200 cm™!.) Although there are seven C—C bonds in octane, their dipole 
moments are small, and their absorptions are weak and indistinguishable. This result is 
common for alkanes with no functional groups to polarize the C—C bonds. 


12-7 Infrared Spectroscopy of Hydrocarbons 


Hydrocarbons contain only carbon-carbon bonds and carbon—hydrogen bonds. An infrared 
spectrum does not provide enough information to identify a structure conclusively (unless an 
authentic spectrum is available to compare “fingerprints’’), but the absorptions of the carbon— 
carbon and carbon-hydrogen bonds can indicate the presence of double and triple bonds. 


12-7A Carbon-Carbon Bond Stretching 


Stronger bonds generally absorb at higher frequencies because of their greater stiffness. 
Carbon-carbon single bonds absorb around 1200 cm™', C=C double bonds absorb 
around 1660 cm |, and C=C triple bonds absorb around 2200 cm™!. 


Carbon-carbon bond stretching frequencies 
C—E 1200 cm"! 
C=C 1660 cm ! 
CSc <2200 cm"! 


As discussed for the octane spectrum, C——C single bond absorptions (and most 
other absorptions in the fingerprint region) are not very reliable. We use the fingerprint 
region primarily to confirm the identity of an unknown compound by comparison with 
an authentic spectrum. 

The absorptions of C=C double bonds, however, are useful for structure determi- 
nation. Most unsymmetrically substituted double bonds produce observable stretching 
absorptions in the region of 1600 to 1680 cm '. The specific frequency of the double- 
bond stretching vibration depends on whether there is another double bond nearby. When 
two double bonds are one bond apart (as in cyclohexa-1,3-diene on the following figure) 
they are said to be conjugated. As we will see in Chapter 15, conjugated double bonds 
are slightly more stable than isolated double bonds because there is a small amount of 
pi bonding between them. This overlap between the pi bonds leaves a little less electron 
density in the double bonds themselves. As a result, they are a little less stiff and vibrate a 
little more slowly than an isolated double bond. Isolated double bonds absorb around 
1640 to 1680 cm ', while conjugated double bonds absorb around 1620 to 1640 cm"! 
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The effect of conjugation is even more pronounced in aromatic compounds, which 
have three conjugated double bonds in a six-membered ring. Aromatic CC bonds 
are more like 14 bonds than true double bonds, and their reduced pi Donding results in 
less stiff bonds saith lower stretching frequencies, around 1600 cm 
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Characteristic C=C stretching frequencies 


isolated C=C 1640-1680 cm! 
conjugated C=C 1620-1640 cm! 
aromatic C=C approx. 1600 cm‘! 


Carbon-carbon triple bonds in alkynes are stronger and stiffer than carbon-carbon 
single or double bonds, and they absorb infrared light at higher frequencies. Most alkyne 
C=C triple bonds have stretching frequencies between 2100 and 2200 cm '. Terminal 
alkynes usually give sharp C=C stretching signals of moderate intensity. The C=C 
stretching absorption of an internal alkyne may be weak or absent, however, because of 
the symmetry of the disubstituted triple bond with a very small or zero dipole moment. 


u 
+ 
R—C=C—H C=C stretch observed around 2100 to 2200 cm-! 


terminal alkyne 


is small or zero 
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12-7B Carbon-Hydrogen Bond Stretching 


Alkanes, alkenes, and alkynes also have characteristic C—H stretching frequencies. 
Carbon-hydrogen bonds involving sp* hybrid carbon atoms generally absorb at fre- 
quencies just below (to the right of) 3000 cm™!. Those involving sp” hybrid carbons 
absorb just above (to the left of) 3000 cm™!. We explain this difference by the amount 
of s character in the carbon orbital used to form the bond. The s orbital is closer to the 
nucleus than the p orbitals, and stronger, stiffer bonds result from orbitals with more 
s character. Even if an alkene’s C=C absorption is weak or absent, the unsaturated 
C—H stretch above 3000 cm! reveals the presence of the double bond. 

An sp° orbital is one-fourth s character, and an sp” orbital is one-third s character. 
We expect the bond using the sp” orbital to be slightly stronger, with a higher vibration 
frequency. The C—H bond of a terminal alkyne is formed using an sp hybrid orbital, 
with about one-half s character. This bond is stiffer than a C—H bond using an sp’ or 
sp” hybrid carbon, and it absorbs at a higher frequency: about 3300 cm |. 


C—H bond stretching frequencies: sp > sp” > sp* 
| | 
= sp? hybridized, one-fourth s character 2800-3000 cm-! 


ss 


7 
P. ee sp’ hybridized, one-third s character 3000-3100 cm-! 


H 
=—C—=C— sp hybridized, one-half s character 3300 cm=! (sharp) 


12-7C Interpreting the IR Spectra of Hydrocarbons 


Figure 12-7 compares the IR spectra of hexane, hex-1-ene, and cis-oct-2-ene. The hexane 
spectrum is similar to that of n-octane (Figure 12-6). The C —H stretching frequencies 
form a band between 2800 and 3000 cm ', and the bands in the fingerprint region are 
due to the bending vibrations discussed for Figure 12-6. This spectrum simply indicates 
the absence of any IR-active functional groups. 

The spectrum of hex-1-ene shows additional absorptions characteristic of a double 
bond. The C—H stretch at 3080 cm! corresponds to the alkene —C—H bonds 
involving sp” hybrid carbons. The absorption at 1642 cm! results from stretching of 
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FIGURE 12-7 Comparison of the IR spectra of (a) hexane, (b) hex-1-ene, and (c) cis-oct-2-ene. The most characteristic absorptions 
in the hex-1-ene spectrum are the C=C stretch at 1642 cm! and the unsaturated =C —H stretch at 3080 cm”. The nearly 
symmetrically substituted double bond in cis-oct-2-ene gives a weak C=C absorption at 1660 cm™'. The unsaturated =C—H 
stretch at 3023 cm is still apparent, however. 


12-7 Infrared Spectroscopy of Hydrocarbons 621 


the C=C double bond. (The small peak at 1820 cm‘ is likely an overtone at double 
the frequency of the intense peak at 910 cm |.) 

The spectrum of cis-oct-2-ene (Figure 12-7c) resembles the spectrum of hex-1-ene, 
except that the CC stretching absorption at 1660 cm ' is very weak in cis-oct-2-ene 
because the disubstituted double bond has a very small dipole moment. The unsaturated =C—H stretch, 

Even if the C=C stretching absorption is weak or absent, the unsaturated | to the left of 3000 cm, should 
—=C—H stretching absorption just above 3000 cm ‘ still suggests the presence of an_ | alert you to look for a weak C=C 
alkene double bond. stretch. 

Figure 12-8 compares the IR spectra of oct-1-yne and oct-4-yne. In addition to the alkane 
absorptions, the oct-1-yne spectrum shows sharp peaks at 3313 and 2119 cm‘ !. The absorp- 
tion at 3313 cm | results from stretching of the stiff =(C — H bond formed by the sp hybrid 
alkyne carbon. The 2119 cm! absorption results from stretching of the C=C triple bond. 

The spectrum of oct-4-yne is not very helpful. Because there is no acetylenic 
hydrogen, there is no ==C—H stretching absorption around 3300 cm !. There is 
no visible C=C stretching absorption around 2100 to 2200 cm! either, because the 
disubstituted triple bond has a very small dipole moment. This spectrum fails to alert 
us to the presence of a triple bond. 
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FIGURE 12-8 Comparison of the IR spectra of oct-1-yne and oct-4-yne. 

(a) The IR spectrum of oct-1-yne shows characteristic absorptions at 3313 cm! (alkynyl =C —H stretch) and at 2119 cm! (C=$C stretch). 
(b) We cannot tell that oct-4-yne is an alkyne from its IR spectrum because it displays neither of the characteristic absorptions seen in (a). 
There is no alkynyl ==C—H bond, and its symmetrically substituted triple bond has too small a dipole moment to produce the C=C 
stretching absorption seen in the spectrum of oct-1-yne. 
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PROBLEM 12-3 


For each hydrocarbon spectrum, determine whether the compound is an alkane, an alkene, an alkyne, or an aromatic hydrocarbon, and 
assign the major peaks above (to the left of) 1600 cm '. More than one unsaturated group may be present. 
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12-8 Characteristic Absorptions of Alcohols and Amines 


12-8 Characteristic Absorptions of Alcohols and Amines 


The O—H bonds of alcohols and the N——H bonds of amines are strong and stiff. The 
vibration frequencies of O— H and N—H bonds therefore occur at higher frequencies 
than those of most C—H bonds (except for alkynyl =C— H bonds). 


i i i 
R—O—H R—N—H R—N—R’ R—N—R’ 
alcohol primary secondary tertiary 
— 
amines 


O—H and N—H stretching frequencies 


alcohol O—H 3300 cm !, broad 
acid O—H 3000 cm!, broad 
amine N—H 3300 cm~!, broad with spikes 


Alcohol O —H bonds absorb over a wide range of frequencies, centered around 
3300 cm™!. Alcohol molecules are involved in hydrogen bonding, with different mol- 
ecules having different instantaneous arrangements. The O— H stretching frequencies 
reflect this diversity of hydrogen-bonding arrangements, resulting in very broad absorp- 
tions. Notice the broad O—H absorption centered around 3300 cm! in the infrared 
spectrum of butan-1-ol (Figure 12-9). 

Like alcohols, carboxylic acids give O — H absorptions that are broadened by hydrogen 
bonding. The broad acid O—H absorption is usually centered around 3000 cm !, however 
(compared with 3300 cm! for an alcohol), because of the stronger hydrogen bonding 
between acid molecules (see Section 12-9A). 

Figure 12-9 also shows a strong C—O stretching absorption centered near 
1060 cm~!. Compounds with C—O bonds (alcohols and ethers, for example) gener- 
ally show strong absorptions in the range of 1000 to 1200 cm™!; however, other func- 
tional groups also absorb in this region. Therefore, a strong peak between 1000 and 
1200 cm! does not necessarily imply a C—O bond, but the absence of an absorption 
in this region suggests the absence of a C—O bond. For simple ethers, this unreliable 
C—O absorption is usually the only clue that the compound might be an ether. 
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FIGURE 12-9 The IR spectrum of butan-1-ol shows a broad, intense O—H stretching absorption centered around 3300 cm™". The broad 


shape is due to the diverse nature of the hydrogen-bonding interactions of alcoho! molecules. 
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Amine N—H bonds also have stretching frequencies that are in the 3300 cm | 
region, or even slightly higher. Like alcohols, amines participate in hydrogen bonding 
that can broaden the N—H absorptions. With amines, however, the absorption is some- 
what weaker, and there may be one or more sharp spikes superimposed on the broad 
N—H stretching absorption—often one N—H spike for the single N—H bond of a 
secondary amine (R, NH) and two N—H spikes for the symmetric and antisymmetric 
stretch of the two N—H bonds in a primary amine (RNH)). These sharp spikes, 
combined with the presence of nitrogen in the molecular formula, help to distinguish 
amines from alcohols. Tertiary amines (R;N) have no N—H bonds, and they do not 
give rise to N—H stretching absorptions in the IR spectrum. Figure 12-10 shows the 
spectrum of dipropylamine, a secondary amine. 
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FIGURE 12-10 The IR spectrum of dipropylamine shows a broad N—H stretching absorption centered around 3300 cmt. 


Notice the spike in this broad absorption. 


12-9 Characteristic Absorptions of Carbonyl Compounds 


Because it has a large dipole moment, the C—O double bond produces intense infrared 
stretching absorptions. Carbonyl groups absorb at frequencies around 1700 cm, but the 
exact frequency depends on the specific functional group and the rest of the molecule. For 
these reasons, infrared spectroscopy is often the best method for detecting and identify- 
ing the type of carbony] group in an unknown compound. To simplify our discussion of 
carbonyl absorptions, we first consider the “normal” stretching frequencies for simple 
ketones, aldehydes, and carboxylic acids, and then we examine the types of carbonyl 
groups that deviate from this frequency. 


12-9A Simple Ketones, Aldehydes, and Acids 


The C—O stretching vibrations of simple ketones and carboxylic acids occur at fre- 
quencies around 1710 cm '. Aldehydes are a little higher, about 1725 cm™'. These 
frequencies are higher than those for C=C double bonds because the C=O double 
bond is stronger and stiffer. Carbonyl absorptions may be so intense that they produce 
small overtone peaks around 3400 cm ', double their fundamental frequency. 
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O O 
I I 
R—C—R’ R—C--H R—C—O-H 
ketone aldehyde acid 


2700, 2800 cm7! broad, 2500-3500 cm7! 


12-9 Characteristic Absorptions of Carbonyl Compounds 


In addition to the strong C=O stretching absorption, an aldehyde shows a 
characteristic set of two low-frequency C—H stretching frequencies around 2700 
and 2800 cm '. Neither a ketone nor an acid produces absorptions at these positions. 
Figure 12-11 compares the IR spectra of a ketone and an aldehyde. Notice the charac- 
teristic carbonyl stretching absorptions in both spectra, as well as the aldehyde C —— H 
absorptions at 2720 and 2820 cm"! in the butyraldehyde spectrum. Both spectra in 
Figure 12-11 also show small overtone peaks around 3400 cm, double their carbonyl 
frequencies. 

A carboxylic acid produces a characteristic broad O— H absorption in addition to 
the intense carbonyl] stretching absorption (Figure 12-12). Because of the unusually strong 
hydrogen bonding in carboxylic acids, the broad O—H stretching frequency is shifted 
to about 3000 cm !, centered on top of the usual C—H absorption. This broad O—H 
absorption (which may have a shoulder or small spikes around 2500-2700 cm!) gives a 
characteristic overinflated shape to the peaks in the C— H stretching region. Participation 
of the acid carbony! group in hydrogen bonding frequently results in broadening of the 
strong carbonyl absorption as well. 
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PROBLEM-SOLVING HINT 


Real spectra are rarely perfect. 
Samples often contain traces of 
water, giving weak absorptions in 


the O—H region. 

Many compounds oxidize in 
air. For example, alcohols often 
give weak C=O absorptions from 
oxidized impurities. 
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FIGURE 12-11 Infrared spectra of (a) heptan-2-one and (b) butyraldehyde. Both the ketone and the aldehyde show intense 


carbonyl absorptions near 1720 cm". In the aldehyde spectrum, there are two peaks (2720 and 2820 cm7') characteristic of the 


aldehyde C—H stretch. 
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FIGURE 12-12 Infrared spectrum of hexanoic acid. Carboxylic acids show a broad O—H absorption from about 2500 to 3500 cm". 


\ 1710 cm! 
broad, about 3000 cm7! 


1 


This broad absorption gives the entire C —H stretching region a broad appearance, punctuated by sharper C—H stretching absorptions. 


[ sowveD PROBLEM 12-1 
Determine the functional group(s) in the compound having the following IR spectrum. 
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First, look at the spectrum and see what peaks (outside the fingerprint region) don’t look like alkane peaks: a weak peak around 
3420 cm, a strong peak about 1725 cm |, and an unusual C—H stretching region. The C—H region has two additional peaks around 
2720 and 2820 cm !. The strong peak at 1725 cm ! must be a C=O, and the peaks at 2720 and 2820 em ! suggest an aldehyde. 


The weak peak around 3420 cm! might be mistaken for an alcohol O 


H. From experience, we know alcohols give much stronger, 


smoother O— H absorptions. This small peak is probably an overtone of the intense C—O absorption. Many IR spectra show small 


absorptions in the O— H region from overtones, water, or other impurities. 
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PROBLEM 12-4 


Spectra are given for three compounds. Each compound has one or more of the following functional groups: alcohol, amine, ketone, 
aldehyde, and carboxylic acid. Determine the functional group(s) in each compound, and assign the major peaks above 1600 cm™!. 
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Application: Biochemistry 


The IR absorption frequency of the 
amide N—H group is sensitive to 

the strength of hydrogen bonding. 
Therefore, IR spectroscopy provides 
structural information about peptide and 
protein conformations, which are stabi- 
lized by the hydrogen bonding of amide 


groups. 
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1 
R—C—NH, 
primary amide 

R—NH, 


primary amine 


! 
R—C—NH—R’ 


secondary amide 


R—NH—R’ 


secondary amine 


12-9B Resonance Lowering of Carbonyl Frequencies 


In Section 12-7A we saw that conjugation of a C=C double bond lowers its stretching fre- 
quency. This is also true of conjugated carbonyl groups. Delocalization of the pi electrons 
reduces the electron density of the carbonyl double bond, weakening it and lowering the 
stretching frequency from about 1710 cm! to about 1685 cm! for conjugated ketones, 
aldehydes, and acids. 
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The C=C absorption of a conjugated carbonyl compound may not be apparent in 
the IR spectrum because it is so much weaker than the C—O absorption. The presence 
of the C=C double bond can still be inferred from its effect on the C—O frequency 
and the presence of unsaturated —C—H absorptions above 3000 cm’. 

The carbonyl groups of amides absorb at particularly low IR frequencies: about 1640 
to 1680 cm! (Figure 12-13). The dipolar resonance structure (shown next) places part 
of the pi bond between carbon and nitrogen, leaving less than a full C—O double bond. 
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The very low frequency of the amide carbonyl! might be mistaken for an alkene C=C 
stretch. For example, consider the spectra of butyramide (C=O about 1640 cm~!) and 
1-methylcyclopentene (C=C at 1658 cm™!) in Figure 12-13. Three striking differences 
are evident in these spectra: (1) The amide carbonyl absorption is much stronger and 
broader (from hydrogen bonding) than the absorption of the alkene double bond; (2) there 
are prominent N—H stretching absorptions in the amide spectrum; and (3) there is an 
unsaturated C—H stretching (just to the left of 3000 cm ') in the alkene spectrum. These 
examples show that we can distinguish between C—O and C=C absorptions, even when 
they appear in the same part of the spectrum. 

Like primary amines, most primary amides show two spikes in the N — H stretch- 
ing region (about 3300 cm_), as in the butyramide spectrum (Figure 12-13). Secondary 
amides (like secondary amines) generally show one N—H spike. 


12-9C Carbonyl Absorptions Above 1725 cm | 


Some carbonyl groups absorb at frequencies higher than 1725 cm |. For example, 
simple carboxylic esters absorb around 1735 cm !. These higher-frequency absorptions 
are also seen in strained cyclic ketones (in a five-membered ring or smaller). In a small 
ring, the angle strain on the carbony! group forces more electron density into the C=O 
double bond, resulting in a stronger, stiffer bond. 
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FIGURE 12-13 Characteristic IR spectra of amides. The carbonyl group of butyramide (a) and the C==C double bond of 
1-methylcyclopentene (b) absorb in the same region, but three clues distinguish the alkene from the amide: (1) The amide C=O absorption 
is much stronger and broader than the C=C; (2) there are N—H absorptions (near 3300 cm~') in the amide; and (3) there is an unsaturated 


==C—H absorption in the alkene. 
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12-10 Characteristic Absorptions of C—N Bonds 


Infrared absorptions of carbon—nitrogen bonds are similar to those of carbon—carbon 
bonds, except that carbon—nitrogen bonds are more polar and give stronger absorptions. 
Carbon-nitrogen single bonds absorb around 1200 cm |, in a region close to many 
C—C and C— O absorptions. Therefore, the C —N single bond stretch is rarely useful 
for structure determination. 

Carbon-nitrogen double bonds absorb in the same region as C=C double bonds, 
around 1660. cm '; however, the C=N bond gives rise to stronger absorptions 
because of its greater dipole moment. The C=N stretch often resembles a carbonyl 
absorption in intensity. 


Application: Biochemistry 


IR spectroscopy can also be used to moni- 
tor the progress of biological reactions. 
For example, the hydrolysis of complex 
lipids (esters of glycerol) causes a charac- 
teristic decrease in intensity of the ester 
carbonyl absorption at 1735 cm™', with a 
corresponding appearance of a carboxylic 
acid absorption near 1710 cm!. 
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The most readily recognized carbon-nitrogen bond is the triple bond of a nitrile 
(Figure 12-14). The stretching frequency of the nitrile C==N bond is close to that of 
an acetylenic C=C triple bond, about 2200 cm |; however, nitriles generally absorb 
above 2200 cm! (2200 to 2300 cm), while alkynes absorb below 2200 cm’. Also, 
nitrile triple bonds are more polar than C=C triple bonds, so nitriles usually produce 
stronger absorptions than alkynes. 


C—N bond stretching frequencies 
C—N 1200 cm! 
1660 cm"! 


C=N \ usually strong 
C=N >2200cm'! 
C=C 


for comparison: <2200 cm! (usually moderate or weak) 


Figure 12-15 shows the regions of the IR spectrum that correspond with bonds to 
hydrogen, followed by triple bonds, double bonds, and single bonds between heavier 


elements. 
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FIGURE 12-14 Nitrile triple bond stretching absorptions are at slightly higher frequencies (and usually more intense) than those of 
alkyne triple bonds. Compare this spectrum of butyronitrile with that of oct-1-yne in Figure 12-8. 
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FIGURE 12-15 The highest-frequency (shortest wavelength) region of the IR spectrum corresponds to bonds to hydrogen. Next highest 
are triple bonds, followed by double bonds, followed by single bonds. 
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FOCUS Interpreting Infrared Spectra 


Scientists and medical professionals routinely interpret data from a graphic format. For example, an electrocardiogram 
provides pictorial information on the functioning of the heart’s electrical impulses critical to a healthy heart rhythm. 


Chemists use infrared spectra primarily to determine what functional groups are present in a substance. A common question is 
how to distinguish between absorptions that may occur at similar frequencies. The answer is that not only the horizonal 
position of the absorption matters: the strength (how far down on the IR spectrum), and the shape (a sharp spike 

or a broad peak) of an absorption are also characteristic of different groups. The graph below shows both the typical positions 
and the typical strengths of common absorptions. Even when signals overlap, their strength and shape often suggest which 
functional groups are present in a structure. 
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PROBLEM 12-5 


The infrared spectra for three compounds are provided. Each compound has one or more of the following functional groups: conju- 
gated ketone, ester, amide, nitrile, and alkyne. Determine the functional group(s) in each compound, and assign the major peaks above 
1600 cm}. 
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12-11 Simplified Summary of IR Stretching Frequencies 


It may seem that there are too many numbers to memorize in infrared spectroscopy. 
Hundreds of characteristic absorptions for different kinds of compounds are listed in 
Appendix 2. Please glance at Appendix 2, and note that Appendix 2A is organized 
visually, while Appendix 2B is organized by functional groups. For everyday use, we 
can get by with only a few stretching frequencies, shown in Table 12-2. When using 
this table, remember that the numbers are approximate and they do not give ranges 
to cover all the unusual cases. Also, remember how frequencies change as a result of 
conjugation, ring strain, and other factors. 


Strengths and Limitations of Infrared Spectroscopy The most useful aspect of 
infrared spectroscopy is its ability to identify functional groups. IR does not provide 
much information about the carbon skeleton or the alkyl groups in the compound, 
however. These aspects of the structure are more easily determined by NMR, as we 
will see in Chapter 13. Even an expert spectroscopist can rarely determine a structure 
based only on the IR spectrum. 

Ambiguities often arise in the interpretation of IR spectra. For example, a strong 
absorption at 1680 cm! might arise from an amide, an isolated double bond, a conju- 
gated ketone, a conjugated aldehyde, or a conjugated carboxylic acid. Familiarity with 
other regions of the spectrum usually enables us to determine which of these functional 
groups is present. In some cases, we cannot be entirely certain of the functional group 
without additional information, usually provided by other types of spectroscopy. 

Infrared spectroscopy can provide conclusive proof that two compounds are either 
the same or different. The peaks in the fingerprint region depend on complex vibrations 
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TABLE 12-2. Summary of IR Stretching Frequencies 


PROBLEM-SOLVING HINT 


-1 F 
Frequency (cm ’) Functional Group Comments Table 12-2 provides the numbers 
3300 alcohol O—H always broad but not the understanding and 
amine, amide N—H may be broad, sharp, or broad with spikes practice needed to work most IR 
| alkyne =C—H always sharp, usually strong problems. Learn to use the material 
= | in this table, and then practice 
3000 alkane =C—H just below 3000 cm! doing problems until you feel 
| confident. 
JH 
alkene =e... just above 3000 cm=! 
| acid O—H very broad 
2200 | alkyne = C=C just below 2200 cm! 
| nitrile —C=N just above 2200 cm! 
1710 | carbonyl =e ketones, acids about 1710 cm7! 
(very strong) aldehydes about 1725 cm7! 
esters higher, about 1735 cm7! 
| amides lower, about 1650 cm7! 
_ conjugation lowers frequency 
1660 alkene peace conjugation lowers frequency 
aromatic C=C about 1600 cm7! 
re he a 
imine CSN stronger than C=C 
‘ “~ 
amide ~C=0 stronger than C=C (see above) 


Ethers, esters, and alcohols also show C —O stretching between 1000 and 1200 cm, 


( SOLVED PROBLEM 12-2 


You have an unknown with an absorption at 1680 cm'!; it might be an amide, an isolated double bond, a conjugated ketone, a 
conjugated aldehyde, or a conjugated carboxylic acid. Describe what spectral characteristics you would look for to help you determine 
which of these possible functional groups might be causing the 1680 peak. 


SOLUTION 

Amide: (1680 peak is strong) Look for N—H absorptions (with spikes) around 3300 cm™!. 

Isolated double bond: (1680 peak is weak or moderate) Look for =C—H absorptions just above 3000 cm 1. 

Conjugated ketone: (1680 peak is strong) There must be a double bond nearby, conjugated with the C—O, to lower the C=O 
frequency to 1680 cm '. Look for the C=C of the nearby double bond (moderate, 1620 to 1640 cm ') and its —C—H above 
3000 cm"!. 

Conjugated aldehyde: (1680 peak is strong) Look for the aldehyde C—H stretch about 2700 and 2800 cm !. Also look for the 
C=C of the nearby double bond (1620 to 1640 cm!) and its =C—H (just above 3000 cm !). 

Conjugated carboxylic acid: (1680 peak is strong) Look for the characteristic acid O—H stretch centered on top of the C—H 
stretch around 3000 cm !. Also look for the C=C of the nearby double bond (1620 to 1640 cm!) and its =C—H (just above 
3000 cm“). 


involving the entire molecule, and it is highly improbable for any two compounds (except 
enantiomers) to have precisely the same infrared spectrum. 
To summarize, an infrared spectrum is valuable in three ways: 
1. It indicates the functional groups in the compound. 


2. It shows the absence of other functional groups that would give strong absorptions 
if they were present. 


3. It can confirm the identity of a compound by comparison with a known sample. 
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CHAPTER 12 


Nn 


Infrared Spectroscopy and Mass Spectrometry 


12-12 Reading and Interpreting IR Spectra 
(Solved Problems) 


Many students are unsure how much information they should be able to obtain from 
an infrared spectrum. In Chapter 13, we will use IR together with NMR and other 
information to determine the entire structure. For the present, concentrate on getting as 
much information as you can from the IR spectrum by itself. Several solved problems 
are included in this section to show what information can be inferred. An experienced 
spectroscopist could obtain more information from these spectra, but we will concen- 
trate on the major, most reliable, features. 

Study this section by looking at each spectrum and writing down the important frequen- 
cies and your proposed functional groups. Then look at the solution and compare it with 
your solution. The actual structures of these compounds are shown at the end of this section. 
They are not given with the solutions because you cannot determine these structures using 
only the infrared spectra, so a complete structure is not a part of a realistic solution. 
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Compound 1 This spectrum is most useful for what it does not show. There is a car- 
bony] absorption at 1714 cm‘ and little else. There is no aldehyde C —H, no hydroxy 
O—H, and no N—H. The weak absorption at 3400 cm‘! is probably an overtone 
of the strong C—O absorption. The carbonyl absorption could indicate an aldehyde, 
ketone, or acid, except that the lack of aldehyde C —H stretch eliminates an aldehyde, 
and the lack of O—H stretch eliminates an acid. There is no visible C=C stretch and 
no unsaturated C—H absorption above 3000 cm !, so the compound appears to be 
otherwise saturated. The compound is probably a simple ketone. 
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Compound 2 The absorption at 1650 cm’! is so intense that it probably indicates a 
carbonyl group. A carbonyl! group at this low frequency suggests an amide. The doublet 
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(a pair of peaks) of N—H absorption around 3300 cm | also suggests a primary amide, 
R—CONH.. Since there is no C—H absorption above 3000 cm |, this is probably a 
saturated amide. 
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Compound 3 The sharp peak at 2246 cm’! results from a nitrile C=N stretch. (An 
alkyne C=C absorption would be weaker and below 2200 cm7!.) The absence of C=C 
stretch or C—H stretch above 3000 cm! suggests that this nitrile is otherwise saturated. 
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Compound 4 The carbonyl absorption at 1685 cm! is about right for a conjugated 
ketone, aldehyde, or acid. (An amide would be lower in frequency, and a C=C double 
bond would not be so strong.) The absence of any N—H stretch, O—H stretch, or 
aldehyde C—H stretch leaves a conjugated ketone as the best possibility. The C= 
stretch at 1599 cm™! indicates an aromatic ring, confirmed by the unsaturated C—H 
absorption above 3000 cm™!. We presume that the aromatic ring is conjugated with 
the carbonyl group of the ketone. 


wavelength (um) 


A as 3 3.5 4 4.5 5 5:5: 6 7 8 9 10 i 12 13° 14 15 16 
TTT Ti] LI 
| { aia a ry 
wl | Vi NT 
t V 
A 
60) N 
mM Compound 5 
iT 
40| 1 | 
A 
i 
cE 
20 
1688 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 


wavenumber (cm7!) 


636 CHAPTER 12 Infrared Spectroscopy and Mass Spectrometry 


Compound5 The broad O—H stretch that spans most of the C—H stretching region 
suggests a carboxylic acid. (This acid is a solid, and its O—H absorption is weaker 
than that of the liquid shown in Figure 12-12.) This acid O—H also has a shoulder 
with spikes about 2500-2700 cm7!. The C=O stretch is low for an acid (1688 cm7!), 
implying a conjugated acid. The aromatic CC absorption at 1600 cm! suggests 
that the acid may be conjugated with an aromatic ring. 
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Compound 6 The carbonyl absorption at 1727 cm"! suggests an aldehyde, or pos- 
sibly a ketone or an acid. The C—H stretching at 2710 and 2805 cm“! confirms an 
aldehyde. Because all the C—H stretch is below 3000 cm™! and there is no visible 
C=C stretch around 1660 cm! or aromatic C=C stretch around 1600 cm |, the 
aldehyde is probably saturated. 
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PROBLEM-SOLVING HINT Compound 7 The carbonyl absorption at 1739 cm! suggests an ester. The weak 
Appendices 2A and 2B are valuable peak at 1600 cm"! indicates an aromatic ring, but it is not conjugated with the ester 
tables for precise interpretation and because (1) the ester absorption is close to its usual (unconjugated) position, and (2) 
prediction of infrared spectra. These conjugation with a polar carbonyl group would polarize the aromatic ring and give 
tables will continue to be useful in a stronger aromatic absorption than what we see here. The presence of both satu- 
your further studies in chemistry. rated (below 3000 cm ') and unsaturated (above 3000 cm™!) C—H stretching in the 
3000 cm! region confirms the presence of both alkyl and unsaturated portions of 
the molecule. 
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Structures of the compounds 


(These structures cannot be determined from their IR spectra alone.) 
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CH,CH,—C—NH, CH,(CH,),—C==N 
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PROBLEM 12-6 
For each spectrum, interpret all the significant stretching frequencies above 1580 cm |. 
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Klaus Biemann (1926-2016) 
was an Austrian—American organic 
biochemist who is widely cel- 
ebrated as the “father of organic 
mass spectrometry.” His research 
work was particularly noteworthy 
for advancing protein sequencing 
with tandem mass spectrometry. 
One of the prominent projects in 
his career was the NASA Viking 
mission to Mars (1976). For his 
work, he was awarded the NASA 
Exceptional Scientific Achievement 
Medal (1977) and was made a 
Guggenheim Fellow (1983). 


12-13 Introduction to Mass Spectrometry 


Infrared spectroscopy gives information about the functional groups in a molecule, but it 
tells little about the size of the molecule or what heteroatoms are present. To determine a 
structure, we need a molecular weight and a molecular formula. Molecular formulas were 
once obtained by careful analysis of the elemental composition, and a molecular weight 
was determined by freezing-point depression or some other difficult technique. These 
are long and tedious processes, and they require a large amount of pure material. Many 
important compounds are available only in small quantities, and they may be impure. 

Mass spectrometry (MS) provides the molecular weight and valuable informa- 
tion about the molecular formula, using a very small sample. High-resolution mass 
spectrometry (HRMS) can provide an accurate molecular formula, even for an impure 
sample. The mass spectrum also provides structural information that can confirm a 
structure derived from NMR and IR spectroscopy. 

Mass spectrometry is fundamentally different from spectroscopy. Spectroscopy 
involves the absorption (or emission) of light over a range of wavelengths. Mass spec- 
trometry does not use light at all. In the mass spectrometer, a sample is struck by 
high-energy electrons, breaking the molecules apart. The masses of the fragments are 
measured, and this information is used to reconstruct the molecule. The process is 
similar to analyzing a vase by shooting it with a rifle and then weighing all the pieces. 


12-13A The Mass Spectrometer 


A mass spectrometer ionizes molecules in a high vacuum, sorts the ions according 
to their masses, and records the abundance of ions of each mass. A mass spectrum 
is the graph plotted by the mass spectrometer, with the masses plotted as the x axis 
and the relative number of ions of each mass on the y axis. Several methods are used to 
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ionize samples and then to separate ions according to their masses. We will emphasize 
the most common techniques: electron impact ionization for forming the ions, and 
magnetic deflection for separating the ions. 


Electron Impact lonization In the ion source, the sample is bombarded by a beam of 
electrons. When an electron strikes a neutral molecule, it may ionize that molecule by 
knocking out an additional electron. 


e + M — |[M]* 


When a molecule loses one electron, it then has a positive charge and one unpaired electron. 
The ion is therefore a radical cation. The electron impact ionization of methane is 


+ 2e° 


e +  H:C:H — 2e + H:C:H 
H — unpaired 
electron methane electron 


M‘, radical cation 


Most carbocations have a three-bonded carbon atom with six paired electrons in 
its valence shell. The radical cation just shown is not a normal carbocation. The carbon 
atom has seven electrons around it, and they bond it to four other atoms. This unusual 
cation is represented by the formula [CH,]*, with the + indicating the positive charge 
and the - indicating the unpaired electron. 

In addition to ionizing a molecule, the impact of an energetic electron may break 
it apart. This fragmentation process gives a characteristic mixture of ions. The radical 
cation corresponding to the mass of the original molecule is called the molecular 
ion, abbreviated M*. The ions of smaller molecular weights are called fragments. 
Bombardment of ethane molecules by energetic electrons, for example, produces the 
molecular ion and several fragments. Both charged and uncharged fragments are formed, 
but only the positively charged fragments are detected by the mass spectrometer. 
We will often use green type for the “invisible” uncharged fragments. 


il i Lf 

e + H ¢ ¢ H > can give — or — 
H H H H H H 

molecular ion, M* m/z = 29 


m/z = 30 


or various other combinations of radicals and ions 


We discuss the common modes of fragmentation in Section 12-15. 


Separation of lons of Different Masses Once ionization and fragmentation have 
formed a mixture of ions, these ions are separated and detected. The most common type 
of mass spectrometer, shown in Figure 12-16, separates ions by magnetic deflection. 

After ionization, the positively charged ions are attracted to a negatively charged 
accelerator plate, which has a narrow slit to allow some of the ions to pass through. 
The ion beam enters an evacuated flight tube, with a curved portion positioned between 
the poles of a large magnet. When a charged particle passes through a magnetic field, 
a transverse force bends its path. The path of a heavier ion bends less than the path of a 
lighter ion. 

The exact radius of curvature of an ion’s path depends on its mass-to-charge ratio, 
symbolized by m/z (or by m/e in the older literature). In this expression, m is the mass 
of the ion (in amu) and z is its charge in units of the electronic charge. The vast majority 
of ions have a charge of +1, so we consider their path to be curved by an amount that 
depends only on their mass. 


Introduction to Mass Spectrometry 
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Application: Protein MS 


Mass spectrometry can be used to 
determine the precise mass of a protein. 
Because of their large size and low vola- 
tility, proteins require specialized mass 
spectral techniques, such as electrospray 
ionization: spraying a charged, heated 
stream of droplets into the evacuated 
source chamber. The solvent evaporates 
to leave ions of the compound to be 
analyzed. 


A double-focusing mass spectrometer. 
This one is combined with a gas 
chromatograph to use as a GC-MS. 
The gas chromatograph separates a 
mixture into its components and injects 
the purified components into the ion 
source of the mass spectrometer. 
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FIGURE 12-16 Diagram of 

a mass spectrometer. A beam of 
electrons causes molecules to ionize 
and fragment. The mixture of ions 

is accelerated and passes through 

a magnetic field, where the paths 

of lighter ions are bent more than 
those of heavier ions. By varying the 
magnetic field, the spectrometer plots 
the abundance of ions of each mass. 
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Application: Biochemistry 


New techniques for vaporizing and 
ionizing large (but fragile) biomolecules, 
such as proteins and DNA fragments, 
have made mass spectrometry an 
important analytical tool for biochemistry 
and molecular biology. In the MALDI 
(Matrix-Assisted Laser Desorption/ 
lonization) technique, for example, the 
biomolecule is embedded in the crystal 
of a different, UV-absorbing compound. 
A UV laser vaporizes this matrix, gently 
ionizing the biomolecule and carrying 

it into the gas phase, where its mass 


spectrum can be measured. 


Abundance 
(% of base 


mlz peak) 

41 34 

42 24 

43 (base peak) 100 

56 35 

57 v2 

85 19 
100 (M+) 2 


At the end of the flight tube is another slit, followed by an ion detector connected 
to an amplifier. At any given magnetic field, only ions of one particular mass are bent 
exactly the right amount to pass through the slit and enter the detector. The detector 
signal is proportional to the number of ions striking it. By varying the magnetic field, 
the spectrometer scans through all the possible ion masses and produces a graph of the 
number of ions of each mass. 


12-13B The Mass Spectrum 


The mass spectrometer usually plots the spectrum as a graph on a computer screen. 
This information is tabulated, and the spectrum is printed as a bar graph or as a table 
of relative abundances (Figure 12-17). In the printed mass spectrum, all the masses are 
rounded to the nearest whole-number mass unit. The peaks are assigned abundances as 
percentages of the strongest peak, called the base peak. Notice that the base peak does 
not necessarily correspond to the mass of the molecular ion. It is simply the strongest 
peak, making it easy for other peaks to be expressed as percentages. 

A molecular ion peak (also called the parent peak) is observed in most mass spectra, 
meaning that a detectable number of molecular ions (M*) reach the detector without frag- 
menting. These molecular ions are usually the particles of highest mass in the spectrum and 
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FIGURE 12-17 Mass spectrum of 2,4-dimethylpentane, given both as a bar graph and in tabular form. Abundances are 
given as percentages of the strongest peak (the base peak). In this example, the base peak is at m/z 43 and the molecular 
ion peak (parent peak) is at m/z 100. Notice that the molecular ion has an even mass number, while most of the fragments 


are odd. 


12-14 Determination of the Molecular Formula by Mass Spectrometry 


(for compounds not containing nitrogen) the molecular ion usually has an even-numbered 
mass. The value of m/z for the molecular ion immediately gives the molecular weight of 
the compound. If no molecular ion peak is observed in the standard mass spectrum, the 
operator can use a gentler ionization. The energy of the electron beam can be decreased 
from the typical 70 electron volts (eV) to 20-25 eV, where much less fragmentation occurs. 


12-13C Mass Spectrometry of Mixtures: The GC-MS 


Mass spectrometry is combined with gas chromatography for routine analysis of mixtures 
of compounds, such as reaction mixtures or environmental samples. Figure 12-18 
shows a simplified diagram of a common type of GC-MS. The gas chromatograph 
uses a heated capillary column coated on the inside with silicone rubber (or other 
stationary phase) to separate the components of the mixture. A small amount of sample 
(about 10° gram is enough) is injected into a heated injector, where a gentle flow of 
helium sweeps it into the column. As the sample passes through the column, the more 
volatile components (that interact less with the stationary phase) move through the 
column faster than the less volatile components. The separated components leave the 
column at different times, passing through a transfer line into the ion source of the mass 
spectrometer, where the molecules are ionized and allowed to fragment. 

Most gas chromatograph—mass spectrometer systems use a quadrupole mass filter to 
separate the ions. In a high vacuum, the ions pass down the length of four rods, which have 
varying voltages applied to them. (Figure 12-18 shows two of the four rods.) The varying 
electric fields cause the ions to follow complex orbits, and only one mass reaches the 
detector at any instant. By scanning the voltages, a wide range of masses can be measured 
in less than 1 second. In this way, many mass spectra are taken and stored on a computer 
disk as the components of the sample pass from the chromatograph column into the mass 
spectrometer. This powerful GC—MS combination allows many components of a mixture 
to be separated by the gas chromatograph and later identified by their mass spectra. 
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Application: Drug Testing 


We can establish the identity of a drug 
by infrared spectroscopy (IR) or gas 
chromatography—mass spectrometry 
(GC-MS). IR provides clues to the 
functional groups, and it can confirm 
the structure by comparing the spectrum 
with that of an authentic sample. 

GC-MS provides a characteristic 
retention time that suggests possible 
compounds, and it confirms the 
structure by comparison of the 
retention time and the mass spectrum 
with those of an authentic sample. 
GC-MS includes a GC separation, so it 
works well with impure compounds or 
mixtures. 
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FIGURE 12-18 Block diagram of a 
gas chromatograph—mass spectrometer 
(GC-MS). The gas chromatograph 
column separates the mixture into its 
components. The quadrupole mass 
spectrometer scans mass spectra of the 
components as they leave the column. 


12-14 Determination of the Molecular Formula by 
Mass Spectrometry 


Mass spectrometry usually provides a reliable molecular weight for an unknown com- 
pound. In some cases, it provides information about the molecular formula as well. A 
very precise mass measurement can give the molecular formula in many cases. Some ele- 
ments are apparent in the mass spectrum because of their characteristic isotopic mixtures. 


12-14A High-Resolution Mass Spectrometry 


Although mass spectra usually show the particle masses rounded to the nearest whole 
number, the masses are not really integral. The '*C nucleus is defined to have a mass 
of exactly 12 atomic mass units (amu), and all other nuclei have masses based on this 
standard. For example, a proton has a mass of about 1, but not exactly: Its mass is 
1.007825 amu. Table 12-3 shows the atomic masses for the most common isotopes 
found in organic compounds. 


TABLE 12-3 “Exact” Masses of 
Common Isotopes 


Isotope Atomic Mass (amu) 
2G 12.000000 
'y 1.007825 
160 15.994914 
Mn 14.003050 
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Application: Drug Testing 


Isotope ratios can help to identify 
banned substances in Olympic athletes. 
For example, mass spectrometry can dis- 
tinguish between synthetic testosterone 
and the naturally occurring hormone 

by detecting differences in the isotope 
ratios of '7C and '7C. 


Determination of a molecular formula is possible using a high-resolution mass 
spectrometer (HRMS), one that uses extra stages of electrostatic or magnetic focusing 
to form a very precise beam and to detect particle masses to an accuracy of about 1 part 
in 20,000. A mass determined to several significant figures using an HRMS is called 
an exact mass. Although it is not really exact, it is much more accurate than the usual 
integral mass numbers. Comparing the exact mass with masses calculated by molecular 
formula makes it possible to identify the correct formula. 

Consider a molecular ion with a mass of 44. This approximate molecular weight 
might correspond to C3Hg (propane), C,H,4O (acetaldehyde), CO,, or CN,Hy. Each of 
these molecular formulas corresponds to a different exact mass: 


C3Hs C)H,O COs CN>H, 
3C 36.00000 2C 24.00000 1C 12.00000 1C 12.00000 
8H 8.06260 4H 4.03130 4H 4.03130 
10 15.99491 20 31.98983 2N 28.00610 
44.06260 44.02621 43.98983 44.03740 


If the HRMS measured the exact mass of this ion as 44.029 mass units, we would 
conclude that the compound has a molecular formula of C,H,O, because the mass cor- 
responding to this formula is closest to the observed value. Published tables of exact 
masses are available for comparison with values obtained from the HRMS. Depending 
on the completeness of the tables, they may include sulfur, halogens, or other elements. 


12-14B Use of Heavier Isotope Peaks 


Whether or not a high-resolution mass spectrometer is available, molecular ion peaks 
often provide information about the molecular formula. Most elements do not consist of 
a single isotope, but contain heavier isotopes in varying amounts. These heavier isotopes 
give rise to small peaks at higher mass numbers than the major M* molecular ion peak. 
A peak that is one mass unit heavier than the M* peak is called the M+1 peak; two 
units heavier, the M+2 peak; and so on. Table 12-4 gives the isotopic compositions 
of some common elements, showing how they contribute to M+1 and M+2 peaks. 


TABLE 12-4 Isotopic Composition of Some Common Elements 


Element mt M+ 1 M+2 
hydrogen 'y 100.0% 

carbon Ro 98.9% Be 1.1% 

nitrogen ny 99.6% DN 0.4% 

oxygen 169 99.8% ae) 0.2% 
sulfur 325 95.0% 335 0.8% 345 4.2% 
chlorine 3¢] 75.5% 37C1 24.5% 
bromine Br 50.5% 8IBr 49.5% 
iodine a 100.0% 


Ideally, we could use the isotopic compositions in Table 12-4 to determine the 
entire molecular formula of a compound, by carefully measuring the abundances of 
the Mt, M+1, and M+2 peaks. In practice, however, there are background peaks at 
every mass number. These background peaks are often similar in intensity to the M+1 
peak, preventing an accurate measurement of the M+1 peak. High-resolution mass 
spectrometry is much more reliable. 

Some elements (particularly S, Cl, Br, I, and N) are recognizable from molecular 
ion peaks, however, as the spectra shown next illustrate. A typical compound with no 
sulfur, chlorine, or bromine has a small M+1 peak and an even smaller (or no visible) 
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M-+2 peak. If a compound contains sulfur, the M+2 peak is larger than the M+1 peak: 
about 4% of the M* peak. If chlorine is present, the M+2 peak (containing *’Cl) is 
about a third as large as the M* peak (containing *°Cl). If bromine is present, the M* 
and M+2 ions have about equal abundances; the molecular ion appears as a doublet 
separated by two mass units, with one mass corresponding to Br and one to ®'Br. 

Iodine is recognized by the presence of the iodonium ion, I*, at m/z 127. This 
clue is combined with a characteristic 127-unit gap in the spectrum corresponding 
to loss of the iodine radical. Nitrogen (or an odd number of nitrogen atoms) gives 
an odd molecular weight, and usually gives some major even-numbered fragments. 
Stable compounds containing only carbon, hydrogen, and oxygen have even molecular 
weights, and most of their major fragments are odd-numbered. 


Recognizable elements in the mass spectrum 


Br M-+2 as large as M* 

el M-+2 a third as large as M* 

I I‘ at 127; large gap 

N odd M*, some even fragments 

S M-+2 larger than usual (4% of M*) 


The following spectra show compounds containing sulfur, chlorine, and bromine. 
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80 —S— CH, 
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S 60 
uv 
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40 
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20 @3 
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80 oe 
| CH; — CH, — CH, — Br similar suggests Br J 
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CHAPTER 12 


Infrared Spectroscopy and Mass Spectrometry 


PROBLEM 12-7 


Identify which of these four mass spectra indicate the presence of sulfur, chlorine, bromine, 
iodine, or nitrogen. Suggest a molecular formula for each. 
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12-15 Fragmentation Patterns in Mass Spectrometry 


In addition to the molecular formula, the mass spectrum provides structural information. 
An electron with a typical energy of 70 eV (6740 kJ/mol or 1610 kcal/mol) has far 
more energy than needed to ionize a molecule. The impact forms the radical cation, and 
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it often breaks a bond to give a cation and a radical. The resulting cation is observed by 
the mass spectrometer, but the uncharged radical is not accelerated or detected. We can 
infer the mass of the uncharged radical from the amount of mass lost from the molecular 
ion to give the observed cation fragment. 


Ionization 
R:Ro + ©& — [R-RJF + 2e 
radical cation 
(molecular ion) 
Fragmentation 
CC, ; 
[R°R’]? —=2 Rt + ‘R 
cation fragment radical fragment 
(observed) (not observed) 


This bond breaking does not occur randomly; it tends to form the most stable fragments. 
By knowing what stable fragments result from different kinds of compounds, we can 
recognize structural features and use the mass spectrum to confirm a proposed structure. 


12-15A Mass Spectra of Alkanes 


The mass spectrum of hexane (Figure 12-19) shows several characteristics typical of 
straight-chain alkanes. Like other compounds not containing nitrogen, the molecular 
ion (M*) has an even-numbered mass, and most of the fragments are odd-numbered. 
The base peak (m/z 57) corresponds to loss of an ethyl group, giving an ethyl radical 
and a butyl cation. The neutral ethyl radical is not detected, because it is not charged 
and is not accelerated or deflected. 


m/z of the charged 
fragment on this side 
of the broken bond 
St 
en eee —>  CH,CH,CH,CH,* +  -CH,CH, 
hexane radical cation 1-butyl cation ethyl] radical (29) 
M* 86 detected at m/z 57 not detected 
29 43 57 gah 
CH; — CH, + CH, + CH) sa lbet 
100 
l M-43 CH; — CH, — CH, — CH, — CH, — CH, 

80 43 hexane 
5 L 
2 60 
Ss 

4 
& OT 86 

20 M-15 

|. 71 FIGURE 12-19 Mass spectrum 
OL, ; iL ; of hexane. Groups of ions 
10 20 30 40 50 60 70 80 90 100 110 120 130 140 150 160 correspond to loss of one-, two-, 


mlz three-, and four-carbon fragments. 
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PROBLEM-SOLVING HINT 


Most molecular ions have even mass 
numbers. Most fragments have odd 


mass numbers. (With a nitrogen 
atom, the molecular ion is odd and 
most fragments containing N are 
even.) 


[CH,CH,CH,CH,CH,--CH,]? 


preemies beng 


Infrared Spectroscopy and Mass Spectrometry 


A similar fragmentation gives an ethyl cation and a butyl radical. In this case, the 
ethyl fragment (m/z 29) is detected. 


29 
re eee t+ = —+ — CH,CH,CH,CH,; + *CH,CH, 
hexane radical cation 1-buty] radical (57) ethyl cation 
M* 86 not detected detected at m/z 29 


Symmetric cleavage of hexane gives a propyl cation and a propyl radical. 


435 
[CH,CH,CH,-CH,CH,CH,]* 


hexane radical cation 
M* 86 


CH,CH,CH,* + 


propyl cation 
detected at m/z 43 


-CH,CH,CH, 


propyl radical (43) 
not detected 


Cleavage to give a pentyl cation (m/z 71) and a methyl radical is weak because the 
methyl radical is less stable than a substituted radical. Cleavage to give a methyl cation 
(m/z 15) and a pentyl radical is not visible because the methyl cation is less stable than 
a substituted cation. The stability of the cation is apparently more important than the 
stability of the radical, since a weak peak appears corresponding to loss of a methyl 
radical, but we see no cleavage to give a methy] cation. 


Ts 


—> ‘CH, 
methyl radical (15) 


not detected 


CH,CH,CH,CH,CH,* + 
pentyl cation 
weak at m/z 71 


hexane radical cation 
M* 86 


15 (not formed) 


® 


CH,CH,CH,CH,CH,: + 
pentyl radical (71) 
not detected 


*CH, 
methyl cation 
(too unstable) 


hexane radical cation 
M* 86 


Cation and radical stabilities help to explain the mass spectra of branched alkanes 
as well. Figure 12-20 shows the mass spectrum of 2-methylpentane. Fragmentation of 
a branched alkane commonly occurs at a branch carbon atom to give the most highly 


100 
L 43 
a M-43 te 
2 [ CH; — CH — CH, — CH, — CH; 
& 60 2-methylpentane 
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& 40 M-15 
| M-29 - 
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r 86 
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mlz 


FIGURE 12-20 Mass spectrum of 2-methylpentane. The base peak corresponds to loss of a propyl 
radical to give an isopropyl cation. 
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substituted cation and radical. Fragmentation of 2-methylpentane at the branched 
carbon atom can give a secondary carbocation in either of two ways: 


1. 
CH,CH,CH, —CH +  -CH, 
H t pate: : F 
3 : wae 2-penty! cation methyl] radical 
CH,CH,CH,+CH-+CH, st 
2-methylpentane radical cation ae CH, 
m/z 86 | : 
*CH—CH, +  CH,CH,CH,- 
isopropyl] cation propyl radical 


m/z 43 (base peak) 


Both fragmentations give secondary cations, but the second gives a primary radical 
instead of a methyl radical. Therefore, the second fragmentation accounts for the base ERO RTE SOT Eat 
(largest) peak, while the first accounts for another large peak at m/z 71. Other frag- | The guidelines we used to predict 


mentations (to give primary cations) account for the weaker peaks. carbocation stability in E1 and 
Sn1 reactions are also useful for 
PROBLEM 12-8 interpreting mass spectra. Relatively 


stable carbocations are generally 
more abundant in the mass 
spectrum. 


Show the fragmentation that accounts for the cation at m/z 57 in the mass spectrum of 
2-methylpentane. Explain why this ion is less abundant than those at m/z 71 and 43. 
N 


( PROBLEM 12-9 


Show the fragmentations that give rise to the peaks at m/z 43, 57, and 85 in the mass spec- 
trum of 2,4-dimethylpentane (Figure 12-17). 


XN 


12-15B Fragmentation Giving Resonance-Stabilized Cations 


Fragmentation in the mass spectrometer gives resonance-stabilized cations whenever 

possible. The most common fragmentation of alkenes is cleavage of an allylic bond to 

give a resonance-stabilized allylic cation. 

[R—CH=CH—CH,+R]>  —> r—cu-“cucu, <> R—CH—CH=CH,] + ‘RB’ 


allylic cation 


Figure 12-21 shows how the radical cation of trans-hex-2-ene undergoes allylic 
cleavage to give the resonance-stabilized cation responsible for the base peak at m/z 55. 


ae position 
_ = = + _ 
H CH)55 cH] H CH, H CH, 
\ BO 3 \ ae \ a 
acl Ncny — y Lc — oe + -CH,CH; 
|H3C H cleave here| |H3C H H3C H | 
methallyl cation, m/z 55 
100 
ap 55 Oe 


trans-hex-2-ene 


8 
5 
z [ Mt 
B 40 
s | 84 FIGURE 12-21 The 
20 radical cation of trans-hex- 
I 2-ene cleaves at an allylic 
olL4 bond to give a resonance- 


10 20 30° 40° 50. 60 70 80 90 | 100° 110° 120° 130° 140° 150° 160 _ stabilized methallyl cation, 
mlz m/z55. 
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Compounds containing aromatic rings tend to fragment at the carbon (called a 
benzylic carbon) next to the aromatic ring. Such a cleavage forms a resonance-stabilized 
benzylic cation. 


CH, —R +f CH, 


f 
; CH, CH, CH, 
7 O-e7-o7 a i 
+ 


benzylic cation 


Ethers, amines, and carbonyl compounds can also fragment to give resonance- 
stabilized cations. The oxygen and nitrogen atoms in these compounds have nonbond- 
ing electrons that can stabilize the positive charge of a cation through resonance forms 
with octets on all the atoms. Common fragmentations often cleave the bond next to the 
carbon atom bearing the oxygen or nitrogen. We will see examples of these favorable 
fragmentations in later chapters covering the chemistry of these functional groups. 


Ketones and aldehydes: loss of alkyl groups to give acylium ions 


PROBLEM-SOLVING HINT 


Fragmentations often split off simple O : 
alkyl groups, so it helps to recognize R | LR 


—Cr > R—C=O* + -R’ 
their mass numbers: = 
m/z is even acylium ion (odd m/z) 
methyl CH3 15 
ethyl C5Hs 
Ethers: a cleavage 

ge clk [- + a cleavage oa 

butyl CaHo [R4-CH, —O—R’]: DEON EES H,C—O —R’ + -R 
Note that the numbers increase by m/z is even stabilized cation (odd m/z) 


14, the mass of a CH» group. 


or loss of an alkyl group 
[R—CH, —O+R 1] —>» R—CH=OH + -R’ 


m/z is even stabilized cation (odd m/z) 


Amines: « cleavage to give stabilized cations 


7 + 
[R,N—CH,-+-R’']' —> R,N=CH, + ‘RP’ 


m/z is odd iminium ion (even m/z) 


PROBLEM 12-10 


Ethers are not easily differentiated by their infrared spectra, but they tend to form predict- 
able fragments in the mass spectrum. The following compounds give similar but distinctive 
mass spectra. 


wee an Ne aa wok 
butyl propyl! ether butyl isopropyl ether 


Both compounds give prominent peaks at m/z 116, 73, 57, and 43. But one compound gives 
a distinctive strong peak at 87, and the other compound gives a strong peak at 101. Determine 
which compound gives the peak at 87 and which one gives the peak at 101. Propose frag- 
mentations to account for the ions at m/z 116, 101, 87, and 73. 


X 
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12-15C Fragmentation Splitting Out a Small Molecule; 
Mass Spectra of Alcohols 


Mass spectral peaks are often seen corresponding to loss of small, stable molecules. Loss 
of a small molecule is usually indicated by a fragment peak with an even mass number, 
corresponding to loss of an even mass number. A radical cation may lose water (mass 18), 
CO (28), CO, (44), and even ethene (28) or other alkenes. The most common example is the 
loss of water from alcohols, which occurs so readily that the molecular ion is often weak or 
absent. The peak corresponding to loss of water (the M—18 peak) is usually strong, however. 


Alcohols often lose water. 


jel 

of 
a —> | >c=c< |? + H,0 
even m/z even m/z loss of 18 


The mass spectrum of 3-methylbutan-1-ol (Figure 12-22) shows a favorable loss of 
water. The even-numbered peak at m/z 70 that appears to be the molecular ion is actually 
the intense M-18 peak. The molecular ion (m/z 88) is not observed because it loses water 
very readily. The base peak at m/z 55 corresponds to loss of water and a methyl group. 

In addition to losing water, alcohols commonly fragment next to the carbinol carbon 
atom to give a resonance-stabilized carbocation. This fragmentation is called an alpha 
cleavage because it breaks the bond next to the carbon bearing the hydroxy group. 


a cleavage of an alcohol 
OH + O 
utes) == ject a ee’ | ye 
14 | | | 
resonance-stabilized 


An alpha cleavage is prominent in the spectrum of 2,6-dimethylheptan-4-o0l shown in 
Problem 12-11. 


i 
a = H,O + | CH, —CH— CH=CH m/z 70 
CH + 8 2: [a 2_| = 
CH;—CH — CH, —CH,—OH | ~. ‘i i 
7 7 H,O + -CH; + ct <> Cc 
fo LN + 
CH, “CH=CH, CH; ~CH—CH, 
allylic cation m/z 55 
(base peak) 
100 1 1 + 
| 55 | (M-18-15) 
80 70 
| M-18 
2 60 CH; 
Ss tf | 
E46 CH,— CH — CH, — CH, — OH 
= | 3-methylbutan-1-ol FIGURE 12-22 The mass spectrum 
20 of 3-methylbutan-1-ol. The strong peak 
L M* at m/z 70 is actually the M-18 peak, 
0 A corresponding to loss of water. The 


10' 20' 30 40. 50. 60 70 80 90 100. 110° 120° 130° 140° 150 160 molecular ion is not visible because it 
mlz loses water easily. 
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PROBLEM-SOLVING HINT 


In general, you should be able to 
propose favorable fragmentations 
for two or three of the largest peaks 
in a spectrum. Also, the spectrum 


should contain large peaks 
corresponding to the most favorable 
fragmentations of your proposed 
structure. You shouldn't expect to 
account for all the peaks, however. 


Infrared Spectroscopy and Mass Spectrometry 


( PROBLEM 12-11 


Account for the peaks at m/z 87, 111, and 126 in the mass spectrum of 2,6-dimethylheptan-4-ol. 


100 
| OH 
80 
L pees 
3 60 2,6-dimethylheptan-4-ol 
3s +L 
5 
eel 87 
20 111 126 
0 


wal iL 
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SUMMARY Common Fragmentation Patterns 


This summary is provided for rapid reference to the common fragmentation patterns of simple functional groups. Some 
of these functional groups are discussed in more detail in later chapters. 


1. Alkanes: cleavage to give the most stable carbocations (Section 12-15A) 


m/z is even m/z is odd 


2. Alcohols: loss of water (Section 12-15C) 


+ 


H OH 
4. 
Ne]: 
= _ | >c=c< | + H,O 
m/z is even m/z is even 


or a cleavage (Section 12-15C) 


Tr i ie T | 
cte > Cte C e 3 
| ° | | | | 
m/z is even m/z is odd 


3. Alkenes and aromatics: cleavage to give allylic and benzylic carbocations (Section 12-15B and Section 16-15) 


- 
R—CH=CH—CH, + ‘BR’ 
allylic cation (odd m/z) 


| 
Oot] -O-m-1- © 


tropylium ion 
m/z91 


[R—CH=CH—CH)+R’]° —> 


benzylic cation 
m/z 91 
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Essential Terms 


4. Amines: « cleavage next to the carbon bearing the nitrogen to give stabilized cations (Section 12-15B and 19-8D) 


~ 
—_ R,N= CH, + *R’ 


[R,N—CH,+R ]* 
m/z is odd iminium ion (even m/z) 

5. Ethers: loss of an alkyl group (Sections 12-15B and 14-4) 

R—CH=OH + °R’ 


— 


[R—CH,—0+R"}! 
m/z is even stabilized cation (odd m/z) 


R—CH,—O: + ¢R 


or [R—CH,—O-+R’]* > 


m/z is even alkyl cation (odd m/z) 
or « cleavage next to the carbon bearing the oxygen 


a cleavage 
es 


‘ 
[R-+-CH—O—R' J" HC=O—R’ + -R 


m/z is even stabilized cation (odd m/z) 


6. Ketones and aldehydes: loss of alkyl groups next to the carbon bearing the oxygen 
to give acylium ions (Section 12-15B and 18-5) 


i a 
R—C +R’ > 


m/z is even 


R—C=0* + -:R’ 


acylium ion a 


The McLafferty rearrangement splits out alkenes (covered in Section 18-5). 


y-hydrogen 


m/z is even m/z is even 


Essential Terms 


absorption spectroscopy 


base peak 
conjugated double bonds 


electromagnetic spectrum 


fingerprint region 


The measurement of the amount of light absorbed by a compound as a function of the wave- 
length. (p. 609) 

The strongest peak in a mass spectrum. (p. 640) 

Double bonds that alternate with single bonds, allowing their pi bonding orbitals to overlap 
with each other. (p. 618) 

The range of all possible electromagnetic frequencies from zero to infinity. In practice, it ranges 
from radio waves up to gamma rays. (p. 611) 

The portion of the infrared spectrum between 600 and 1400 cm ', where many complex vibra- 
tions occur. So named because no two different compounds (except enantiomers) have 
exactly the same absorptions in this region. (p. 614) 


1 
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fragmentation 
frequency (v) 


gas chromatograph (GC) 


infrared spectrometer 
infrared spectrum 


interferometer 


IR-active 
IR-inactive 
mass spectrometer 


mass spectrum 


m/z (formerly m/e): 


molecular ion, M* 


M +1 peak: 
M +2 peak: 
overtone 


photon 
radical cation 


source (ion source) 


wavelength (A) 
wavenumber (7) 


Infrared Spectroscopy and Mass Spectrometry 


(Fourier-transform infrared spectrometer) Infrared light passes through both the sample and a 
scanning interferometer to give an interference pattern (interferogram). The interferogram 
is digitized, and the Fourier-transformed spectrum is calculated. (p. 616) 

The breaking apart of a molecular ion upon ionization in a mass spectrometer. (p. 639) 

The number of complete wave cycles that pass a fixed point in a second; or the number of 
reversals of the electromagnetic field per second. (p. 610) 

An instrument that vaporizes a mixture, passes the vapor through a column to separate the com- 
ponents, and detects the components as they emerge from the column. Mass spectrometry 
is one of the methods used to detect the components. (p. 641) 

(high-resolution mass spectrometer) A mass spectrometer that measures masses very accurately, 
usually to 1 part in 20,000. This high precision allows calculation of molecular formulas using 
the known atomic masses of the elements. (p. 642) 

A device that measures a compound's absorption of infrared light as a function of frequency or 
wavelength. (p. 615) 

A graph of the infrared energy absorbed by a sample as a function of the frequency (v, expressed 
as a wavenumber, cm“') or the wavelength (A, expressed in um). (p. 612) 

The light-measuring portion of an FT-IR spectrometer. The light is split into two beams. One 
beam is reflected from a stationary mirror, and the other from a moving mirror. The beams 
are recombined to form an interference pattern called an interferogram. Fourier transformation 
of the interferogram gives the spectrum. (p. 616) 

A vibration that changes the dipole moment of the molecule and thus can absorb infrared light. 
(p. 615) 

A vibration that does not change the dipole moment of the molecule and thus cannot absorb 
infrared light. (p. 615) 

An instrument that ionizes molecules, sorts the ions according to their masses, and records the 
abundance of ions of each mass. (p. 638) 

The graph produced by a mass spectrometer, showing the masses along the x axis and their 
abundance along the y axis. (p. 638) 

The mass-to-charge ratio of an ion. Most ions have a charge of +1, and m/z simply represents 
their masses. (p. 639) 

(parent ion) In mass spectrometry, the ion with the same mass as the molecular weight of the 
original compound; no fragmentation has occurred. (p. 639) 

An isotopic peak that is one mass unit heavier than the major molecular ion peak. (p. 639) 

An isotopic peak that is two mass units heavier than the major molecular ion peak. (p. 639) 

A _ relatively weak absorption at a multiple of (usually double) the fundamental vibration 
frequency. Occurs with very strong absorptions, such as those of carbonyl (C=O) groups. 
(p. 615) 

A massless packet of electromagnetic energy. (p. 610) 

A positively charged ion with an unpaired electron; commonly formed by electron impact 
ionization, when the impinging electron knocks out an additional electron. (p. 639) 

R:R +e —> [R-R]* + 2e 
radical cation 

The part of a mass spectrometer where the sample is ionized and undergoes fragmentation. 
(p. 639) 

The distance between any two peaks (or any two troughs) of a wave. (p. 610) 

The number of wavelengths that fit into one centimeter (cm™! or reciprocal centimeters); 
proportional to the frequency. The product of the wavenumber (in cm ') and the wavelength 
(in wm) is 10,000. (p. 611) 


Study Problems 


Essential Problem-Solving Skills in Chapter 12 


Each skill is followed by problem numbers exemplifying that particular skill. 
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1 Identify the reliable characteristic peaks in an infrared spectrum, and Problems 12-14, 15, 16, 23, 24, 25, 
propose which functional groups are likely to be present in the molecule. and 30 

2 Explain which functional groups cannot be present in a molecule because Problems 12-15, 16, 19, 23, 24, 
their characteristic peaks are absent in the IR spectrum. and 25 

3 Explain why some characteristic infrared absorptions are usually strong, and Problems 12-14, 16, 19, 25, 
why others may be weak or absent. and 28 

4 Identify conjugated and strained C=O bonds and conjugated and aromatic Problems 12-15, 16, 24, 25, 28, 
C=C bonds from their absorptions in the IR spectrum. and 30 

5 Determine a compound's molecular weight from its mass spectrum. Problems 12-20, 23, 24, and 29 
Recognize the presence of Br, Cl, |, N, and S atoms, based on the mass Problems 12-20, 26, 27, 29, 
spectrum. and 31 

7 Given a structure, predict the major ions that will be observed in the mass Problems 12-17, 18, 22, 29, 
spectrum from fragmentation of the molecular ion. and 31 


8 Use the fragmentation pattern to determine whether a proposed structure is con- Problems 12-20, 23, 26, 29, 
sistent with the mass spectrum. and 31 


Study Problems 


12-12 


12-13 


12-14 


Predict the characteristic infrared absorptions of the functional groups in the following molecules. 


(a) cyclopentene (b) hexan-2-ol (c) hexan-2-one 

(d) hex-l-yne (e) dimethylamine (f) hexanoic acid 

(g) hexanenitrile (h) methyl acetate (i) hexanamide 

Convert the following infrared wavenumbers into wavelengths. 

(a) 1600 cm |, typical for an aromatic C=C (b) 3000 cm |, typical for a saturated C— H bond 
(c) 1715 cm, typical for a ketone carbonyl (d) 1750 cm|, typical for an ester carbonyl 

(e) 2220 cm |, typical for a nitrile (f) 3300 cm |, typical for an alcohol O—H 


All of the following compounds absorb infrared radiation between 1600 and 1800 cm. In each case, 
1. show which bonds absorb in this region. 

2. predict the approximate absorption frequencies. 

3. predict which compound of each pair absorbs more strongly in this region. 


H CH,CH CH,CH H CH,CH, H OCH,CH 
(a) \c=c” a o=c” _ (b) Scac” _ Gat’ _ 
= or O= = or = 
\ \ 7 \ 
H H H H H H H 
CH,CH, H CH,CH, HL CH, H CH,CH, 
© N=c or. c=¢ (d) eae o C=C 
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12-15 


12-16 


Describe the characteristic infrared absorption frequencies that would allow you to distinguish between the following pairs 


of compounds. 
(a) 2,3-dimethylpent-2-ene and 2-ethyl-3-methylbut-l-ene (b) 5-methylcyclohexa-1,3-diene and 3-methylcyclohexa-1,4-diene 
i 1 i 
(c) CH3(CH>).— C—H and CH3(CH))2—C —CH,CH, (d) CH3CH,— C—N—H and CH3CH,CH,—C — CH,CH; 
butanal hexan-3-one | 
H 
propanamide hexan-3-one 
H 
7 
1 O 
(e) CH;(CH,), -C=C—H and CH;(CH,),—C=N (f) CH3CH2z—C—OH and CH3;CH;,—CH—CH,—C—H 
pent-1l-yne butanenitrile propanoic acid 3-hydroxypentanal 
O O 
OL i O 
(g) and (h) and 
2-methylcyclohexanol = 2-methylcyclohexanone 6-methylcyclohex-2-enone 6-methylcyclohex-3-enone 


Four infrared spectra are shown, corresponding to four of the following compounds. For each spectrum, determine the 
structure and explain how the peaks in the spectrum correspond to the structure you have chosen. 
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Predict the masses and the structures of the most abundant fragments observed in the mass spectra of the following 
compounds. 


(a) 2-methylpentane (b) 3-methylhex-2-ene (c) 4-methylpentan-2-ol 
(d) 2-methyl-1-phenylpropane (e) cyclohexyl isopropyl ether [cyclohexyl — O — CH(CH3)>] 
i 
(f) CH;CH,CH,NHC(CH3)3 (g) C—CH, *(h) +3-bromo-2-methylpentane 
tert-butyl propyl amine 
acetophenone 
Give logical fragmentation reactions to account for the following ions observed in these mass spectra. 
(a) n-octane: 114, 85, 71, 57 (b) methylcyclohexane: 98, 83 (c) 2-methylpent-2-ene: 84, 69 
(d) pentan-1-ol: 70, 55, 41, 31 (e) N-ethylaniline (PhRNHCH,CH3): 121, 106, 77 


*(f) 1-bromo-2-methylbutane: 152, 150, 123, 121, 71 (base) 
A common lab experiment is the dehydration of cyclopentanol to cyclopentene. 
(a) Explain how you could tell from the IR spectrum whether your product was pure cyclopentene, pure cyclopentanol, 
or a mixture of cyclopentene and cyclopentanol. Give approximate frequencies for distinctive peaks. 
(b) Explain why mass spectrometry might not be a good way to distinguish cyclopentene from cyclopentanol. 
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12-20 (A true story.) While organizing the undergraduate stockroom, a new chemistry professor found a half-gallon jug containing a 
cloudy liquid (bp 100-105 °C), marked only “STUDENT PREP.” She ran a quick mass spectrum, which is printed below. 
As soon as she saw the spectrum (without even checking the actual mass numbers), she said, “I know what it is.” 
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(a) What compound is the “student prep”? Any uncertainty in the structure? 
(b) Suggest structures for the fragments at 136, 107, and 93. Why is the base peak (at m/z 57) so strong? 

*12-21 A C—D (carbon—deuterium) bond is electronically much like a C—H bond, and it has a similar stiffness, measured by 
the spring constant, k. The deuterium atom has twice the mass (m) of a hydrogen atom, however. 

(a) The infrared absorption frequency is approximately proportional to Vk/m, when one of the bonded atoms is much 
heavier than the other, and m is the lighter of the two atoms (H or D in this case). Use this relationship to calculate the 
IR absorption frequency of a typical C—D bond. Use 3000 cm“! as a typical C—H absorption frequency. 

(b) A chemist dissolves a sample in deuterochloroform (CDCI;) and then decides to take the IR spectrum and simply 
evaporates most of the CDCl;. What functional group will appear to be present in this IR spectrum as a result of the 
CDCI; impurity? 

*12-22 — The mass spectrum of n-octane shows a prominent molecular ion peak (m/z 114). There is also a large peak at m/z 57, 
but it is not the base peak. The mass spectrum of 3,4-dimethylhexane shows a smaller molecular ion, and the peak at 
mass 57 is the base peak. Explain these trends in abundance of the molecular ions and the ions at mass 57, and predict the 
intensities of the peaks at masses 57 and 114 in the spectrum of 2,2,3,3-tetramethylbutane. 

12-23) =Anunknown, foul-smelling hydrocarbon gives the mass spectrum and infrared spectrum shown. 
(a) Use the mass spectrum to propose a molecular formula. How many elements of unsaturation are there? 
(b) Use the IR spectrum to determine the functional group(s), if any. 
(c) Propose one or more structures for this compound. What parts of the structure are uncertain? If you knew that 
hydrogenation of the compound gives n-octane, would the structure still be uncertain? 
(d) Propose structures for the major fragments at 39, 67, 81, and 95 in the mass spectrum. 
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Chapter 9 covered a synthesis of alkynes by a double dehydrohalogenation of dihalides. A student tried to convert 
trans-2,5-dimethylhex-3-ene to 2,5-dimethylhex-3-yne by adding bromine across the double bond and then doing a 
double elimination. The infrared and mass spectra of the major product are shown here. 
Br 
ZA oo. AK = \—__ C=C —{ 
heat 
Br 
(a) Do the spectra confirm the right product? If not, what is it? 
(b) Explain the important peaks in the IR spectrum. 
1 
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12-25 =‘ Three IR spectra are shown, corresponding to three of the following compounds. For each spectrum, determine the 
structure and explain how the peaks in the spectrum correspond to the structure you have chosen. 
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12-28 


Study Problems 659 


A laboratory student added 1-bromobutane to a flask containing dry ether and magnesium turnings. An exothermic reaction 

resulted, and the ether boiled vigorously for several minutes. Then she added acetone to the reaction mixture and the ether 

boiled even more vigorously. She added dilute acid to the mixture and separated the layers. She evaporated the ether layer, 

and distilled a liquid that boiled at 143 °C. GC-MS analysis of the distillate showed one major product with a few minor 

impurities. The mass spectrum of the major product is shown here. 

(a) Draw out the reactions that took place and show the product that was formed. 

(b) Explain why the molecular ion is or is not visible in the mass spectrum, and show what ions are likely to be 
responsible for the strong peaks at m/z 59 and 101. 
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(Another true story.) A student who was checking into her lab desk found an unlabeled sample from a previous student. 
She was asked to identify the sample. She did an IR spectrum and declared, “It looks like an alkane.” But it seemed too 
reactive to be an alkane, so she did a GC—MS. The mass spectrum is shown next. Identify the compound as far as you can, 
and state what part of your identification is uncertain. Propose fragments corresponding to the numbered peaks. 
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Three common lab experiments are shown. In each case, describe how the IR spectrum of the product would differ from 


that of the reactant. Give approximate frequencies for distinctive peaks in the IR spectrum of the reactant and also that of 
the product. 


oxidation OH 0 Hs a Ott 
(a) (b) ———— 
_KMn0, H’, heat 
Fiiheat heat OH acid on 
methyl salicylate hydrolysis salicylic acid 
cyclohexanone cyclohexanol (wintergreen) 
O 
(c) WS SS 
OH. Swern oxidation H 
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The ultimate test of fluency in MS and IR is whether you can determine a moderately complex structure from just the MS 
and the IR, with no additional information. The IR and MS of a compound are shown below. Use everything you know 
about IR and MS, plus reasoning and intuition, to determine a likely structure. Then show how your proposed structure is 
consistent with these spectra. 
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These five structures all have distinguishing absorptions in the IR. Match each structure with its characteristic absorption. 


So NS oF 


Structure 1 Structure 2 Structure 3 Structure 4 Structure 5 
(a) sharp, 2254 cm! (b) very broad, centered about 3330 cm! 
(c) strong, slightly broadened, 1645 cm™! (d) broad with spikes at 3367 and 3292 cm! 


(e) strong, sharp 1717 cm ! 


Consider the following four structures, followed by mass spectral data. Match each structure with its characteristic 
molecular ion or fragment. In each case, give a likely structure of the ion responsible for the base peak. 


O 


Structure | Structure 2 Structure 3 Structure 4 


(a) base peak at 105 (b) base peak at 72 
(c) M* doublet at 198 and 200, base peak at 91 (d) base peak at 91, large peak at 43 


Nuclear Magnetic Resonance 


Spectroscopy 


Goals for Chapter 13 


41 Use the chemical shifts, splitting 
patterns, and integrations shown in 
a proton NMR spectrum to propose 
structures for possible compounds. 


2 Use the number of peaks and 
their chemical shifts in a '2C NMR 
spectrum to determine the number 
of types of carbon atoms in the 
compound and what functional 
groups they might represent. 


3 Given a chemical structure, pre- 
dict the major features of its proton 
and '3C¢ NMR spectra. 


4& Combine the information from 
NMR spectra, IR spectra, and mass 
spectra to determine the structures 
of unknown organic compounds. 


<4 This MRI scan of a human brain 
(viewed from below) shows a metastatic 
tumor, appearing as bright blue, in the left 
occipital lobe. The MRI (nuclear magnetic 
resonance imaging) instrument is a 
large-bore, broadband NMR instrument 
that produces a rapidly varying field 
gradient to obtain spatial information 
that is used to form an image. 


13-1 Introduction 


Nuclear magnetic resonance spectroscopy (NMR) is the most powerful tool avail- 
able for organic structure determination. Like infrared spectroscopy, NMR can be 
used with a very small sample, and it does not harm the sample. The NMR spectrum 
provides a great deal of information about the structure of the compound, and many 
structures can be determined using only the NMR spectrum. More commonly, how- 
ever, NMR spectroscopy is used in conjunction with other forms of spectroscopy 
and chemical analysis to determine the structures of complicated organic molecules. 

NMR is used to study a wide variety of nuclei, including 1H, Bc, PN, !°F, and 2!P. 
Organic chemists find proton (1H) and carbon-13 (3C¢) NMR to be most use- 
ful because hydrogen and carbon are major components of organic compounds. 
Historically, NMR was first used to study protons (the nuclei of hydrogen atoms), and 
proton magnetic resonance ('H NMR) spectrometers have been the most common. 
“Nuclear magnetic resonance” is assumed to mean “proton magnetic resonance” 
unless a different nucleus is specified. We begin our study of NMR with 'H NMR and 
conclude with a discussion of °C NMR. 
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Nuclear Magnetic Resonance Spectroscopy 


13-2 Theory of Nuclear Magnetic Resonance 


A nucleus with an odd atomic number or an odd mass number has a nuclear spin that 
can be observed by the NMR spectrometer. A proton is the simplest nucleus, and its 
odd atomic number of 1 implies it has a spin. We can visualize a spinning proton as a 
rotating sphere of positive charge (Figure 13-1). This movement of charge is like an 
electric current in a loop of wire. It generates a magnetic field (symbolized by B), called 
the magnetic moment, that looks like the field of a small bar magnet. 

When a small bar magnet is placed in the field of a larger magnet (Figure 13-2), it 
twists to align itself with the field of the larger magnet—a lower energy arrangement 
than an orientation against the field. The same effect is seen when a proton is placed 
in an external magnetic field (By), as shown here. Quantum mechanics requires the 
proton’s magnetic moment to be aligned either with the external field or against the 
field. The lower-energy state with the proton aligned with the field is called the alpha- 
spin (a-spin) state. The higher-energy state with the proton aligned against the external 
magnetic field is called the beta-spin (B-spin) state. 


Bo Bo 


(externally 
applied field) 


a-spin state 
(lower energy) 


$-spin state 
(higher energy) 


In the absence of an external magnetic field, proton magnetic moments have ran- 
dom orientations. When an external magnetic field is applied, each proton in a sample 


FIGURE 13-1 The magnetic 
moment. A spinning proton generates 
a magnetic field, called its magnetic 
moment. This magnetic field (B) 
resembles that of a small loop of 
current or bar magnet. 
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FIGURE 13-2 The effect of an 
external magnetic field. An external 
magnetic field (Bo) applies a force to 
a small bar magnet, twisting the bar 
magnet to align it with the external 
field. The arrangement of the bar 
magnet aligned with the field is lower 
in energy than the arrangement 
aligned against the field. 
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assumes the @ state or the 6 state. Because the a-spin state is lower in energy, there 
are more a spins than f spins. 


wd B spin 


@ @ - energy 
Dp: spin 


x, energy 


external field 


——__$__—_—_—_—_—> 
Bg increases 
No Field Magnetic Field 
spins in all directions spins aligned with the field (a) 
no energy difference or against the field (6) 


In a strong magnetic field, the energy difference between the two spin states is 
larger than it is in a weaker field. In fact, the energy difference is proportional to the 
strength of the magnetic field, as expressed in the equation 


h 
AE = Bo 
20 


where 
AE = energy difference between a and 8 states 
h = Planck’s constant 
Bo = strength of the external magnetic field 
y = gyromagnetic ratio, 26,753 sec”! gauss”! for a proton 


The gyromagnetic ratio (y) is a constant that depends on the magnetic moment of the 
nucleus under study. Magnetic fields are measured in gauss; for example, the strength 
of the Earth’s magnetic field is about 0.57 gauss. The SI unit for magnetic field is the 
tesla (T), which is simply 10,000 gauss. 

The energy difference between a proton’s two spin states is small. For a strong 
external magnetic field of 25,000 gauss (2.5 T), it is only about 10° kcal/mol 
(4X10-°kJ/mol). Even this small energy difference can be detected by NMR. When 
a proton interacts with a photon with just the right amount of electromagnetic energy, 
the proton’s spin can flip from @ to 6 or from B to a. A nucleus aligned with the field 
can absorb the energy needed to flip and become aligned against the field. 

When a nucleus is subjected to the right combination of magnetic field and 
electromagnetic radiation to flip its spin, it is said to be “in resonance” (Figure 13-3), 
and its absorption of energy is detected by the NMR spectrometer. This is the origin of 
the term nuclear magnetic resonance. 

As we saw in Chapter 12, a photon’s energy is given by E = hv, meaning that the 
energy, E, is proportional to v, the frequency of the electromagnetic wave. This equation 
can be combined with the equation for the energy difference between the spin states: 


h 
AE = hv = y~— Bo 
27 


Rearranging to solve for v shows that the resonance frequency v is proportional to the 
applied magnetic field (Bo) and the gyromagnetic ratio (y): 
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FIGURE 13-3 NMR absorption. 

A nucleus is “in resonance” when 

it is irradiated with radio-frequency 
photons having energy equal to the 
energy difference between the spin 
states. Under these conditions, a 
proton in the a-spin state can absorb a 
photon and flip to the B-spin state. 


Richard Robert Ernst 
(1933-2021) was a Swiss physical 
chemist who, after earning 

his PhD, started his career as a 
scientist at a private company. He 
invented Fourier transform NMR 


and noise decoupling there 

before returning to academia. 

For his contributions to the 
development of the methodology 
of high-resolution NMR 
spectroscopy, Ernst was awarded 
the Nobel Prize in chemistry (1991). 
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| 


For a proton, y = 26,753 sec! gauss ~, and 


_ (6,753 sec | gauss !) 
- 207 


For the fields of currently available magnets, proton resonance frequencies occur 
in the radio-frequency (RF) region of the spectrum. NMR spectrometers are usually 
designed for the most powerful magnet that is practical for the price range of the spec- 
trometer, and the radio frequency needed for resonance is calculated based on the field. 
A more powerful magnet makes AE larger and more easily detected, and it increases 
the frequency difference between signals, giving spectra that are more clearly resolved 
and easier to interpret. In the past, the most common operating frequency for student 
spectrometers has been 60 MHz (megahertz; | million cycles per second), correspond- 
ing to a magnetic field of 14,092 gauss. Higher-resolution instruments commonly oper- 
ate at frequencies of 200 to 600 MHz (and higher), corresponding to fields of 46,972 
to 140,918 gauss. 


v X Bo = (4257.8 sec | gauss!) X Bo 


SOLVED PROBLEM 13-1 
Calculate the magnetic fields that correspond to proton resonance frequencies of 60.00 MHz 


and 300.00 MHz. 


SOLUTION 
We substitute into the equation v = (1/277)yBo. 


60.00 MHz 
Bo 


60.00 X 10° sec”! = (4257.8 sec”! gauss!) X Bo 
14,092 gauss (1.4092 tesla) 


300.00 MHz = 300.00 X 10°sec”! = (4257.8 sec! gauss!) X Bo 
Boy = 70,459 gauss (7.0459 tesla) 


13-3 Magnetic Shielding by Electrons 


Up to now, we have considered the resonance of a naked proton in a magnetic field, 
but real protons in organic compounds are not naked. They are surrounded by electrons 
that partially shield them from the external magnetic field. The electrons circulate and 
generate a small induced magnetic field that opposes the externally applied field. 

A similar effect occurs when a loop of wire is moved into a magnetic field. The 
electrons in the wire are induced to flow around the loop in the direction shown in 
Figure 13-4; this is the principle of the electric generator. The induced electric current 
creates a magnetic field that opposes the external field. 

In a molecule, the electron cloud around each nucleus acts like a loop of wire, rotat- 
ing in response to the external field. This induced rotation is a circular current whose 
magnetic field opposes the external field. The result is that the magnetic field at the 
nucleus is weaker than the external field, and we say the nucleus is shielded. The effec- 
tive magnetic field at the shielded proton is always weaker than the external field, so the 
applied field must be increased for resonance to occur at a given frequency (Figure 13-5). 


Bestective = Bexternal a Bhielding 


At 300 MHz, an unshielded naked proton absorbs at 70,459 gauss, but a shielded 
proton requires a stronger field. For example, if a proton is shielded by | gauss 
when the external field is 70,459 gauss, the effective magnetic field at the proton is 
70,458 gauss. If the external field is increased to 70,460 gauss, the effective magnetic 
field at the proton is increased to 70,459 gauss, which brings this proton into resonance. 

If all protons were shielded by the same amount, they would all be in resonance at 
the same combination of frequency and magnetic field. Fortunately, protons in different 
chemical environments are shielded by different amounts. In methanol, for example, 
the electronegative oxygen atom withdraws some electron density from around the 
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13-3 Magnetic Shielding by Electrons 


FIGURE 13-4 Induced magnetic 
field Moving a loop of wire into a 
magnetic field induces a current in 
the wire. This current produces its 
own smaller magnetic field in the 
direction opposite the applied field. 
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In a molecule, electrons can circulate 


around a nucleus. The resulting 


“current” sets up a magnetic field 


that opposes the external field, so the 


nucleus feels a slightly weaker field. 
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electrons FIGURE 13-5 A proton shielded 
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hydroxy proton. The hydroxy proton is not shielded as much as the methyl protons, so 
the hydroxy proton absorbs at a lower field than the methyl! protons (but still at a higher 
field than a naked proton). We say that the hydroxy proton is deshielded somewhat by 


the presence of the electronegative oxygen atom. 


Because of the diverse and complex structures of organic molecules, the shielding 
effects of electrons at various positions are generally different. A careful measurement 
of the field strengths required for resonance of the various protons in a molecule pro- 


vides us with two important types of information: 


1. The number of different absorptions (also called signals or peaks) implies how 


many different types of protons are present. 


2. The amount of shielding shown by these absorptions implies the electronic 


structure of the molecule close to each type of proton. 


666 CHAPTER 13. Nuclear Magnetic Resonance Spectroscopy 


FIGURE 13-6 Simplified block 
diagram of a nuclear magnetic 
resonance spectrometer. 


Two other aspects of the NMR spectrum we will consider are the intensities of the 
signals and their splitting patterns: 


3. The intensities of the signals imply how many protons of each type are present. 


4. The splitting of the signals gives information about other nearby protons. 


Before discussing the design of spectrometers, let’s review what happens in 
an NMR spectrometer. Protons (in the sample compound) are placed in a magnetic 
field, where they align either with the field or against it. While still in the magnetic 
field, the protons are subjected to radiation of a frequency they can absorb by 
changing the orientation of their magnetic moment relative to the field. If protons 
were isolated, they would all absorb at the same frequency, proportional to the 
magnetic field. 

But protons in a molecule are partially shielded from the magnetic field, and this 
shielding depends on each proton’s environment. Thus, protons in different environ- 
ments within a molecule exposed to a constant frequency absorb the radiation at 
different magnetic field strengths. The NMR spectrometer was originally developed 
to vary the magnetic field and plot a graph of energy absorption as a function of 
the magnetic field strength. Such a graph is called a nuclear magnetic resonance 
spectrum. 


13-4 The NMR Spectrometer 


The original, simplest type of NMR spectrometer (Figure 13-6) consisted of four parts: 


1. A stable magnet, with a sensitive controller to produce a precise magnetic field 

2. A radio-frequency (RF) transmitter, emitting a precise frequency (continuous 
wave or CW) 

3. A detector to measure the sample’s absorption of RF energy 


4. A recorder to plot the output from the detector versus the applied magnetic field 


The printer records a graph of absorption (on the y axis) as a function of the applied 
magnetic field (on the x axis). Higher values of the magnetic field are toward the right 
(upfield), and lower values are toward the left (downfield). The absorptions of more 
shielded protons appear upfield, toward the right of the spectrum, and more deshielded 
protons appear downfield, toward the left. The NMR spectrum of methanol is shown 
in Figure 13-7. 
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FIGURE 13-7 Proton NMR 
spectrum of methanol. The more 
shielded methyl protons appear toward 
the right of the spectrum (higher 
field); the less shielded hydroxy proton 
appears toward the left (lower field). 


13-5 The Chemical Shift 


An NMR spectrum provides information about the electronic environment of each 
type of proton in a molecule. Each proton environment is characterized by the relative 
strength of the magnetic field that causes that proton to absorb energy from the RF 
transmitter. The variations in the positions of NMR absorptions, arising from electronic 
shielding and deshielding, are called chemical shifts. 


Chemical shift The difference (in parts per million) between the resonance field 
or frequency of the proton being observed and that of tetramethylsilane (TMS). 


13-5A Measurement of Chemical Shifts 


In practice, it is difficult to measure the absolute field where a proton absorbs with enough 
accuracy to distinguish individual protons, because the signals often differ by only a few 
thousandths of a gauss at an applied field of 70,459 gauss. A more accurate method for 
expressing chemical shifts is to determine the value relative to a reference compound 
added to the sample. The difference in the magnetic field strength between the resonances 
of the sample protons and the reference protons can be measured very accurately. 

The most common NMR reference compound is tetramethylsilane (CH3)4S1, 
abbreviated TMS. Because silicon is less electronegative than carbon, the methyl 
groups of TMS are relatively electron-rich, and their protons are well shielded. They 
absorb at a higher field strength than most hydrogens bonded to carbon or other 
elements, so most NMR signals appear downfield (to the left, deshielded) of the TMS 
signal. All 12 protons in TMS absorb at exactly the same applied magnetic field, giving 
one strong absorption. 

A small amount of TMS is added to the sample, and the instrument measures the 
difference in magnetic field between where the protons in the sample absorb and where 
those in TMS absorb. For each type of proton, the distance downfield of TMS is the 
chemical shift of those protons. Newer spectrometers operate at a constant magnetic 
field, and they measure the chemical shift as a frequency difference between the reso- 
nances of the protons in the sample and those in TMS. Remember that frequency units (v) 
and magnetic field units (Bo) are always proportional in NMR, with vy = yBo/27. 

Chemical shifts are measured in parts per million (ppm), a dimensionless fraction 
of either the total applied field or the total radio frequency. By custom, the difference 
(the chemical shift) between the NMR signal of a proton and that of TMS is shown on 
the horizontal axis of the NMR spectrum calibrated in frequency units (hertz or Hz). 


ame 
CH, 
tetramethylsilane (TMS) 
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A chemical shift in parts per million can be calculated by dividing the shift measured in 
hertz by the spectrometer frequency measured in millions of hertz (megahertz or MHz). 
In a 300-MHz (300,000,000 Hz) spectrum, for example, 1 ppm = 300 Hz. 


shift downfield from TMS (Hz) 
total spectrometer frequency (MHz) 


chemical shift (ppm) = 


The chemical shift (in ppm) of a given proton is the same regardless of the operating 
field and frequency of the spectrometer. The use of dimensionless chemical shifts to 
locate absorptions standardizes the values for all NMR spectrometers. 

The most common scale of chemical shifts is the 6 (delta) scale, which we will use 
(Figure 13-8). The signal from tetramethylsilane (TMS) is defined as 0.00 ppm on the 
6 scale. Most protons are more deshielded than TMS, so the 6 scale increases toward 
the left of the spectrum. The spectrum is calibrated in both frequency and ppm 6. 


FIGURE 13-8 Use of the 6 scale hentia ake wore shift downfield from TMS (in Hz) 

with 60- and 300-MHz spectrometers. une spectrometer frequency (in MHz) 

The absorption of TMS is defined as 0, 

with the scale increasing from right to | | | | | | | | | | | 

left (downfield, toward more deshielded 600Hz 480Hz 360Hz 240Hz 120Hz OHz 
protons). Each 6 unit is 1 ppm difference OOM: 10 9 8 FF © 5S 4 3 2 1 0 

from TMS: 60 Hz at 60 MHz and 300 Hz 

at 300 MHz. ppm 6 TMs 


| | | | | | | | | | | 
3000 Hz 2400Hz 1800Hz 1200Hz 600Hz 0 Hz 
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ppm 6 4 TMS 
7 
PROBLEM-SOLVING HINT SOLVED PROBLEM 13-2 
The chemical shift (in ppm) of a A 300-MHz spectrometer records a proton that absorbs at a frequency 2130 Hz downfield 
given proton is the same in any (deshielded) from TMS. 
NMR spectrometer, regardless of the (a) Determine its chemical shift. 


(b) Predict this proton’s chemical shift at 60 MHz. In a 60-MHz spectrometer, how far 
downfield (in hertz) from TMS would this proton absorb? 


operating field and frequency of the 
spectrometer. The frequency shift 
(in Hz) is proportional to the SOLUTION 

Operating frequency of the (a) The chemical shift is the fraction 


spectrometer. shift downfield (Hz) 2130 Hz 


= = 7.10 
spectrometer frequency (MHz) 300 MHz a 


(b) The chemical shift is unchanged at 60 MHz: 6 7.10. The frequency shift is 
60.00 MHz X (7.10 X 10°) = 426 Hz 


PROBLEM 13-1 


In a 300-MHz spectrometer, the protons in bromomethane absorb at a position 660 Hz down- 
field from TMS. 

(a) What is the chemical shift of these protons? 

(b) What is the chemical shift of the bromomethane protons in a 60-MHz spectrometer? 
(c) How many hertz downfield from TMS would they absorb at 60 MHz? 


The 300-MHz NMR spectrum of methanol (Figure 13-9) shows the two signals 
from methanol together with the TMS reference peak at 60.0. The methyl protons 
absorb 1025 Hz downfield from TMS. Their chemical shift is 3.4 ppm, so we say that 
the methyl] protons absorb at 6 3.4. The hydroxy proton absorbs farther downfield, at a 
position around 1450 Hz from TMS. Its chemical shift is 6 4.8. 

Both the hydroxy proton and the methyl! protons of methanol show the deshielding 
effects of the electronegative oxygen atom. The chemical shift of a methyl group in an 
alkane is about 6 0.9. Therefore, the methanol oxygen deshields the methyl protons by 
an additional 2.5 ppm. Other electronegative atoms produce similar deshielding effects. 
Table 13-1 compares the chemical shifts of methanol with those of the methyl! halides. 
Notice that the chemical shift of the methyl protons depends on the electronegativity 
of the substituent, with more electronegative substituents deshielding more and giving 
larger chemical shifts. 

The effect of an electronegative group on the chemical shift also depends on its 
distance from the protons. In methanol, the hydroxy proton is separated from oxygen 
by one bond, and its chemical shift is 6 4.8. The methyl protons are separated from 
oxygen by two bonds, and their chemical shift is 6 3.4. In general, the effect of an 
electron-withdrawing substituent decreases with increasing distance, and the effects 
are usually negligible on protons that are separated from the electronegative group by 
four or more bonds. 

This decreasing effect can be seen by comparing the chemical shifts of the various 
protons in 1-bromobutane with those in butane. The deshielding effect of an electro- 
negative substituent drops off rapidly with distance. In 1-bromobutane, protons on the 
a carbon are deshielded by about 2.5 ppm, and the B protons are deshielded by about 
0.4 ppm. Protons that are more distant than the 6 protons are deshielded by a negligible 
amount. 
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Photo of a 400-MHz NMR spectrometer. 
The metal container at the back contains 
the superconducting magnet, cooled 

by a liquid helium bath. The electronics 
used to control the spectrometer and to 
calculate spectra are at right. 
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FIGURE 13-9 A 300-MHz proton 
NMR spectrum of methanol. The 
methyl protons absorb at 63.4, and the 
hydroxy proton absorbs at 64.8. 


TABLE 13-1 Variation of Chemical Shift with Electronegativity 


X in CH; —X 
F OH cl Br I 
electronegativity of X 4.0 3.4 3.2 3.0 2.7 


Chemical shift of CH; — X 64.3 63.4 63.0 62.7 6 2.2 
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TABLE 13-2 Chemical Shift 
of the Chloromethanes 


Chemical 

Compound Shift Difference 

H 
H=C—H 6 0.2 

H a 54 

f - ppm 
H—C—Cl 6 3.0 

H 7 = 

mend m 

Ai # pp 
H—C—Cl o 53 

- s 1.9 

ai gf 9 ppm 
H-—C—eél O FZ 

cl 


Note: Each chlorine atom added changes the chemical 


shift of the remaining methyl protons by 2 to 3 ppm. 
These changes are nearly additive. 
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butane 1-bromobutane 
H H H H H H H 
| | | | le ly |p la 
(am 
H H H H H H H H 
chemical shift: 0.9 1.3 1.3 0.9 0.9 1.3 1.7 3.4 


deshielding resulting from Br, ppm: 0.0 0.0 0.4 2.5 


If more than one electron-withdrawing group is present, the deshielding effects are 
nearly (but not quite) additive. In the chloromethanes (Table 13-2), the addition of the 
first chlorine atom causes a shift to 6 3.0, the second chlorine shifts the absorption further 
to 65.3, and the third chlorine moves the chemical shift to 6 7.2 for chloroform. The 
chemical shift difference is about 2 to 3 ppm each time another chlorine atom is added, 
but each additional chlorine moves the peak slightly less than the previous one did. 


13-5B Characteristic Values of Chemical Shifts 


Because the chemical shift of a proton is determined by its environment, we can con- 
struct a table of approximate chemical shifts for many types of compounds. Let’s begin 
with a short table of representative chemical shifts (Table 13-3) and consider the rea- 
sons for some of the more interesting and unusual values. A comprehensive table of 
chemical shifts appears in Appendix 1. 


SOLVED PROBLEM 13-3 
Using Table 13-3, predict the chemical shifts of the protons in the following compounds. 


O 


(a) agar OH (b) Cl—CHs—CH}— CHS (c) (CH$);CCH’=CHS 

SOLUTION 

(a) The methyl group in acetic acid is next to a carbonyl group; Table 13-3 predicts a chemical 
shift of about 52.1. (The experimental value is 52.10.) The acid proton (— COOH) 
should absorb between 610 and 612. (The experimental value is 611.4, variable.) 

(b) Protons a are on the carbon atom bearing the chlorine, and they absorb between 63 and 64 
(experimental: 63.7). Protons b are one carbon removed, and they are predicted to absorb 
about 6 1.7, like the 6 protons in 1-bromobutane (experimental: 6 1.8). The methyl! protons c 
will be nearly unaffected, absorbing around 50.9 ppm (experimental: 6 1.0). 

(c) Methyl protons a are expected to absorb around 60.9 (experimental: 51.0). The vinyl 
protons b and c are expected to absorb between 55 and 56 (experimental: 65.8 for b 


and 64.9 for c). 
XV wi 


Vinyl and Aromatic Protons Table 13-3 shows that double bonds and aromatic rings 
produce large deshielding effects on their vinyl and aromatic protons. These deshield- 
ing effects result from the same type of circulation of electrons that normally shields 
nuclei from the magnetic field. In benzene and its derivatives, the aromatic ring of pi 
bonding electrons acts as a conductor, and the external magnetic field induces a ring 
current (Figure 13-10). At the center of the ring, the induced field acts to oppose the 
external field. These induced field lines curve around, however, and on the edge of the 
ring the induced field adds to the external field. As a result, the aromatic protons are 
strongly deshielded, resulting in a large chemical shift. Benzene absorbs at 67.2, and 
most aromatic protons absorb in the range of 67 to 68. 

The benzene molecule is not always lined up in the position shown in Figure 13-10. 
Because benzene is constantly tumbling in the solution, the chemical shift observed 
for its protons is an average of all the possible orientations. If we could hold a benzene 


TABLE 13-3 Typical Values of Chemical Shifts 


Type of Proton Approximate 6 Type of Proton Approximate 6 


alkane (—CH3) 0.9 Nee 
C=C 1:7 
sala ~ allylic ~CH, 
alkane (—CH,— ) 1.3 Ph—H 
: 7.2 
methylene aromatic 
—_— 2, 
alkane (~ eal 1.4 oe 3 , 
methine 1 
O R—C—H 9-10 
| aldehyde 
—C— CH, 2.1 
methyl ketone 1 
= R—C—0OH 10-12 
—C=C—H 25 acid 
acetylenic 
R—OH variable, about 2—5 
R—CH,—X 3-4. alcohol 
(X = halogen, O) Ar—OH variable, about 4-7 
phenol 
Se “ 
pe =CL 5-6 R—NH, variable, about 1.5—4 
vinyl H amine 


Note: These values are approximate, as all chemical shifts are affected by neighboring substituents. The 
numbers given here assume that alkyl groups are the only other substituents present. A more complete table 
of chemical shifts appears in Appendix 1. 


molecule in the position shown in Figure 13-10, its protons would absorb at a field even 
lower than 6 7.2. Other orientations, such as the one with the benzene ring edge-on to 
the magnetic field, would be less deshielded and would absorb at a higher field. It is the 
average of all these orientations that is observed by the resonance at 6 7.2. 

Figure 13-11 shows the NMR spectrum of toluene (methylbenzene). The aromatic 
protons absorb around 6 7.2. The methyl protons are deshielded by a smaller amount, 
absorbing at 6 2.3. 

The pi electrons of an alkene deshield the vinyl protons in the same way that an 
aromatic ring of electrons deshields the aromatic protons. The effect is not as large in 
the alkene, however, because there is not such a large, effective ring of electrons as 
there is in benzene. Once again, the motion of the pi electrons generates an induced 
magnetic field that opposes the applied field at the middle of the double bond. The 
vinyl] protons are on the periphery of this field, however, where the induced field bends 
around and reinforces the external field (Figure 13-12). As a result of this deshielding 
effect, most vinyl protons absorb in the range of 6 5 to 6 6. 
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PROBLEM-SOLVING HINT 


Table 13-3 provides the numbers 
but not the understanding and 


practice needed to work most NMR 
problems. Learn the material in 

this table, and then practice doing 
problems until you feel confident. 


circulation 
of electrons 
/ \ induced field 
a reinforces the 
> 


external field 


H 
j (deshielding) 


V 


\ 


B induced 
Bo induced magnetic field 


FIGURE 13-10 Aromatic ring 
current. The induced magnetic field 

of the circulating aromatic electrons 
opposes the applied magnetic field 
along the axis of the ring. The aromatic 
hydrogens are on the equator of the 
ring, where the induced field lines 
curve around and reinforce the applied 
field. 
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FIGURE 13-11 300-MHz proton NMR spectrum of toluene. The aromatic protons absorb at chemical shifts near 6 7.2, and the methyl protons 


absorb at 6 2.3. 


FIGURE 13-12 Deshielding by a 
pi bond. Vinyl protons are positioned 
on the periphery of the induced 
magnetic field of the pi electrons. In 
this position, they are deshielded by 
the induced magnetic field. 


a induced field 
Ri,,,, Ea reinforces the 
external field 
—~ (deshielding) 
Bo B Se Ja 


Acetylenic Hydrogens Because the pi bond of an alkene deshields the vinyl protons, 
we might expect an acetylenic hydrogen (—-C ==C — H) to be even more deshielded by 
the two pi bonds of the triple bond. The opposite is true: Acetylenic hydrogens absorb 
around 62.5, compared with 65 to 66 for vinyl protons. Figure 13-13 shows that the tri- 
ple bond has a cylinder of electron density surrounding the sigma bond. As the molecules 
tumble in solution, in some orientations this cylinder of electrons can circulate to produce 
an induced magnetic field. The acetylenic proton lies along the axis of this induced field, 
which is a shielded region. When this shielded orientation is averaged with all other pos- 
sible (mostly deshielded) orientations, the result is a resonance around 62.5. 


FIGURE 13-13 Partial shielding by a 
triple bond. When the acetylenic triple 
bond is aligned with the magnetic field, 
the cylinder of electrons circulates to 
create an induced magnetic field. The 
acetylenic proton lies along the axis of 
this field, which opposes the external 
field. 
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Aldehyde Protons Aldehyde protons (—CHO) absorb at even lower fields than 
vinyl protons and aromatic protons, between 69 and 610. Figure 13-14 shows that 
the aldehyde proton is deshielded both by the circulation of the electrons in the double 
bond and by the inductive electron-withdrawing effect of the carbonyl oxygen atom. 


FIGURE 13-14 Deshielding of the 
aldehyde proton. Like a vinyl proton, the 
aldehyde proton is deshielded by the 


as sit induced field circulation of electrons in the pi bond. 

ae reinforces the It is also deshielded by the electron- 

O C ae external field withdrawing effect of the carbony| 

== H (deshielding) (C=O) group, giving a resonance 
between 69 and 610. 


Bo seer Binduced 


Hydrogen-Bonded Protons The chemical shifts of O—H protons in alcohols and 
N—H protons in amines depend on the concentration. In concentrated solutions, these 
protons are deshielded by hydrogen bonding, and they absorb at a relatively low field, 
about 63.5 for an amine N — H and about 64.5 for an alcohol O— H. When the alcohol 
or amine is diluted with a non-hydrogen-bonding solvent such as CCl, hydrogen bond- 
ing becomes less important. In dilute solutions, these signals are observed around 62. 

Hydrogen bonding and the proton exchange that accompanies it may contribute 
to a broadening of the peak from an O—H or N—H proton. A broad peak appears 
because protons exchange from one molecule to another during the NMR resonance 
(see Section 13-12). The protons pass through a variety of environments during this 
exchange, absorbing over a wider range of frequencies and field strengths. 


Carboxylic Acid Protons Because carboxylic acid protons are bonded to an oxygen 
next to a carbonyl group, they have considerable positive character. They are strongly oH 


° ™~S 

deshielded and absorb at chemical shifts greater than 610. Carboxylic acids frequently p> a 
exist as hydrogen-bonded dimers (shown at right), with moderate rates of proton R—C C—R 
exchange that broaden the absorption of the acid proton. No ra 

The proton NMR spectrum of acetic acid is shown in Figure 13-15. As we expect, ~~" 
the methyl group next to the carbonyl! absorbs at a chemical shift of 62.1. The acid carboxylic acid dimer 

i 
HO—C—CH, 
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FIGURE 13-15 Proton NMR spectrum of acetic acid. The methyl protons of acetic acid are deshielded to about 62.1 by the 
adjacent carbonyl group. The acid proton appears at 611.8, shown on an offset trace. 
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proton signal appears at a chemical shift that is not scanned in the usual range of the 
NMR spectrum. It is seen in a second trace with a 2.0 ppm offset, meaning that this 
trace corresponds to frequencies with chemical shifts 2.0 ppm /arger than shown on 
the trace. The acid proton appears around 611.8, the sum of 69.8 read from the trace, 
plus the 62.0 offset. 


PROBLEM 13-2 


Predict the chemical shifts of the protons in the following compounds. 


H H H 
(CH3)3C H CH, CH; 
) oa 2o=o_ (b) (c) CH,O OCH, 
H C(CH3)3 
CH; CH; H H 
H 


iti T iy 
(d) cHy—¢—C=C—H (e) ( )rcuci—t—on (f) CH) —C—CHBr 
OH Br 


13-6 The Number of Signals 


In general, the number of NMR signals corresponds to the number of different kinds of 
protons present in the molecule. For example, methyl tert-butyl ether has two types of 
protons (Figure 13-16). The three methoxy protons are chemically identical, and they 
give rise to a single absorption at 53.2. The tert-butyl protons are chemically different 
from the methoxy protons, absorbing at 61.2. 


ca 
O—C—\cH;3}771 | 
CH; 
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thyl tert-butyl ether has two types of protons, giving two NMR signals. 


Protons in identical chemical environments with the same shielding have the same 
chemical shift. Such protons are said to be chemically equivalent. This is what is 
meant whenever we use the term equivalent in discussing NMR spectroscopy. In methyl 
tert-butyl ether, the three methoxy protons are chemically equivalent, and the nine 
tert-butyl protons are chemically equivalent. 

The spectrum of fert-butyl acetoacetate (Figure 13-17) shows three types of 
protons: the tert-butyl protons (a), with a chemical shift of 61.5; the methyl protons (b), 
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FIGURE 13-17 _ tert-Butyl acetoacetate has three types of protons, giving three signals in the NMR spectrum. 


deshielded by an adjacent carbonyl group, with a chemical shift of 62.25; and the 
methylene protons (c), deshielded by two adjacent carbonyl groups, at 63.35. 

In some cases, there may be fewer signals in the NMR spectrum than there are 
different types of protons in the molecule. For example, Figure 13-18 shows the struc- 
ture and spectrum of o-xylene (1,2-dimethylbenzene). There are three different types 
of protons, labeled a for the two equivalent methyl groups, b for the protons adjacent 
to the methyl groups, and c for the protons two carbons removed. The spectrum shows 
only two distinct signals, however. 

The upfield signal at 62.3 corresponds to the six methyl protons, H*. The absorp- 
tion at 57.2 corresponds to all four of the aromatic protons, H° and H°. Although the 
two types of aromatic protons are different, the methyl groups do not strongly influence 
the electron density of the ring or the amount of shielding felt by any of the substituents 
on the ring. The aromatic protons produce two signals, but these signals happen to occur 
at nearly the same chemical shift. Protons that are not chemically equivalent but happen 
to absorb at the same chemical shift are said to be accidentally equivalent. 
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FIGURE 13-18 Proton NMR spectrum of o-xylene. There are three types of protons in o-xylene, but only two absorptions are seen in the 
spectrum. The aromatic protons H® and H‘ are accidentally equivalent, producing a broadened peak at 6 7.1. 
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PROBLEM-SOLVING HINT 


1. To measure the heights of the 
rises in the integral trace, use a 
ruler to measure the integrals in 
millimeters. 

. You don’t know the total 
number of hydrogens, so try 
setting the smallest integral 
equal to one hydrogen and the 
others proportionally. If some of 
the other integrals are not whole 
numbers of hydrogens, then set 
the smallest equal to 2 or 3 as 
required. For example, 1: 1.3: 2 
would become 3 : 4: 6 and you 
would look for a compound with 
this ratio or 6:8: 120r9:12: 
18, etc. 


PROBLEM 13-3 


Determine the number of different kinds of protons in each compound. 
(a) 1-bromopropane (b) 2-bromopropane 
(c) 2,2-dimethylpropane (d) 2,2-dimethylpentane cl 


(e) 1-chloro-4-methylbenzene (f) 1-chloro-2-methylbenzene, CI 
CH; 


PROBLEM 13-4 


The NMR spectrum of toluene (methylbenzene) was shown in Figure 13-11. 

(a) How many different kinds of protons are there in toluene? 

(b) Explain why the aromatic region around 67.2 is broad, with more than one sharp 
absorption. 


13-7 Areas of the Peaks 


The area under a peak is proportional to the number of hydrogens contributing to that 
peak. For example, in the methy] tert-buty] ether spectrum (Figure 13-19), the absorp- 
tion of the tert-butyl protons is larger and stronger than that of the methoxy protons 
because there are three times as many tert-butyl protons as methoxy protons. We cannot 
simply compare peak heights, however; the area under the peak is proportional to the 
number of protons. 

NMR spectrometers have integrators that compute the relative areas of peaks. The 
integrator draws a second trace (the integral trace) that rises when it goes over a peak. 
The amount the integral trace rises is proportional to the area of that peak. You can 
measure these integrals using a millimeter ruler. Newer digital instruments also print 
a number representing the area of each peak. These numbers correspond to the heights 
of the rises in the integral trace. 

Neither an integral trace (shown in blue in Figure 13-19) nor a digital integral can 
specifically indicate that methyl tert-butyl ether has three methyl hydrogens and nine 
tert-butyl hydrogens. Each simply shows that about three times as many hydrogens 
are represented by the peak at 61.2 as are represented by the peak at 63.2. We must 
interpret what the 3 : 1 ratio means in terms of the structure. 
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FIGURE 13-19 Integrated proton NMR spectrum of methyl tert-butyl ether. In going over a peak, the integrator trace (blue) rises 
by an amount that is proportional to the area under the peak. 
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FIGURE 13-20 Proton NMR spectrum for a compound of molecular formula CgH,7 Oo. 


Figure 13-20 shows the integrated spectrum of a compound with molecular for- 
mula C6H,,0. Because we know the molecular formula, we can use the integral trace PROBLEM-SOLVING HINT 
to determine exactly how many protons are responsible for each peak. The integrator 
has moved a total of 32.5 mm vertically in integrating the 12 protons in the molecule. 
Each proton is represented by 


Oxygen atoms are o-withdrawers 
and 7r-donors of electron density. 
They deshield protons on the 


adjacent carbon atom to 6 3-4. 
32.5 mm 


io aydrogeis = about 2.7 mm per hydrogen i cy 
—C—E 


The signal at 63.8 has an integral of 3.0 mm, so it must represent one proton. At 62.6, 
the integrator moves 5.5 mm, corresponding to two protons. The signal at 62.2 has an OF 
integral of 8.0 mm, for three protons, and the signal at 61.2 (16.0 mm) corresponds envatinrawang 
to six protons. Considering the expected chemical shifts together with the information 
provided by the integrator leaves no doubt which protons are responsible for which 
signals in the spectrum. 


When attached to aromatic rings, 
however, O—H and O—R groups 
donate electron density into the 


O CH; area = 6 a system of the ring. Protons that 
‘ | . | - , / 6 1.2 are ortho or para to oxygen absorb 
Ge ee ae upfield of the usual 8 7.2 for 
area: = 3 eee ou! benzene (often around 6 6.8). 
O22 pee een 7 i 
5 3.8 Ncw ay 


Che 


n-donating 


{ PROBLEM 13-5 


Draw the integral trace expected for the NMR spectrum of tert-butyl acetoacetate, shown in paar “yy 
Figure 13-17. = 
\S S meta, 67.2 
(unaffected) 
-—™~ 
7 x ortho, 5 6.8 
a (shielded) 
PROBLEM 13-6 \_octy/ 
Determine the ratios of the peak areas in the following spectra. Then use this information, 


shielding of ortho and para 


together with the chemical shifts, to pair up the compounds with their spectra. Assign the protons in anisole 


(continued ) 
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peaks in each spectrum to the protons they represent in the molecular structure. 


Possible structures: 


CH, CHO 


OH Br H CH, 


CH;—C—C=C—H CH3;— CH— CH,— CH, Br—C—C—CH, 


CH, H Br 
(a) 
iain iniatetetetare ICES Soo See EEER EEE ERE EH oe! iSSSo5c cl 
10 9 8 7 6 5 4 3 2 1 0 
6 (ppm) 
LA 
(b) 
SSS et == Ses ese ese I 
10 9 8 7 6 5 4 3 2 1 0 
6 (ppm) 
LTT TT TT TT TTA 
(c) 
aoeeee 
PEELE ETL 
= BH SGORSR00 01 SSS SoS SS el ee 
10 9 8 7 6 5 4 3 2 1 0 


13-8 Spin-Spin Splitting 


A proton in the NMR spectrometer is subjected to both the external magnetic field and 
the induced field of the shielding electrons. If there are other protons nearby, their small 
magnetic fields also affect the absorption frequencies of the protons we are observing. 
These small magnetic fields affect nearby protons in predictable ways that provide 
additional structural information. 


13-8A Theory of Spin-Spin Splitting 

Consider the spectrum of 1,1,2-tribromoethane (Figure 13-21). As expected, there 
are two signals with areas in the ratio of | : 2. The smaller signal (H") appears at 
55.7, deshielded by the two adjacent bromine atoms. The larger signal (H°) appears 
at 64.1. These signals do not appear as single peaks but as a triplet (three peaks) 
and a doublet (two peaks), respectively. This splitting of signals into multiplets, 
called spin-spin splitting, results when two different types of protons are close 
enough that their magnetic fields influence each other. Such protons are said to be 
magnetically coupled. 
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1800 1500 1200 


6 (ppm) 


FIGURE 13-21 The proton NMR 
spectrum of 1,1,2-tribromoethane 
shows a triplet of area 1 at 

65.7 (—CHBr) and a doublet of area 
2 at 64.1 (—CH,Br). 


Spin-spin splitting can be explained by considering the individual spins of the 
magnetically coupled protons. Assume that our spectrometer is scanning the signal 
for the H® protons of 1,1,2-tribromoethane at 64.1 (Figure 13-22). These protons 
are under the influence of the small magnetic field of the adjacent proton, H*. The 
orientation of H* is not the same for every molecule in the sample. In some 
molecules, H* is aligned with the external magnetic field, and in others, it is aligned 
against the field. 

When H? is aligned with the field, the H® protons feel a slightly stronger total 
field: They are effectively deshielded, and they absorb at a lower field. When the 
magnetic moment of the H? proton is aligned against the external field, the H® protons 
are shielded, and they absorb at a higher field. These are the two absorptions of the 
doublet seen for the H® protons. About half of the molecules have H® aligned with 
the field and about half against the field, so the two absorptions of the doublet are 
nearly equal in area. 
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FIGURE 13-22 Splitting of the — 
CH2Br group in 1,1,2-tribromoethane. 
When the nearby H? proton is aligned 
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chemical shift of H® 


4\ i 


with the external magnetic field, 
it deshields H®; when H? is aligned Br—C— = 
against the field, it shields H®. i. 
H? reinforces 
field 
Bo 
FIGURE 13-23 Splitting of the 
— CHBry group in 1,1,2-tribromoethane. 
The H? absorption is affected by the three 
combinations of H® spins. When the H° chemical 
spins reinforce the external field, the H? shift of H* 
absorption occurs at a lower field. When A 
the H® spins oppose the external field, 
the H? absorption occurs at a higher field. K y 
Two permutations, where the H° proton or 
spins cancel each other, allow H? to : a : 
absorb at its “normal” position. The peak ee pes t t Y t 
area ratios are 1:2: 1. 
H? protons H? protons 
reinforce field oppose field 


By 


Spin-spin splitting is a reciprocal property. If one proton splits another, the 
second proton must split the first. 


Proton a in Figure 13-21 appears as a triplet (at 65.7) because there are four per- 
mutations of the two H? proton spins, with two of them giving the same magnetic field 
(Figure 13-23). When both H? spins are aligned with the applied field, proton a is 
deshielded; when both H? spins are aligned against the field, proton a is shielded; and 
when the two H” spins are opposite each other (two possible permutations), they cancel 
each other out. Three signals result, with the middle signal twice as large as the others 
because it corresponds to two possible spin permutations. 

The two H? protons do not split each other because they are chemically equivalent 
and absorb at the same chemical shift. Protons that absorb at the same chemical shift 
cannot split each other because they are in resonance at the same combination of fre- 
quency and field strength. 


13-8B The N + 1 Rule 


The preceding analysis for the splitting of 1,1,2-tribromoethane can be extended to 
more complicated systems. In general, the multiplicity (number of peaks) of an NMR 
signal is given by the N+1 rule: 


N+1 tule: If a signal is split by N neighboring equivalent protons, it will be 
split into N+J/ peaks. 


The relative areas of the N+1 multiplet that results are approximately given by the 
appropriate line of Pascal’s triangle: 


Relative Peak Intensities of Symmetric Multiplets 


Number of Equivalent Number of Peaks Area Ratios 
Protons Causing Splitting (N) (multiplicity, N+ 1) (Pascal's triangle) 
0 1 (singlet) 1 
1 2 (doublet) 1 1 
2 3 (triplet) I 2. 4 
3 4 (quartet) ! 33-3: ll 
4 5 (quintet) 1 4 6 4 1 
5 6 (sextet) 1 5 10 10 5 1 
6 7 (septet) 1 6 15 20 15 6 1 


Consider the splitting of the signals for the ethyl group in ethylbenzene 
(Figure 13-24). The methyl protons are split by two adjacent protons, and they 
appear upfield as a triplet of areas | : 2 : 1. The methylene (CH,) protons are split 
by three protons, appearing farther downfield as a quartet of areas 1:3: 3: 1. 
This splitting pattern is typical for an ethyl group. Because ethyl groups are 
common, you should learn to recognize this familiar pattern. All five aromatic 
protons absorb close to 7.2 ppm because the alkyl! substituent has only a small effect 
on the chemical shifts of the aromatic protons. The aromatic protons split each other 
in a complicated manner in this high-resolution spectrum (Section 13-9). At a lower 
field with less resolution, these aromatic protons would not be resolved, and they 
would appear as a slightly broadened single peak. 


13-8C The Range of Magnetic Coupling 


In ethylbenzene, there is no spin-spin splitting between the aromatic protons and the 
protons of the ethyl group. These protons are not on adjacent carbon atoms, so they are 
too far away to be magnetically coupled. 
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PROBLEM-SOLVING HINT 
When you see splitting, look for 


nonequivalent protons on neighboring 
carbon atoms. 


6 5 4 3 
6 (ppm) 


10 9 


FIGURE 13-24 Proton NMR spectrum of ethylbenzene. The ethyl group appears as a triplet at 61.2 (— CH3) and as a quartet at 62.6 


(—CH2—). The aromatic protons appear as a multiplet near 57.2. 
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PROBLEM-SOLVING HINT 


In most cases, protons on the 
same carbon atom are equivalent 


and do not split each other. If 
they are nonequivalent, however 
(Section 13-10), they may split 
each other. 


characteristic ethyl group 


FIGURE 13-25 Leaning of a 
multiplet. A multiplet often “leans” 
upward toward the protons that 

are causing the splitting. The ethyl 
multiplets in ethylbenzene lean toward 
each other. 


protons not on adjacent carbons: 


no splitting observed 


a yl H H 
Le | | 
i OG po C-—C-a 
2o—e. | | 
H HH 


a 


protons on adjacent carbons: 
split each other 


The magnetic coupling that causes spin-spin splitting takes place primarily through the 
bonds of the molecule. Most examples of spin-spin splitting involve coupling between 
protons that are separated by three bonds, so they are bonded to adjacent carbon atoms 
(vicinal protons). 


Most spin-spin splitting is between protons on adjacent carbon atoms. 


Protons bonded to the same carbon atom (geminal protons) can split each other only if 
they are nonequivalent. In most cases, protons on the same carbon atom are equivalent, 
and equivalent protons cannot split each other. 


Bonded to the same carbon: two bonds between protons 


H H 
No? Spin-spin splitting is normally observed 
7 \N (if nonequivalent). 


Bonded to adjacent carbons: three bonds between protons 


Spin-spin splitting is normally observed. 
=o (This is the most common case). 


Bonded to nonadjacent carbons: four or more bonds between protons 


H H 
| : | ; es Spin-spin splitting is not normally observed. 
—C=—C-—C— 


Protons separated by more than three bonds usually do not produce observable 
spin-spin splitting. Occasionally, such “long-range coupling” does occur, but these 
cases are unusual. For now, we consider only nonequivalent protons on adjacent carbon 
atoms (or closer) to be magnetically coupled. 

You may have noticed that the two multiplets in the upfield part of the ethyl- 
benzene spectrum are not quite symmetrical. In general, a multiplet “leans” upward 
toward the signal of the protons responsible for the splitting. In the ethyl signal 
(Figure 13-25) the quartet at lower field leans toward the triplet at a higher field, and 
vice versa. 

Another characteristic splitting pattern is shown in the NMR spectrum of methyl 
isopropyl! ketone (3-methylbutan-2-one) in Figure 13-26. 
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CH3. | 
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CH} 
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FIGURE 13-26 Proton NMR spectrum of methyl isopropyl ketone. The isopropyl group appears as a characteristic pattern of a 
strong doublet at a higher field and a weak multiplet (a septet) at a lower field. The methyl group appears as a singlet at 62.1. 


FIGURE 13-27 Characteristic 
isopropyl group pattern. 


The three equivalent protons (a) of the methyl group bonded to the carbonyl! appear 
as a singlet of relative area 3, near 62.1. Methy! ketones and acetate esters character- 
istically give such singlets around 62.1, because there are no protons on the adjacent 
carbon atom. 


singlet, 5 2.1 7 singlet, 5 2.1 1 
CH,—C—R CH,—_C—O—R 
a methyl ketone an acetate ester 


The six methyl protons (b) of the isopropyl group are equivalent. They appear as a dou- 
blet of relative area 6 at about 61.1, slightly deshielded by the carbony! group two bonds 
away. This doublet leans downfield because these protons are magnetically coupled to 
the methine proton (c). This doublet is also shown in an insert box with the horizontal 
scale expanded for clarity. The vertical scale is adjusted so that the peaks fit in the box. 

The methine proton H* appears as a multiplet of relative area 1, at 62.6. This 
absorption is a septet (seven peaks) because it is coupled to the six adjacent methyl 
protons (b). Some small peaks of this septet may not be visible unless the spectrum is 
amplified, as it is in the expanded insert box. The pattern seen in this spectrum, sum- 
marized in Figure 13-27, is typical for an isopropyl group: The methy! protons give a 
strong doublet at a higher field, and the methine proton gives a weak multiplet (usually 
difficult to count the peaks) at a lower field. Isopropyl groups are easily recognized 
from this characteristic pattern. 


PROBLEM-SOLVING HINT 
Ethyl and isopropyl groups are 


common. Learn to recognize them 
from their splitting patterns. 
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PROBLEM-SOLVING STRATEGY Drawing an NMR Spectrum 


PROBLEM-SOLVING HINT 


To estimate the chemical shift of 
protons that are deshielded by 
two groups, add the chemical 
shifts you would expect with each 
deshielding group individually, and 
subtract 1.3 (the 6 for an alkane 
CH group) from the result. 


phenylacetone 


For the CH group of 
phenylacetone, we calculate the 
following: 


CH) next to phenyl 62.5 
CH) next to C=O 6 2.3 


Total 48 
subtract 3 


predict 63.5 


(The experimental value is 6 3.7.) 
This estimation will generally 
predict a chemical shift within 
+0.5 to 1 ppm of the correct 
value. 


In learning about NMR spectra, we have seen that chemical shift values can be assigned 
to specific types of protons, that the areas under peaks are proportional to the numbers of 
protons, and that nearby protons cause spin-spin splitting. By analyzing the structure of a 
molecule with these principles in mind, you can predict the characteristics of an NMR spec- 
trum. Learning to draw spectra will help you to recognize the features of actual spectra. The 
process is not difficult if a systematic approach is used. A stepwise method is illustrated here, 
by drawing the NMR spectrum of the following compound. 


CH} 
< | 
CH°—O—C—CHS$—CH3$ 
CH 


1. Determine how many types of protons are present, together with their 
proportions. 
In the example, there are four types of protons, labeled a, b, c, and d. The area ratios 
should be 6: 1:2: 3. 


2. Estimate the chemical shifts of the protons. (Table 13-3 and Appendix 1 serve 
as guides.) 
Proton b is on a carbon atom bonded to oxygen; it should absorb around 63 to 64. 
Protons a are less deshielded by the oxygen, probably around 6 1 to 62. Protons c are 
on a carbon bonded to a carbonyl group; they should absorb around 62.1 to 62.5. 
Protons d, one carbon removed from a carbonyl, will be deshielded less than protons 
c and also less than protons a, which are next to a more strongly deshielded carbon 
atom. Protons d should absorb around 6 1.0. 


3. Determine the splitting patterns. 
Protons a and b split each other into a doublet and a septet, respectively (a typical 
isopropyl group pattern). Protons c and d split each other into a quartet and a triplet, 
respectively (a typical ethyl group pattern). 


4. Summarize each absorption in order, from the lowest field to the highest. 


Proton b Protons c Protons a Protons d 
area 1 2 6 3 
chemical shift 3-4 2.1-2.5 1-2 1 
splitting septet quartet doublet triplet 


5. Draw the spectrum, using the information from your summary. 
Work through the following problem to become comfortable with predicting NMR 
spectra. 


e 
PROBLEM 13-7 


Draw the NMR spectra you would expect for the following compounds. 


1 
(b) Cl—CH,—CH;—C— O—CH, 


(d) cucio{ )-ocuct, 


(a) (CH3)2CH— O— CH(CHs), 


(c) Ph— CH(CH3)5 


e 
CH,— COOCH,CH, 
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13-8D Coupling Constants 


The distances between the peaks of multiplets can provide additional structural information. 
These distances are all about 7 Hz in the methyl isopropyl ketone spectrum (Figures 13-26 
and 13-27). These splittings are equal because any two magnetically coupled protons must 
have equal effects on each other. The distance between adjacent peaks of the H* multiplet 
(split by H°) must equal the distance between the peaks of the H® doublet (split by H®). 

The distance between the peaks of a multiplet (measured in hertz) is called the 
coupling constant. Coupling constants are represented by J, and the coupling constant 
between H* and H? is represented by Jy. In complicated spectra with many types of 
protons, groups of neighboring protons can sometimes be identified by measuring their 
coupling constants. Multiplets that have the same coupling constant may arise from 
adjacent groups of protons that split each other. 

The magnetic effect that one proton has on another depends on the bonds connect- 
ing the protons, but it does not depend on the strength of the external magnetic field. 
For this reason, the coupling constant (measured in hertz) does not vary with the field 
strength of the spectrometer. A spectrometer operating at 300 MHz records the same 
coupling constants as a 60-MHz instrument. 

Figure 13-28 shows typical values of coupling constants. The most commonly 
observed coupling constant is the 7-Hz splitting of protons on adjacent carbon atoms 
in freely rotating alkyl groups. 


Approx. J Approx. J 
| | sa : 
—C—C— (free rotation) 7 Hz* 8 Hz 
| | H 
H H (ortho) 
7 
C=CL (cis) 10 Hz H 
H H 
H 2 Hz 
H 
C=C (trans) 15 Hz 
(meta) 
H 
H ek 
C=C (geminal) 2 Hz Z =C - H 6Hz 
H H 
(allylic) 


“The value of 7 Hz in an alkyl group is averaged for rapid rotation about the carbon-carbon bond. 
If rotation is hindered by a ring or bulky groups, other splitting constants may be observed. 


FIGURE 13-28 Typical values of 
proton coupling constants. 
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Splitting patterns and their coupling constants help to distinguish among the 
possible isomers of a compound, as in the spectrum of p-nitrotoluene (Figure 13-29). 
The methyl protons (c) absorb as a singlet near 62.5, and the aromatic protons 
appear as a pair of doublets. The doublet centered around 57.3 corresponds to 
the two aromatic protons closest to the methyl group (a). The doublet centered 
around 68.1 corresponds to the two protons closest to the electron-withdrawing 
nitro group (b). 

Each proton a is magnetically coupled to one b proton, splitting the H* absorption 
into a doublet. Similarly, each proton b is magnetically coupled to one proton a, split- 
ting the H° absorption into a doublet. The coupling constant is 8 Hz, just a little wider 
than the 7-Hz grid in the insert box. This 8-Hz coupling suggests that the magnetically 
coupled protons H® and H? are ortho to each other. 
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FIGURE 13-29 Proton NMR spectrum of p-nitrotoluene. 


PROBLEM-SOLVING HINT 


Protons on the 8 carbon of an 
a,B-unsaturated carbonyl 
compound absorb at very low fields 
(about 57) because of the electron- 
withdrawing resonance effect of the 


carbonyl group. 


Both the ortho and meta isomers of nitrotoluene have four distinct types of aromatic 
protons, and the spectra for these isomers are more complex. Figure 13-29 must 
correspond to the para isomer of nitrotoluene. 

Coupling constants also help to distinguish stereoisomers. In Figure 13-30(a), 
the 9-Hz coupling constant between the two vinyl protons shows that they are cis 
to one another. In Figure 13-30(b), the 15-Hz coupling constant shows that the two 


PROBLEM 13-8 
Draw the NMR spectra you expect for the following compounds. 
Ph H 
(a) \ / (b) ean fo 
C=C C=C 
7 ~ \ 
H C(CH3)3 Cl H 
(c) (d) CH, 
(CH3)3C. C—OCH,CH; H 7 
C=C 
HO H H H 
Cc 
@ 
O OH 
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FIGURE 13-30 Proton NMR spectra of (a) 4,4-dimethylcyclohex-2-en-1-one and (b) B-ionone. 


vinyl protons are trans. Notice that the 9-Hz coupling looks too wide for common 
alkyl group splitting, represented by the 7-Hz grid in the insert box. The 15-Hz cou- 
pling looks about double the grid spacing corresponding to the common 7-Hz alkyl] 
group splitting. 


r 
PROBLEM 13-9 
(a) Assign protons to the peaks in the NMR spectrum of 4,4-dimethylcyclohex-2-en-1-one 
in Figure 13-30(a). Explain the splitting that gives the triplets at 61.8 and 62.4. 


(b) Assign protons to the peaks in the NMR spectrum of B-ionone in Figure 13-30(b). Explain 
the splitting seen in the three multiplets at 61.5, 51.65, and 62.1. Explain how you know 
which of these multiplets corresponds to which methylene groups in the molecule. 


{ PROBLEM 13-10 


An unknown compound (C3H,NCl) shows moderately strong IR absorptions around 
1650 cm | and 2200 cm. Its NMR spectrum consists of two doublets (J = 14 Hz) at 65.9 
|_and 67.1. Propose a structure consistent with these data. 


PROBLEM-SOLVING HINT 


Watch for unusually large coupling 
constants, especially in the vinyl 


region, where they may indicate 
the stereochemistry about a 
double bond. 
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e 
PROBLEM 13-11 


Two spectra are shown. Propose a structure that corresponds to each spectrum. 
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T ail ee 
OHz 50Hz 
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PROBLEM-SOLVING HINT 

We could estimate the chemical 
shift of H? by using the formula 
suggested in the Hint on page 684. 


vinyl protons 65 to6 
Ph—CH protons 62.3 to2.5 


Total 7.3 to8.5 
subtract 1.3 


Estimated chem shift 56 to7 


13-9 Complex Splitting 


There are many cases of complex splitting, where signals are split by adjacent pro- 
tons of more than one type, with different coupling constants. The proton NMR 
spectrum of styrene (Figure 13-31) includes several absorptions that show the results 
of complex splitting. 

Consider the vinyl proton H*, adjacent to the phenyl ring of styrene. 


styrene 
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FIGURE 13-31 Proton NMR spectrum of styrene. 
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FIGURE 13-32 A splitting tree for 
the H? proton in styrene. The H? signal 
is split Uap = 17 Hz) by coupling with 
HP and further split U4. = 11 Hz) by 
coupling with HS. 


The chemical shift of H* is 66.6 because it is deshielded by both the vinyl group 
and the aromatic ring. H* is coupled to H® with a typical trans coupling constant, 
J, = 17 Hz. It is also coupled to proton H* with J,, = 11 Hz. The H* signal is there- 
fore split into a doublet of spacing 17 Hz, and each of those peaks is further split into 
a doublet of spacing 11 Hz, for a total of four peaks. This complex splitting, called 
a doublet of doublets, can be analyzed by a diagram called a splitting tree, shown in 
Figure 13-32. 

Proton H? is farther from the deshielding influence of the phenyl group, giving rise 
to the multiplet centered at 55.65 in the styrene NMR spectrum. H? is also split by two 
nonequivalent protons: It is split by H* with a trans coupling constant J,, = 17 Hz and 
further split by H* with a geminal coupling constant J,, = 1.4 Hz. The splitting tree for 
H?, showing a doublet of narrow doublets, is shown in Figure 13-33. 


PROBLEM 13-12 


Draw a splitting tree, similar to Figures 13-32 and 13-33, for proton H° in styrene. What is 
the chemical shift of proton H°? 


55.65 
shift of H> 
"y= 17Hz 
Jpg = 1.4 Hz 


FIGURE 13-33 A splitting tree 
for the H® proton in styrene. The 
HP signal is split by coupling with 
H? Uap = 17 Hz) and further split by 
coupling with HS Up. = 1.4 Hz). 
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| chemical shift of H® 
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FIGURE 13-34 The NMR spectrum of 1-iodopropane. The H® signal appears to be split into a sextet by the five hydrogens on the 
adjacent carbon atoms. On closer inspection, the multiplet is seen to be an imperfect sextet, the result of complex splitting by two sets 
of protons (a and ¢c) with similar splitting constants. 


Sometimes a signal is split by two or more different kinds of protons with similar 
coupling constants. Consider 1-iodopropane (Figure 13-34), where the b protons on 
the middle carbon atom are split by two types of protons: the methyl protons (H°) and 
the CHI protons (H*). 

The coupling constants for these two interactions are similar: J,, = 6.8 Hz, and 
Jc = 7.3 Hz. The spectrum shows the H° signal as a sextet, almost as though there 
were five equivalent protons coupled with H°. The trace in the insert box, enlarged and 
offset, shows that the pattern is not a perfect sextet. The analysis of the splitting pattern 
serves as a reminder that the N+1 rule gives a perfect multiplet only when the signal 
is split by N protons with exactly the same coupling constant. 


~ 
PROBLEM 13-13 


The spectrum of trans-hex-2-enoic acid follows. 

(a) Assign peaks to show which protons give rise to which peaks in the spectrum. 

(b) Draw a tree to show the complex splitting of the vinyl proton centered around 7 ppm. Estimate the values of the 
coupling constants. 
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. 
PROBLEM 13-14 
The NMR spectrum of cinnamaldehyde follows. 


6 (ppm) 


the integrals. 
(b) Estimate the coupling constants J, and Jp. 
(c) Draw a tree to analyze the complex splitting of the proton centered at 56.7. 
\ 


(a) Determine the chemical shifts of H*, H?, and H°. The absorption of one of these protons is difficult to see; look carefully at 


és 
PROBLEM 13-15 


Consider the proton NMR spectrum of the following ketone. 

(a) Predict the approximate chemical shift of each type of proton. 

(b) Predict the number of NMR peaks for each type of proton. 

(c) Draw a tree to show the splitting predicted for the absorption of the circled proton. 


13-10 Stereochemical Nonequivalence of Protons 


Stereochemical differences often result in different chemical shifts for protons on the 
same carbon atom. For example, the two protons on C, of allyl bromide (3-bromopropene) 
are not equivalent. H® is cis to the —CH,Br group, and H? is trans. H® absorbs at 
55.3; H® absorbs at 65.1. There are four different (by NMR) types of protons in allyl 
bromide, as shown in the structure at right in the margin. 

To determine whether similar-appearing protons are equivalent, mentally 
substitute another atom for each of the protons in question. Jf the same product 
is formed by imaginary replacement of either of two protons, those protons are 
chemically equivalent (also called homotopic). For example, replacing any of the 
three methy! protons in ethanol by an imaginary Z atom gives the same compound. 
These three hydrogens are chemically equivalent, and they will all appear at the 
same chemical shift. Freely rotating CH3 groups always have chemically equivalent 
protons. 


Hé H¢ 
NN 7 
po Br 
C=C 
i 
He 


allyl bromide 
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H! 
NS 
~C —CH,OH 
HY 
H3 
replace : replace 
H! Vi jae Me 
Z H H 
% \ 
«C —CH,OH «C —CH,OH .C —CH,OH 
HY4 Z*4 H“/ 
H H Zi 


different conformations of the same compound 


When this imaginary replacement test is applied to the protons on C, of allyl 
bromide, the imaginary products are different. Replacing the cis hydrogen gives 
the cis diastereomer, and replacing the trans hydrogen gives the trans diastereomer. 
Because the two imaginary products are diastereomers, these protons on C, are called 
diastereotopic protons. Diastereotopic protons appear in the NMR at different chemical 
shifts, and they can split each other. 


cubs cups 
s. 7 S a 
————-> 
\ 


_ mentally _ 
- _ KX replace H* c=C 
H? H H? 
diastereotopic diastereomers 
He CH,Br He CH,Br 
% c= a mentally - _ a 


aA \ replace H” a CC 
, , 


Cyclobutanol shows these stereochemical relationships in a cyclic system. The hydroxy 
proton H* is clearly unique; it absorbs between 63 and 65, depending on the solvent 
and concentration. H° is also unique, absorbing between 53 and 64. Protons H® and H‘ 
are diastereotopic (and absorb at different fields) because H® is cis to the hydroxy 
group, whereas H! is trans. 


cis to OH group 


A SG: 
He OH? 


H! H¢ 


cyclobutanol 


To distinguish among the other four protons, notice that cyclobutanol has an inter- 
nal mirror plane of symmetry. Protons H° are cis to the hydroxy group, whereas 
protons H¢ are trans. Therefore, protons H¢° are diastereotopic to protons H@ and the 
two sets of protons absorb at different magnetic fields and are capable of splitting 
each other. 
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PROBLEM 13-16 


Use the imaginary replacement technique to show that protons H° and H¢ in cyclobutanol 
are diastereotopic. 


s 
*PROBLEM 13-17 


If the imaginary replacement of either of two protons forms enantiomers, then those protons 
are said to be enantiotopic. The NMR is not a chiral probe, and it cannot distinguish between 
enantiotopic protons. They are seen to be “equivalent by NMR.” 
(a) Use the imaginary replacement technique to show that the two allylic protons (those 
on C3) of allyl bromide are enantiotopic. 
(b) Similarly, show that the two H* protons in cyclobutanol are enantiotopic. 
©) What other protons in cyclobutanol are enantiotopic? 


Diastereomerism also occurs in saturated, acyclic compounds; for example, 
1,2-dichloropropane is a simple compound that contains diastereotopic protons. The 
two protons on the —-CH,Cl group are diastereotopic; their imaginary replacement 
gives diastereomers. 


PROBLEM-SOLVING HINT 


To compare two protons, use the 
imaginary replacement test. Draw 
the compound, replacing one of 
the protons with an imaginary 
atom (Z, for example). Then draw 
the compound again, replacing 
the other proton. Compare the 


two imaginary products. If they 

are the same, then the protons are 
chemically equivalent (homotopic). 
If they are diastereomers, then the 
protons are diastereotopic. If they 
are enantiomers, then the protons 
are enantiotopic. Under most 
circumstances, enantiotopic protons 
cannot be distinguished by NMR. 


diastereomers 


Cl 
Cl 1 
1 #2 3 H* H? 
e —CHCI—CH, = : mentally | 
HY Cl——H 
H 3 
diastereotopic CH ‘CH 

protons 2 i 
replace H* 


The most stable conformation of 1,2-dichloropropane (in the margin) shows that the 
diastereotopic protons on Cl exist in different chemical environments. They experi- 
ence different magnetic fields and are nonequivalent by NMR. The NMR spectrum of 
1,2-dichloropropane is shown in Figure 13-35. The methyl protons appear as a doublet 
at 61.6, and the single proton on C2 appears as a complex multiplet at 64.15. The two 
protons on Cl appear as distinct absorptions at 63.60 and 63.77. They are split by the 
proton on C2, and they also split each other. 

The presence of an asymmetric carbon atom adjacent to the CH,Cl group gives 
rise to the different chemical environments of these diastereotopic protons. When a 
molecule contains an asymmetric carbon atom, the protons on any methylene group 
are usually diastereotopic. They may or may not be resolved in the NMR, however, 
depending on the differences in their environments. 


*PROBLEM 13-18 


Predict the theoretical number of different NMR signals produced by each compound, and 
give approximate chemical shifts. Point out any diastereotopic relationships. 

(a) 2-bromobutane (b) cyclopentanol 

(c) Ph—CHBr— CH, Br (d) vinyl chloride 


‘CH, 


replace H> 


diastereotopic, 
different environments 
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FIGURE 13-35 Diastereotopic protons in 1,2-dichloropropane. The proton NMR spectrum of 1,2-dichloropropane shows distinct 
absorptions for the methylene protons on C1. These hydrogen atoms are diastereotopic and are chemically nonequivalent. 


Application: Biochemistry 


NMR spectroscopy is useful for deter- 
mining the conformations of biological 
molecules such as neurotransmitters. For 
example, information about the confor- 
mations of acetylcholine has been used 
to design rigid analogs that are used as 
drugs to treat Alzheimer's disease. 


13-11 Time Dependence of NMR Spectroscopy 


We have already seen evidence that NMR does not provide an instantaneous picture of a 
molecule. For example, a terminal alkyne does not give a spectrum where the molecules 
oriented along the field absorb at a high field and those oriented perpendicular to the 
field absorb at a lower field. What we see is one signal whose position is averaged over 
the chemical shifts of all the orientations of a rapidly tumbling molecule. In general, any 
type of movement or change that takes place faster than about a hundredth of a second 
will produce an averaged NMR spectrum. 


13-11A Conformational Changes 


This principle is illustrated by the cyclohexane spectrum. In the chair conformation, 
there are two kinds of protons: the axial hydrogens and the equatorial hydrogens. The 
axial hydrogens become equatorial and the equatorial hydrogens become axial by 
chair—chair interconversions. These interconversions are fast on an NMR time scale at 
room temperature. The NMR spectrum of cyclohexane shows only one sharp, averaged 
peak (at 61.4) at room temperature. 


H, (ax) 


H, (eq) — H (eq) 
1 


H, (ax) 


Low temperatures retard the chair—chair interconversion of cyclohexane. The NMR 
spectrum at —89 °C shows two nonequivalent types of protons that split each other, giving 
two broad bands corresponding to the absorptions of the axial and equatorial protons. The 
broadening of the bands results from spin-spin splitting between axial and equatorial pro- 
tons on the same carbon atom and on adjacent carbons. This technique of using low tem- 
peratures to stop conformational interconversions is called freezing out the conformations. 


13-11B Fast Proton Transfers 


Hydroxy Protons Like conformational interconversions, chemical processes often 
occur faster than the NMR technique can observe them. Figure 13-36 shows two NMR 
spectra for ethanol. 

Figure 13-36(a) shows coupling between the hydroxy (— OH) proton and the adja- 
cent methylene (—-CH,— ) protons, with a coupling constant of about 5 Hz. This is an 
ultrapure sample of ethanol with no contamination of acid, base, or water. Part (b) shows 
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FIGURE 13-36 Comparison of the NMR spectrum of unusually pure ethanol and the spectrum of ethanol with a trace of an acidic 


(or basic) impurity. The impurity catalyzes a fast exchange of the — OH proton from one ethanol molecule to another. This rapidly 


exchanging proton produces a single, unsplit absorption at an averaged field. 


695 


a typical sample of ethanol, with some acid or base present to catalyze the interchange of 
the hydroxy protons. No splitting is seen between the hydroxy proton and the methylene 
protons. During the NMR measurement, each hydroxy proton becomes attached to a large 
number of different ethanol molecules and experiences all possible spin arrangements of the 
methylene group. What we see is a single, unsplit hydroxy absorption corresponding to the 
averaged field the proton experiences from bonding to many different ethanol molecules. 
Proton exchange occurs in most alcohols and carboxylic acids, and in many amines 
and amides. If the exchange is fast (as it usually is for — OH protons), we see one sharp 
averaged signal. If the exchange is very slow, we see splitting. If the exchange is moder- 
ately slow, we may see a broadened peak that is neither cleanly split nor cleanly averaged. 


PROBLEM 13-19 


Propose mechanisms to show the interchange of protons between ethanol molecules under 
(a) acid catalysis. (b) base catalysis. 


N—H Protons Protons on nitrogen often show broadened signals in the NMR, both 
because of moderate rates of exchange and because of the magnetic properties of the 
nitrogen nucleus. Depending on the rate of exchange and other factors, N—H protons 
may give absorptions that are sharp and cleanly split, sharp and unsplit (averaged), 
or broad and shapeless. Figure 13-37 illustrates an NMR spectrum where the — NH, 
protons produce a very broad absorption, the shapeless peak centered at 65.2. 
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FIGURE 13-37 Proton NMR spectrum of ethyl carbamate, showing a broad N—H absorption. 


ee ; Because the chemical shifts of O—— H and N—H protons depend on the concentration 
Application: Deuteration ae 3 j 

and the solvent, it is often difficult to tell whether or not a given peak corresponds to one 

Complex splitting patterns can often be of these types of protons. We can use proton exchange to identify their NMR signals by 


simplified by replacing a hydrogen with —_ shaking the sample with an excess of deuterium oxide, D,O. Any exchangeable hydrogens 


deuterium. Deuterium is invisible inthe — are quickly replaced by deuterium atoms, which are invisible in the proton NMR spectrum. 
proton NMR, so the resulting spectrum 


shows the loss of a signal and simplified R—O—H + D—=0O=—D. == R=—O—D +. D—0O-—H 
signals from the adjacent hydrogens. R—NH, + 2D—O—D == R—ND, + 2D—O—H 


When a second NMR spectrum is recorded (after shaking with D,O), the signals from 
any exchangeable protons are either absent or much less intense. 


PROBLEM 13-20 
Draw the NMR spectrum expected from ethanol that has been shaken with a drop of D,O. 


, 
PROBLEM 13-21 


Propose chemical structures consistent with the following NMR spectra and molecular formulas. In spectrum (a), explain why the 
peaks around 6 1.65 and 63.75 are not clean multiplets, but show complex splitting. In spectrum (b), explain why some of the protons 
are likely to be missed. 


(a) C,H 19002 OHz 


a 


t+ 
1.26 1.16 


HH 


1.75 1.66 


\ 4.26 4. 


10 9 8 7 
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PROBLEM-SOLVING STRATEGY Interpreting Proton NMR Spectra 


Learning to interpret NMR spectra requires practice with a large number of examples 
and problems. The problems at the end of this chapter should help you gain confidence PROBLEM-SOLVING HINT 
in your ability to assemble a structure from the NMR spectrum combined with other Remember to look for structural 
information. This section provides some hints that can help make spectral analysis a information based on 
little easier. 

When you first look at a spectrum, consider the major features before getting bogged 
down in the minor details. Here are a few major characteristics you might watch for: 


1. number of absorptions, 
2. chemical shifts, 


3. areas of peaks, and 

1. If the molecular formula is known, use it to determine the number of elements of 4. spin-spin splitting. 
unsaturation (see Section 7-3). The elements of unsaturation suggest rings, double 
bonds, or triple bonds. Matching the integrated peak areas with the number of pro- 
tons in the formula gives the numbers of protons represented by the individual peaks. 


2. Any broadened singlets in the spectrum might be due to —OH or —NH protons. If the broad singlet is deshielded past 
10 ppm, an acid —OH group is likely. 


| 
O—H N—H —C>—0H 
frequently broad singlets broad (or sharp) singlet, 6 > 10 


3. A signal around 63 to 64 suggests protons on a carbon bearing an electronegative element such as oxygen or a halogen. 
Protons that are more distant from the electronegative atom will be less strongly deshielded. 


| | | | 
ye ona 7 H a ie 
around 6 3-6 4 for hydrogens on carbons bearing oxygen or halogen 


4. Signals around 57 to 68 suggest the presence of an aromatic ring. If some of the aromatic absorptions are farther downfield 
than 57.2, an electron-withdrawing substituent may be attached. 


x 


around 6 7-0 8 H 
(continued ) 
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5. Signals around 55 to 56 suggest vinyl protons. Splitting constants can differentiate cis and trans isomers. 


\ i ~ fe 
C=C C=C 
7 x / ~ 
H H H 


around 65—66; J = 10 Hz around 6 5—6 6; J = 15 Hz 


6. Use the splitting patterns to determine the numbers of adjacent protons, and assemble pieces of the molecule in a trial struc- 
ture. Learn to recognize ethyl groups and isopropyl groups (and structures that resemble these groups) by their characteristic 
splitting patterns. 


ethyl group isopropyl group 


7. Signals around 62.1 to 62.5 may suggest protons adjacent to a carbonyl group or next to an aromatic ring. A singlet at 62.1 
often results from a methyl group bonded to a carbonyl group. 


1 | 
=o —C—CH, € Ncw 


around 6 2.1—6 2.5 singlet, 6 2.1 singlet, 6 2.3 


8. Signals in the range 69 to 6 10 suggest an aldehyde. 


O 
I 
ws 
H 
aldehyde, 5 9-6 10 


9. A sharp singlet around 62.5 suggests a terminal alkyne. 
—c=C—H 
around 6 2.5 
These hints are neither exact nor complete. They are simple methods for making educated guesses about the major features of 
a compound from its NMR spectrum. The hints can be used to draw partial structures to examine all the possible ways they might 


be combined to give a molecule that corresponds with the spectrum. Figure 13-38 gives a graphic presentation of some of the most 
common chemical shifts. A more complete table of chemical shifts appears in Appendix 1. 
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FIGURE 13-38 Common chemical shifts in the 'H NMR spectrum. 
(continued ) 
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Sample Problem 


Consider how you might approach the NMR spectrum shown in Figure 13-39. The molecular formula is known to be C,HgO,, 
implying one element of unsaturation (the saturated formula would be C,H; 02). Three types of protons appear in this spectrum. 
The signals at 64.1 and 61.3 resemble an ethyl group—confirmed by the 2:3 ratio of the integrals. 


partial structure: —CH,— CH; 


The ethyl group is probably bonded to an electronegative element, because its methylene (— CH, — ) protons absorb close to 
64. The molecular formula contains oxygen, so an ethoxy group is suggested. 


partial structure: —O—CH,— CH3 


The singlet at 62.1 (area = 3) might be a methyl group bonded to a carbonyl] group. A carbonyl group would also account for 
the element of unsaturation. 


O 
partial structure: —-C—CH, 
C4HgO, 
Eat Ete a et 
10 9 8 7 6 3 4 3 2 1 0 
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FIGURE 13-39 Proton NMR spectrum for a compound of formula C4HgO>. 


We have accounted for all eight hydrogen atoms in the spectrum. Putting together all the clues, we arrive at a proposed structure. 


1 
CH3—CH}—O—C—CH§ 
ethyl! acetate 


At this point, the structure should be rechecked to make sure it is consistent with the molecular formula, the proton ratios given by 
the integrals, the chemical shifts of the signals, and the spin-spin splitting. In ethyl acetate, the H* protons give a triplet (split by 
the adjacent CH, group, J = 7 Hz) of area 3 at 51.3; the H” protons give a quartet (split by the adjacent CH; group, J = 7 Hz) of 
area 2 at 64.1; and the H* protons give a singlet of area 3 at 62.1. 


( PROBLEM 13-22 


Draw the expected NMR spectrum of methyl propionate, and point out how it differs from 
the spectrum of ethyl acetate. 


1 
CH,-O—C—CH,—CH, 


methyl propionate 
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Ee 
SOLVED PROBLEM 13-4 


Propose a structure for the compound of molecular formula C,H;gO whose proton NMR spectrum follows. 


OHz 50Hz OHz 50Hz OHz 50Hz 


3.55 3. 


10 9 8 7 6 5 
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SOLUTION 

The molecular formula C,H, O indicates no elements of unsaturation. Four types of hydrogens appear in this spectrum, in the 
ratio 2: 1: 1: 6. The singlet (one proton) at 62.4 might be a hydroxy group, and the signal (two protons) at 53.4 corresponds 
to protons on a carbon atom bonded to oxygen. The 63.4 signal is a doublet, implying that the adjacent carbon atom bears one 
hydrogen. 


H 


partial structure: H—O— wee = 


(Because we cannot be certain that the 62.4 absorption is actually a hydroxy group, we might consider shaking the sample with D,O. 
If the 2.4 ppm absorption represents a hydroxy group, it will shrink or vanish after shaking with D,O.) 

The signals at 61.8 and 50.9 resemble the pattern for an isopropyl group. The integral ratio of 1 : 6 supports this assumption. 
Because the methine (~CH —) proton of the isopropyl! group absorbs at a fairly high field, the isopropyl group must be bonded 


to a carbon atom rather than an oxygen. 


| 
partial structure: =e 
CH, 


Our two partial structures add to a total of six carbon atoms (compared with the four in the molecular formula) because two of the 
carbon atoms appear in both partial structures. Drawing the composite of the partial structures, we have isobutyl alcohol: 


CH¢ 
H*—O—CH3—CH* 
CH’ 


This structure must be rechecked to make sure that it has the correct molecular formula and that it accounts for all the structural 
| evidence provided by the spectrum (Problem 13-23). 


{ PROBLEM 13-23 


Give the spectral assignments for the protons in isobuty] alcohol (Solved Problem 13-4). For example, 


H* is a singlet, area = 1, at 62.4 


13-11 


Time Dependence of NMR Spectroscopy 
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E 
PROBLEM 13-24 


Five proton NMR spectra are given here, together with molecular formulas. In each case, propose a structure that is consistent with 
the spectrum. 
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(continued ) 
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13-12 Carbon-13 NMR Spectroscopy 


Where does a carbonyl group absorb in the NMR? Where does an internal alkyne 
absorb? In the proton NMR, both of these groups are invisible. Sometimes we 
can infer their presence: If the carbonyl! group has a proton attached (an aldehyde 
proton), the peak between 69 and 6 10 alerts us to its presence. If the adjacent 
carbon atom has hydrogens, their signals between 62.1 and 62.5 are suggestive, 
but we still can’t see the carbonyl group. An internal alkyne is even more difficult, 
because there are no distinctive absorptions in the proton NMR and usually none 
in the IR either. 

The development of Fourier transform NMR spectroscopy made carbon NMR 
('3C NMR or CMR) possible, and high-field superconducting spectrometers allowed it 
to become nearly as convenient as proton NMR ('H NMR). Carbon NMR determines 
the magnetic environments of the carbon atoms themselves. Carbonyl carbon atoms, 
alkyne carbon atoms, and aromatic carbon atoms all have characteristic chemical shifts 
in the '3C NMR spectrum. 


13-12A Sensitivity of Carbon NMR 


Carbon NMR took longer than proton NMR to become a routine technique because 
carbon NMR signals are much weaker than proton signals, and the electronics in the 
early instruments could not detect the weak carbon signal. About 99% of the carbon 


13-12 Carbon-13 NMR Spectroscopy 


atoms in a natural sample are the isotope '*C. This isotope has an even number of 
protons and an even number of neutrons, so it has no magnetic spin and cannot give 
rise to NMR signals. The less abundant isotope !°C has an odd number of neutrons, 
giving it a magnetic spin of one-half, just like a proton. Because only 1% of the 
carbon atoms in a sample are the magnetic '°C isotope, the sensitivity of '*C NMR 
is decreased by a factor of 100. In addition, the gyromagnetic ratio of '3C is only 
one-fourth that of the proton, so the '3C resonance frequency (at a given magnetic 
field) is only one-fourth of that for 'H NMR. The smaller gyromagnetic ratio leads 
to a further decrease in sensitivity. 

Because !*C NMR is less sensitive than 'H NMR, special techniques are needed 
to obtain a spectrum. The original type of NMR spectrometer shown in Figure 13-6 
(called a CW or continuous wave spectrometer) produces !°C signals that are very 
weak and become lost in the noise. When many spectra are averaged, however, the 
random noise tends to cancel while the desired signals are reinforced. If several 
spectra are taken and stored in a computer, they can be averaged and the accumu- 
lated spectrum plotted by the computer. Because the '3C NMR technique is much 
less sensitive than the 'H NMR technique, hundreds of spectra are commonly aver- 
aged to produce a usable result. Several minutes are required to scan each CW 
spectrum, and this averaging procedure is long and tedious. Fortunately, there is 
a better way. 


13-12B Fourier Transform NMR Spectroscopy 


When magnetic nuclei are placed in a uniform magnetic field and irradiated with a 
pulse of radio frequency close to their resonant frequency, the nuclei absorb some of 
the energy and precess like little tops at their resonant frequencies (Figure 13-40). This 
precession of many nuclei at slightly different frequencies produces a complex signal 
that decays as the nuclei lose the energy they gained from the pulse. This signal is called 
a free induction decay (or transient) and it contains all the information needed to cal- 
culate a spectrum. The free induction decay (FID) can be recorded by a radio receiver 
and a computer in | to 2 seconds, and many FIDs can be averaged in a few minutes. A 
computer converts the averaged transients into a spectrum. 

A Fourier transform is the mathematical technique used to compute the spectrum 
from the free induction decay, and this technique of using pulses and collecting tran- 
sients is called Fourier transform spectroscopy. A Fourier transform spectrometer 
requires sophisticated electronics capable of generating precise pulses and accurately 
receiving the complicated transients. A good '3C NMR instrument usually has the 
capability to do 'H NMR spectra as well. When used with proton spectroscopy, the 
Fourier transform technique produces good spectra with very small amounts (less than 
a milligram) of sample. 
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FIGURE 13-40 Fourier transform NMR spectroscopy. The FT NMR spectrometer delivers a radio-frequency pulse 
close to the resonance frequency of the nuclei. Each nucleus precesses at its own resonance frequency, generating a free 
induction decay (FID). Many of these transient FIDs are accumulated and averaged in a short period of time. A computer 


does a Fourier transform (FT) on the averaged FID, producing the spectrum recorded on the printer. 
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13-12C Carbon Chemical Shifts 


NMR spectroscopy is an important 
method for determining the three- 
dimensional structures of proteins in 
solution. Advanced techniques using 
both '2C and 'H spectroscopy give a 
family of lowest-energy structures, from 
which a computer calculates a final 
molecular structure. 


Figure 13-41 gives typical ranges of chemical shifts for carbon atoms in organic mol- 
ecules. A more detailed table of carbon chemical shifts is provided as Appendix 1C. 
As in proton NMR, many '3C signals are deshielded by electron-withdrawing 
substituents. Carbon chemical shifts are usually about 15 to 20 times larger than compa- 
rable proton chemical shifts. This difference makes sense because the carbon atom is one 
atom closer to a shielding or deshielding group than its attached hydrogen. For example, 
an aldehyde proton (bonded to the oxygen through the carbon) absorbs around 69.4 
in the 'H NMR spectrum, and the carbonyl carbon atom (directly bonded to the oxy- 
gen) absorbs around 180 ppm downfield from TMS in the '°C spectrum. Figure 13-42 
compares the proton and carbon spectra of a complex aldehyde to show this relationship 
between proton and carbon chemical shifts. 

The proton (lower) and carbon (upper) spectra in Figure 13-42 are calibrated so that 
the full width of the proton spectrum is 10 ppm, whereas the width of the '°C spectrum 
is 200 ppm (20 times as large). Notice how the corresponding peaks in the two spectra 
almost line up vertically. This proportionality between ‘SC NMR and 'H NMR chemi- 
cal shifts is an approximation that allows us to make a first estimate of a carbon atom’ s 
chemical shift. For example, the peak for the aldehyde proton is at 59.5 in the proton 
spectrum, so we expect the peak for the aldehyde carbon to appear at a chemical shift 
between 15 and 20 times as large (between 6144 and 6192) in the carbon spectrum. 
The actual position is at 6180. 

Notice also the triplet at 577 in the '*C NMR spectrum in Figure 13-42. This is 
the carbon signal for deuterated chloroform (CDCl,), split into three equal-sized peaks 
by coupling with the deuterium atom. Chloroform-d (CDCI;) is a common solvent for 
'3C NMR because the spectrometer can “lock” onto the signal from deuterium at a dif- 
ferent frequency from carbon. The CDCI, solvent signal is a common feature of carbon 
NMR spectra, and it can be used as an internal reference instead of TMS if desired. 

Because chemical shift effects are larger in °C NMR, an electron-withdrawing 
group has a substantial effect on the chemical shift of a carbon atom beta (one carbon 
removed) to the group. For example, Figure 13-43 shows the 'H NMR and °C NMR 
spectra of 1,2,2-trichloropropane. The methyl (CH3) carbon absorbs at 33 ppm down- 
field from TMS because the two chlorine atoms on the adjacent —-CCl,— carbon have 
a substantial effect on the methyl carbon. The chemical shift of this methyl carbon is 
about 15 times that of its attached protons (62.1), in accordance with our prediction. 
Similarly, the chemical shift of the —CH,Cl carbon (56 ppm) is about 15 times that of 
its protons (64.0). Although the CCl, carbon has no protons, the proton in a — CHCl, 
group generally absorbs around 65.8. The carbon absorption at 87 ppm is about 
15 times this proton shift. 


13-12D Important Differences Between Proton and Carbon Techniques 


Most of the characteristics of '*C NMR spectroscopy are similar to those of the 'H NMR 
technique. There are some important differences, however. 


FIGURE 13-41 Table of 
approximate chemical shift values for 
13C NMR. Most of these values for a 
carbon atom are about 15 to 20 times 
the chemical shift of a proton if it 
were bonded to the carbon atom. 
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FIGURE 13-42 'H NMR (lower) and '7C NMR (upper) spectra of a heterocyclic aldehyde. Notice the correlation between the 


chemical shifts in the two spectra. The proton spectrum has a sweep width of 10 ppm, and the carbon spectrum has a width of 


200 ppm. 
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Operating Frequency The gyromagnetic ratio for '°C is about one-fourth that of the 
proton, so the resonance frequency is also about one-fourth. A spectrometer with a 
70,459-gauss magnet needs a 300-MHz transmitter for protons and a 75.6-MHz trans- 
mitter for '°C. A spectrometer with a 14,092-gauss magnet needs a 60-MHz transmit- 
ter for protons and a 15.1-MHz transmitter for °C. 


200 180 160 140 120 100 80 60 40 20 0 
I 
Cl Cl 
'q | 
CH,} C— CH; 
Cl 
TMS 
Dorrie titi taper titted | 
10.0 9.0 8.0 7.0 6.0 5.0 4.0 3.0 2.0 1.0 0 
6 (ppm) 


FIGURE 13-43 Proton and '3C 


NMR spectra of 1,2,2-trichloropropane. 
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PROBLEM-SOLVING HINT 


Appendices 1A, 1B, and 1C are 
valuable tables for precise interpre- 


tation and prediction of proton and 
carbon NMR spectra. These tables 
will continue to be useful in your 
further studies in chemistry. 


Peak Areas The areas of '3C NMR peaks are not necessarily proportional to the num- 
ber of carbons giving rise to the peaks. Carbon atoms with two or three protons attached 
usually give the strongest absorptions, and carbons with no protons tend to give weak 
absorptions. Newer spectrometers have an integrating mode that uses decoupling tech- 
niques to equalize the absorptions of different carbon atoms. This mode makes peak 
integrals nearly proportional to the relative numbers of carbon atoms. 


13-12E Spin-Spin Splitting 

'3C NMR splitting patterns are quite different from those observed in 'H NMR. Only 
1% of the carbon atoms in the '*C NMR sample are magnetic, so there is only a small 
probability that an observed !3C nucleus is adjacent to another °C nucleus. Therefore, 
carbon-carbon splitting can be ignored. Carbon—hydrogen coupling is common, how- 
ever. Most carbon atoms are bonded directly to hydrogen atoms or are sufficiently close 
to hydrogen atoms for carbon—hydrogen spin-spin coupling to be observed. Extensive 
carbon—hydrogen coupling produces splitting patterns that can be complicated and 
difficult to interpret. 


Proton Spin Decoupling To simplify ‘°C NMR spectra, they are commonly recorded 
using proton spin decoupling, where the protons are continuously irradiated with a 
broadband (“noise’’) proton transmitter. As a result, all the protons are continuously in 
resonance, and they rapidly flip their spins. The carbon nuclei see an average of the 
possible combinations of proton spin states. Each carbon signal appears as a single, 
unsplit peak because any carbon—hydrogen splitting has been eliminated. The spectra 
in Figures 13-42 and 13-43 were generated in this manner. 


PROBLEM 13-25 


Draw the expected broadband-decoupled °C NMR spectra of the following compounds. 
Use Figure 13-41 (page 704) to estimate the chemical shifts. 


(a) ( ) (b) C) 
O 
O 


Cc CH H C—H 
| i le 7 
(c) H,C : (d) C=CL 
CH, H H 


Off-Resonance Decoupling Proton spin decoupling produces spectra that are very 
simple, but some valuable information is lost in the process. Off-resonance decoupling 
simplifies the spectrum but allows some of the splitting information to be retained 
(Figure 13-44). With off-resonance decoupling, the °C nuclei are split only by the 
protons directly bonded to them. The N+1 rule applies, so a carbon atom with one proton 
(a methine) appears as a doublet, a carbon with two attached protons (a methylene) gives 
a triplet, and a methyl carbon is split into a quartet. Off-resonance-decoupled spectra 
are easily recognized by the appearance of TMS as a quartet at 0 ppm, split by the three 
protons of each methy! group. 

The best procedure for obtaining a '3C NMR spectrum is to run the spectrum twice: 
The singlets in the broadband-decoupled spectrum indicate the number of nonequivalent 
types of carbon atoms and their chemical shifts. The multiplicities of the signals in the 
off-resonance-decoupled spectrum indicate the number of hydrogen atoms bonded to 
each carbon atom. '°C spectra are often given with two traces, one broadband decoupled 
and the other off-resonance decoupled. If just one trace is given, it is usually broadband 
decoupled. Figure 13-45 shows both spectra for butan-2-one. 
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FIGURE 13-44  Off-resonance- 
decoupled '3C NMR spectrum of 
1,2,2-trichloropropane. The CC 13 
group appears as a singlet, the CH) C1 
group appears as a triplet, and the CH3 
group appears as a quartet. Compare 
this spectrum with Figure 13-43. 
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FIGURE 13-45 Off-resonance-decoupled (upper) and broadband-decoupled (lower) 'C NMR spectra of butan-2-one. 


( PROBLEM 13-26 


(a) Show which carbon atoms correspond with which peaks in the '*C NMR spectrum of 
butan-2-one (Figure 13-45). 

(b) Draw the proton NMR spectrum you would expect for butan-2-one. How well do the 
proton chemical shifts predict the carbon chemical shifts using the “15 to 20 times as 
large” rule of thumb? 


- 
PROBLEM 13-27 
| Repeat Problem 13-25, sketching the off-resonance-decoupled !3C spectra of the compounds. 
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13-12F DEPT '3C NMR 


DEPT (Distortionless Enhanced Polarization Transfer) is a more recent technique 
that provides the same information as off-resonance decoupling. DEPT is easier to run on 
modern, computer-controlled Fourier transform spectrometers. DEPT gives better sensitiv- 
ity, and it avoids overlapping multiplets because all the peaks remain decoupled singlets. 

Each '3C nucleus is magnetically coupled to the protons bonded to it. Under the right 
circumstances, this magnetic coupling allows the transfer of polarization from the protons 
to the carbon nucleus. The number of protons bonded to the °C nucleus determines how 
this polarization transfer occurs. A DEPT experiment usually includes three spectral scans: 


1. the normal decoupled scan, in which each type of '°C nucleus appears as a singlet. 
2. the DEPT-90 scan, in which only the CH (methine) carbons bonded to exactly 
one proton appear. 


3. the DEPT-135 scan, in which the CH; (methyl) groups and CH (methine) groups 
appear normally, and the CH, groups give negative peaks. Carbons that are 
bonded to no protons do not appear. 


As shown graphically in Table 13-4, this information allows us to distinguish 
among carbons bonded to 0, 1, 2, or 3 hydrogen atoms: 


¢ Carbons with no H’s appear only in the normal spectrum, but not in either DEPT 
spectrum. 

¢ Methine carbons (CH) give normal positive peaks in all three spectra. 

¢ Methylene (CH,) carbons give normal peaks in the normal spectrum, no peaks in 
the DEPT-90 spectrum, and negative peaks in the DEPT-135 spectrum. 


¢ Methyl (CH;) carbons give normal peaks in the normal spectrum, no peaks in 
the DEPT-90 spectrum, and normal peaks in the DEPT-135 spectrum. 


Figure 13-46 shows the normal decoupled '3C NMR spectrum of but-3-en-2-one (1), 
plus the DEPT-90 spectrum (2), and the DEPT-135 spectrum (3). Note that the car- 
bony! carbon (C,, no protons) appears only in the regular spectrum. C,, with 1 proton, 
appears normally in all the spectra. Cy, with two protons, appears as a negative peak 


TABLE 13-4 Summary of DEPT Spectra 


Type of '7C_— Protons Normal'7C NMR. _-DEPT-90 DEPT-135 
| 
quaternary = 7 _— 0 
| 
methine —C—H 1 
| 
| 
methylene — CH, 2 
methyl — CH, 3 
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in the DEPT-135 spectrum. C,, the methyl carbon with three protons, vanishes in the 
DEPT-90 spectrum but appears as a normal peak in the DEPT-135 spectrum. 
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FIGURE 13-46 '3C NMR spectrum and DEPT spectra of but-3-en-2-one. 


( PROBLEM 13-28 


The standard °C NMR spectrum of phenyl propanoate is shown here. Predict the appearance of the DEPT-90 and 
DEPT-135 spectra. 


3CNMR 
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13-13 Interpreting Carbon NMR Spectra 


Interpreting '*C NMR spectra uses the same principles as interpreting 'H NMR spectra. 
In fact, carbon spectra are often easier to interpret. The ‘SC NMR spectrum provides 
the following information: 


1. The number of different signals implies how many different types of carbons are 
present. 

2. The chemical shifts of those signals suggest what types of functional groups 
contain those carbon atoms. 


3. The splitting of signals in the off-resonance-decoupled spectrum or the DEPT-90 
and DEPT-135 spectra indicate how many protons are bonded to each carbon atom. 


For example, in the 'SC NMR spectrum of 6-valerolactone (Figure 13-47), the CH) 
groups in the upper (off-resonance-decoupled) spectrum are split into triplets, but they 
appear as singlets in the lower (broadband-decoupled) spectrum. 

Let’s consider how we might solve this structure, given only the SC NMR spectrum 
and the molecular formula. As we have seen in Figures 13-41 and 13-42, the signal at 
173 ppm is appropriate for a carbonyl carbon. The off-resonance-decoupled spectrum 
shows a singlet at 173 ppm, implying that no hydrogens are bonded to the carbony] carbon. 

The chemical shift of the next absorption is about 70 ppm. This is about 20 times 
the chemical shift of a proton on a carbon bonded to an electronegative element. The 
molecular formula implies that the electronegative element must be oxygen. Because 
the signal at 70 ppm is a triplet in the off-resonance-decoupled spectrum, this carbon 
must be a methylene (— CH, —) group. 


1 
partial structures: —-CH,—O— —C— 
The signal at 30 ppm corresponds to a carbon atom bonded to a carbony! group. 
Remember that a proton on a carbon adjacent to a carbonyl] group absorbs around 2.1 ppm, 


and we expect the carbon to have a chemical shift about 15 to 20 times as large. This carbon 
atom is a methylene group, as shown by the triplet in the off-resonance-decoupled spectrum. 


O 
| 


partial structures: CH,—O CH,—C 


FIGURE 13-47  Off-resonance- 
decoupled and broadband-decoupled 
spectra of 6-valerolactone, molecular 
formula CsHgO>. 
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The two signals at 19 and 22 ppm are from carbon atoms that are not directly 
bonded to any deshielding group, although the carbon at 22 ppm is probably closer to 
one of the oxygen atoms. These are also triplets in the off-resonance-decoupled spec- 
trum and they correspond to methylene groups. We can propose the following: 


| I 
partial structures: 5 CH,—CH,— CH,—O CH;—C 


The molecular formula C; Hg O, implies the presence of two elements of unsatura- 


tion. The carbonyl (C=O) group accounts for one, but there are no more carbonyl " - nie 
groups and no double-bonded alkene carbon atoms. The other element of unsaturation 19 O 
must be a ring. Combining the partial structures into a ring gives the complete structure. 

In the following problems, only the broadband-decoupled spectra are provided. mW? O 
In cases where off-resonance or DEPT spectra are available, the number of protons ) 
is given for each carbon atom: either zero (C), one (CH), two (CHg), or three (CH3). 70 


( PROBLEM 13-29 


A bottle of allyl bromide was found to contain a large amount of an impurity. A careful distillation separated the impurity, which has 
the molecular formula C;H,O. The following '3C NMR spectrum of the impurity was obtained: 


C3H,O (CH)) 
(CH2) 


(CH) 


200 180 160 140 120 100 80 60 40 20 0 
6 (ppm) 


(a) Propose a structure for this impurity. 

(b) Assign the peaks in the 3C NMR spectrum to the carbon atoms in the structure. 
(c) Suggest how this impurity arose in the allyl bromide sample. 

\ 


PROBLEM 13-30 


An inexperienced graduate student was making some 4-hydroxybutanoic acid. He obtained an excellent yield of a different compound, 
whose '°C NMR spectrum is shown here. 


3C NMR 


C4H,O> (CH) (CH) (CH) 


(C) 


200 180 160 140 120 100 80 60 40 20 0 
6 (ppm) 


(a) Propose a structure for this product. 
(b) Assign the peaks in the C NMR spectrum to the carbon atoms in the structure. 
Ne 
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{ PROBLEM 13-31 


gave the following '3C NMR spectrum: 


A laboratory student was converting cyclohexanol to cyclohexyl bromide by using one equivalent of sodium bromide in a large excess 
of concentrated sulfuric acid. The major product she recovered was not cyclohexyl bromide, but a compound of formula Cg Hj, that 


3C NMR 


C6Hio 


(CH ) || (CH) 


(CH) 


200 180 16 


0 140 120 100 80 60 40 20 0 
5 (ppm) 


(a) Propose a structure for this product. 

(b) Assign the peaks in the 3C NMR spectrum to the carbon atoms in the structure. 

(c) Suggest modifications in the reaction to obtain a better yield of cyclohexyl bromide. 
XL 


Application: 7'P NMR 


The ?'P signal of phosphates in cells 
and tissues can be followed by 

31P NMR spectroscopy. This technique 
has been used to study the effects of 
exercise and oxygen starvation on the 
metabolism of phosphate esters such 
as ATP. 


13-14 Nuclear Magnetic Resonance Imaging 


When chemists use NMR spectroscopy, they take great pains to get the most uniform 
magnetic field possible (often homogeneous to within one part per billion). They place 
small tubes of homogeneous solutions in the magnetic field and spin the tubes to aver- 
age out any remaining variations in the magnetic field. Their goal is to have the sample 
behave as if it were all at a single point in the magnetic field, with every molecule 
subjected to exactly the same external magnetic field. 

Nuclear magnetic resonance imaging uses the same physical effect, but its goals 
are almost the opposite of chemical NMR. In NMR imaging, a heterogeneous sample 
(commonly a living human body) is placed in the magnetic field of a large-bore super- 
conducting magnet. The magnetic field is purposely nonuniform, with a gradient that 
allows just the protons in one plane of the sample to be in resonance at any one time. By 
using a combination of field gradients and sophisticated Fourier transform techniques, 
the instrument can look selectively at one point within the sample, a line within the sam- 
ple, or a plane within the sample. The computer generates an image of a two-dimensional 
slice through the sample. A succession of slices can be accumulated in the computer to 
give a three-dimensional plot of the proton resonances within the bulk of the sample. 

Medical NMR imaging is commonly called magnetic resonance imaging (MRI) 
to avoid the common fear of the word nuclear and the misconception that nuclear 
means radioactive. There is nothing radioactive about an NMR spectrometer. In fact, 
MRI is the least invasive, least hazardous method available for imaging the interior of 
the body. The only common side effect is claustrophobia from being confined within 
the ring of the wide-bore magnet. 

The MRI image can easily distinguish watery tissues, fatty tissues, bone, air 
spaces, blood, etc. by their differences in composition and movement. By using pro- 
ton relaxation times, the technique becomes even more useful. In a strong magnetic 
field, slightly more proton spins are aligned with the field (the lower-energy state) than 
against it. A radio-frequency pulse of just the right duration inverts some spins, increas- 
ing the number of spins oriented against the magnetic field. The spins gradually relax 
to their normal state over a period of a few seconds. By following the free-induction 
decay, the spectrometer measures how quickly spin relaxation occurs in each pixel 
of the sample. 
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Spinal stenosis Torn Achilles tendon 


Spinal cord 


Spinal disc 


Stenosis 


FIGURE 13-48 (a) This MRI image shows how spinal stenosis at lumbar vertebrae L4 and L5 has pinched the 
spinal cord in this patient. It also shows that the intervertebral disc between L4 and L5 has degenerated and no 
longer supports the vertebrae in their proper positions. (b) This MRI image shows a foot with a torn Achilles tendon. 
Rupture of the Achilles tendon is the most common tendon break injury, often resulting from overstress in athletics. 


Differing relaxation times are coded by color or intensity in the image, giving valuable 
information about the tissues involved. For example, cancerous tissues tend to have longer 
relaxation times than the corresponding normal tissues, so tumors are readily apparent in 
the NMR image. Figure 13-48 shows two actual MRI images: The first image is a slice 
through a patient’s back showing spinal stenosis and damage to a disc, explaining why the 
patient feels severe lower back pain. The second image is a slice through a patient’s foot 
and ankle, showing a torn Achilles tendon, which will require surgical repair. 


PROBLEM-SOLVING STRATEGY Spectroscopy Problems 


We have now learned to use both IR and NMR spectroscopy, as well as mass spectrometry, to determine the structures of unknown 
organic compounds. These techniques usually provide a unique structure with little chance of error. A major part of successful spec- 
tral interpretation is using an effective strategy rather than simply looking at the spectra, hoping that something obvious will jump 
out. A systematic approach should take into account the strengths and weaknesses of each technique. The following table summarizes 
the information provided by each spectroscopic technique. 


Summary of the Information Provided by Each Type of Spectroscopy 


MSs IR NMR 
molecular weight V 
molecular formula \ (HRMS) 
heteroatoms V H S 
functional groups S y H 
alkyl substituents S V 


Notes: \, usually provides this information 
H, usually provides helpful information 
S, sometimes provides helpful information 
(continued ) 
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We can summarize how you might go about identifying an unknown compound, but the actual process depends on what 
you already know about the chemistry of the compound and what you learn from each spectrum. Always go through the 
process with scratch paper and a pencil so that you can keep track of mass numbers, formulas, possible functional groups, 
and carbon skeletons. 


1. Mass spectrum. Look for a molecular ion, and determine a tentative molecular weight. Most compounds not containing ni- 
trogen will show an even-numbered molecular ion and mostly odd-numbered fragments. Remember that some compounds 
(alcohols, for example) may fail to give a visible molecular ion. If the molecular weight is odd, with some major even- 
numbered fragments, consider a nitrogen atom. If an HRMS is available, compare the “exact” mass with the tables to find a 
molecular formula with a mass close to the experimental value. 

Look for anything unusual or characteristic about the mass spectrum: Does the M+2 peak of the parent ion look larger 
than the M+1 peak? It might contain S, Cl, or Br. Is there a large gap and a peak at 127 characteristic of iodine? 

Although you might look at the MS fragmentation patterns to help determine the structure, this is more time-consuming 
than going on to other spectra. You can verify the fragmentation patterns more easily once you have a proposed structure. 


2. Infrared spectrum. Look for O—H, N—H, or =C—H peaks in the 3300 cm”! region. Are there saturated C—H peaks 
to the right of 3000 cm!? Unsaturated —C—H peaks to the left of 3000 cm™!? Also look for C=C or C=N stretch 
around 2200 cm™!, and for C=O, C=C, or C=N stretch between 1600 and 1800 cm !. The exact position of the peak, 
plus other characteristics (intensity, broadening), should help to determine the functional groups. For example, a broad 
O—H band centered over the C—H stretch at 3000 cm! might imply a carboxylic acid group, — COOH. 

The combination of IR and an odd molecular ion in the mass spectrum should confirm amines, amides, and nitriles. A 
strong alcohol — OH absorption in the IR might suggest that the apparent molecular ion in the mass spectrum could be low 
by 18 units from loss of water. 


3. Nuclearmagneticresonance spectrum. First,considerthenumberofsignalsandtheirchemical shifts. Lookforstrongly deshielded 
protons, such as carboxylic acids (610 to 612), aldehydes (69 to 610), and aromatic protons (67 to 68). Moderately 
deshielded peaks might be vinyl protons (65 to 66) or protons on a carbon bonded to an electronegative atom such as 
oxygen or halogen (63 to 64). A peak around 62.1 to 62.5 might be an acetylenic proton or a proton on a carbon next to a 
carbonyl group, a benzene ring, or a vinyl group. 

These possibilities should be checked to see which are consistent with the IR spectrum. The peak integrations should re- 
veal the relative numbers of protons responsible for these signals. Finally, the spin-spin splitting patterns should be analyzed 
to suggest the structures of the alkyl groups present. 

If the '3C NMR spectrum is available, use the number of signals and their chemical shifts to provide information on how 
many types of carbon atoms are present, and their possible chemical environments, consistent with the functional groups 
suggested by the IR spectrum. 

Once you have considered all the spectra, there should be one or two tentative structures. Each structure should be 
checked to see whether it accounts for the major characteristics of all the spectra. 


e Are the molecular weight and formula of the tentative structure consistent with the appearance (or the absence) of the 
molecular ion in the mass spectrum? Are there peaks in the mass spectrum corresponding to the expected fragmenta- 
tion products? 

¢ Does the tentative structure explain each of the characteristic stretching frequencies in the infrared spectrum? Does it ac- 
count for any shifting of frequencies from their usual positions? 

¢ Does the tentative structure account for each proton (or carbon) in the NMR spectrum? Does it also account for the observed 
chemical shifts and spin-spin splitting patterns? 


If the tentative structure successfully accounts for all these features of the spectra, you can be confident that it is correct. 


e 
PROBLEM 13-32 (PARTIALLY SOLVED) 


Sets of spectra are given for two compounds. For each set, 

(1) look at each spectrum individually, and list the structural characteristics you can determine from that spectrum. 

(2) look at the set of spectra as a group, and propose a tentative structure. 

(3) verify that your proposed structure accounts for the major features of each spectrum. The solution for compound | is given after 
the problem, but go as far as you can before looking at the solution. 
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Solution to Compound 1: 


Mass spectrum: The MS shows an odd molecular weight at 121 and a large even-numbered fragment at 106. These features may 
indicate the presence of a nitrogen atom. 


Infrared spectrum: The IR shows a sharp peak around 3400 cm |, possibly the N—H of an amine or the =C—H of a terminal 
alkyne. Because the MS suggests a nitrogen atom, and there is no other evidence for an alkyne (no C=C stretch around 2200 cm! 
), the 3400 cm! absorption is probably an N—H bond. The unsaturated =C—H absorptions above 3000 cm™!, combined with an 
aromatic C=C stretch around 1600 cm |, indicate an aromatic ring. 


NMR spectrum: The NMR shows complex splitting in the aromatic region, probably from a benzene ring: The total integral of 5 suggests 
the ring is monosubstituted. Part of the aromatic absorption is shifted upfield of 67.2, suggesting that the substituent on the benzene 
ring is a pi electron-donating group such as an amine or an ether. An ethyl group (total area 5) is seen at 61.2 and 63.1, appropriate 
for protons on a carbon atom bonded to nitrogen. A broad singlet of area 1 appears at 63.5, probably resulting from the N—H seen 


(continued ) 
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in the IR spectrum. Combining this information, we propose a nitrogen atom bonded to a hydrogen atom, a benzene ring, and an ethyl 
group. The total molecular weight for this structure would be 121, in agreement with the molecular ion in the mass spectrum. 


Proposed structure for compound I 


H H 
\ 7 
C=C 
HC \c—N—CH CH 
7 \ H 
H H 


The proposed structure shows an aromatic ring with 5 protons, which explains the aromatic signals in the NMR, the C=C at 
1600 cm™!, and the =C—H above 3000 cm! in the IR. The aromatic ring is bonded to an electron-donating — NHR group, which 
explains the odd molecular weight, the N—H absorption in the IR, and the aromatic signals shifted above 67.2 in the NMR. The ethyl 
group bonded to nitrogen explains the ethyl signals in the NMR, deshielded to 53.1 by the nitrogen atom. The base peak in the MS 
(M — 15 = 106) is explained by the loss of a methyl group to give a resonance-stabilized cation: 


+ 


106 : H H 
Ss + Z * 7 
Ph—N—CH,-+CH3} ——> |Ph—N—C?t <— Ph—N=C + -CH3 
| | Na | Na loss of 15 
H H H 
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Essential Terms 


accidentally equivalent 
nuclei 


chemically equivalent 


atoms 
chemical shift 


complex splitting 
coupling constant (J) 
DEPT 


deshielded 


diastereotopic atoms 


downfield 


Fourier transform 
spectroscopy 


transient 


gyromagnetic ratio (y) 


induced magnetic field 
integration 
magnetically coupled 
magnetic moment 


magnetic resonance 
imaging (MRI) 


Nuclei that are not chemically equivalent, yet absorb at nearly the same chemical shift and are 
not resolved. Nuclei that absorb at the same chemical shift cannot split each other, whether 
they are chemically equivalent or accidentally equivalent. (p. 675) 

Atoms that cannot be distinguished chemically. The replacement test for chemically equivalent 
atoms gives identical compounds. (p. 674) 

The difference (in ppm) between the resonance field or frequency of the proton (or carbon nucleus) 
being observed and that of tetramethylsilane (TMS). Chemical shifts are usually given on the 
6 (delta) scale, in parts per million downfield from TMS. (p. 667) 

Splitting by two or more different kinds of protons with different coupling constants. (p. 688) 

The distance (in hertz) between two adjacent peaks of a multiplet. (p. 685) 

(Distortionless Enhanced Polarization Transfer) A method of running several '3C experiments 
with different pulse sequences so that the carbon atoms appear differently depending on 
whether they are bonded to zero, one, two, or three protons. (p. 708) 

Bonded to a group that withdraws part of the electron density from around the nucleus. 
The absorptions of deshielded nuclei are moved downfield, resulting in larger chemical shifts. 
(p. 665) 

Nuclei that occupy diastereomeric positions. The replacement test for diastereotopic atoms gives 
diastereomers. Diastereotopic nuclei can be distinguished by NMR, and they can split each 
other unless they are accidentally equivalent. (p. 692) 

At a lower value of the applied magnetic field, toward the left (higher values of 5) on the NMR 
spectrum. The more deshielded a nucleus is, the farther downfield it absorbs. (p. 666) 

Spectroscopy that involves collecting transients (containing all the different resonance frequencies) 
and converting the averaged transients into a spectrum using the mathematical Fourier 
transform. (p. 703) 

(free induction decay, or FID) The signal that results when many nuclei are irradiated by a pulse 
of energy and precess at their resonance frequencies. (p. 703) 

A measure of the magnetic properties of a nucleus. The resonance frequency (v) is given 
by the equation v = yBey/27, where Ber is the effective magnetic field at the nucleus. 
The gyromagnetic ratio of a proton is 28,753 sec"! gauss“'. The gyromagnetic ratio of a 
13 nucleus is 6728 sec! gauss"'. (p. 663) 

The magnetic field set up by the motion of electrons in a molecule (or in a wire) in response to 
the application of an external magnetic field. (p. 664) 

The measurement of the area under a peak, proportional to the number of protons giving rise 
to that peak. (p. 676) 

Nuclei that are close enough that their magnetic fields influence each other, resulting in spin- 
spin splitting. (p. 679) 

The magnitude of a nuclear magnetic field, characterized by the gyromagnetic ratio y. (p. 662) 

The medical term for NMR imaging, avoiding the word nuclear. Use of field gradients in a large-bore 
magnet to scan two-dimensional slices of a patient’s body. (p. 712) 
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A group of peaks resulting from the spin-spin splitting of the signal from a single type of nucleus. 
A doublet has two peaks, a triplet has three peaks, a quartet has four peaks, etc. (p. 681) 

A signal that is being split by N neighboring equivalent protons is split into a multiplet with 
N+1 individual peaks. (p. 680) 

(nuclear magnetic resonance spectroscopy) A form of spectroscopy that measures the absorption 
of radio-frequency energy by nuclei in a magnetic field. The energy absorbed causes nuclear 
spin transitions. (p. 661) 

(3¢ NMR, CMR) NMR of the '3C isotope of carbon. (p. 661) 


multiplet 
N+1 rule 


NMR 


carbon magnetic 
resonance 
proton magnetic 
resonance 
off-resonance decoupling 


('H NMR, PMR) NMR of protons. (p. 661) 


A technique used with '7C NMR, in which only the protons directly bonded to a carbon atom cause 
spin-spin splitting. (p. 706) 

A measure of how slowly the nuclear spins return to their normal state after an RF pulse near their 
resonance frequency. Alternatively, the evening after a chemistry exam. (p. 712) 

Surrounded by electrons whose induced magnetic field opposes the externally applied magnetic 
field. The effective magnetic field at the shielded nucleus is less than the applied magnetic field. 
(p. 664) 

Elimination of spin-spin splitting by constantly irradiating one type of nuclei at its resonance fre- 
quency. (p. 706) 

(magnetic coupling) The interaction of the magnetic fields of two or more nuclei, usually through 
the bonds connecting them. Spin-spin splitting converts a single signal to a multiplet, a set of 
smaller peaks. (p. 679) 

Tetramethylsilane, an NMR standard whose absorption is defined as 50.00. (p. 667) 

At a higher value of the applied magnetic field, toward the right (lower values of 5) on the NMR 
spectrum. The more shielded a nucleus is, the farther upfield it absorbs. (p. 666) 


relaxation time 


shielded 


spin decoupling 


spin-spin splitting 


Essential Problem-Solving Skills in Chapter 13 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Given a structure, explain which protons are equivalent and which are nonequivalent. 


Predict the number of signals in the proton NMR and their approximate chemical shifts. Problems 13-34, 35, 50, 56, and 57 


2 Given the chemical shifts of absorptions, suggest likely types of protons. Use the 


integrations to determine the relative numbers of the different types of protons. 


Problems 13-33, 36, 38, 43, 44, and 54 


Problem-Solving Strategy: Drawing an NMR Spectrum 


Problem 13-39 


Explain which protons in a spectrum are magnetically coupled, and use the spin-spin 
splitting patterns to determine the structures of alkyl and other groups. 


Problems 13-36, 38, 43, 44, and 45 


Problem-Solving Strategy: Interpreting Proton NMR Spectra 


Problems 13-33, 36, 38, 43, 44, and 54 


4 Draw the general features of the proton and '3C NMR spectra of a given compound. Problems 13-34, 35, 39, 40, and 41 

5 Predict the number of signals and approximate chemical shifts of carbon atoms ina Problems 13-41, 49, 50, 51, 53, 55, and 
given compound. 57 

6 Given the chemical shifts of '7C absorptions, suggest likely types of carbons. Use 


either the off-resonance-decoupled spectrum or the DEPT '3C spectra to determine 
the number of hydrogen atoms bonded to a given carbon atom. 


Problems 13-42, 43, 45, and 48 


Combine the chemical shifts, integrals, and spin-spin splitting patterns in NMR 
spectra with information from infrared and mass spectra to determine the structures 
of organic compounds. 


Problems 13-47 and 48 


Problem-Solving Strategy: Spectroscopy Problems 


Problems 13-43, 45, 47, 48, 52, and 57 
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Study Problems 


13-33, =Anunknown compound has the molecular formula C)Hj Br. Its proton NMR spectrum shows the following absorptions: 
singlet, 67.1, integral 44 mm 
singlet, 62.3, integral 130 mm 
singlet, 62.2, integral 67 mm 
Propose a structure for this compound. 

13-34 Predict the multiplicity (the number of peaks as a result of splitting) and the chemical shift for all the protons in the 
following compounds. 


O O O 
(a) leas « (b) (c) H3C. Br 
an aw, 
H2C —CH, H, H> 
O F 
(@) HC. NL (e) | () H3C_H OH CH; 
C OH CH C C 
H, H3C CH; | | 
CH; CH; 
13-35 Predict the approximate chemical shifts of the protons in the following compounds. 
(a) benzene (b) cyclohexane (c) CH; —O— CH,CH,CH; Cl 
i 
(d) CH;CH,—C=C—H (e) CH;CH,—C—CH, (f) (CH3)2CH— O— CH,CH,0H 
| | 
(g) € Stn (h) CH;—CH=CH—CHO (i) HO—C—CH,CH;—C— OCH(CH;), 
H 
4 
i) ne (k) w) 
H 
methylenecyclohexane indane indene 
13-36 The following proton NMR spectrum is of a compound of molecular formula C3 HO. 
OHz S50Hz 
OHz 50Hz 
pei 
ae 4.08 
SSS 0SSHe Ll 
_ a SSI 
10 9 8 7 6 5 4 i) 2 1 0 
3 (ppm) 


(a) Propose a structure for this compound. 
(b) Assign peaks to show which protons give rise to which signals in the spectrum. 
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13-37 


13-38 


13-39 


13-40 


13-41 


Using a 60-MHz spectrometer, a chemist observes the following absorption: 
doublet, J = 7 Hz, at 6 4.00 
(a) What would the chemical shift (6) be in the 500-MHz spectrum? 
(b) What would the splitting value J be in the 500-MHz spectrum? 
(c) How many hertz from the TMS peak is this absorption in the 60-MHz spectrum? In the 500-MHz spectrum? 
A compound (C; 9Hj0,) whose spectrum is shown here was isolated from a reaction mixture containing 2-phenylethanol 
and acetic acid. 
DE EREEEE REESE OES 
(1 | 
5 
| 
10 9 8 7 6 5 1 0 
3 (ppm) 
(a) Propose a structure for this compound. 
(b) Assign peaks to show which protons give rise to which signals in the spectrum. 
Sketch your predictions of the proton NMR spectra of the following compounds. 
(a) CH;—O—CH,CH; (b) (CH;),CH—C—CH, (c) Cl—CH,— CH,— CH, — Cl 
NH, H O 
eS baat 
(d) (e) sexo \-no, () HC~-Sc~~~cH, 
NH) CH; " 
Tell precisely how you would use the proton NMR spectra to distinguish between the following pairs of compounds. 
ia) Be 7 and Cl mo (b) J and 
O 0 fe) 

Px JA 0. 
(©) H ca, = @) H ne 
For each compound shown below, 


(1) sketch the *C NMR spectrum (totally decoupled, with a singlet for each type of carbon), showing approximate 
chemical shifts. 

(2) show the multiplicity expected for each signal in the off-resonance-decoupled spectrum. 

(3) sketch the spectra expected using the DEPT-90 and DEPT-135 techniques. 


1 
(a) CH;—C—O—CH,—CH, (b) H,C—=CH—CH,Cl 
ethyl acetate 3-chloropropene 
O 


| 
(c) ¢ CH,CH,Br (d) CH,—C=C—C—CH,CH, 
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13-42 — The following off-resonance-decoupled carbon NMR was obtained from a compound of formula C;H;Cl;. Propose a 
structure for this compound, and show which carbon atoms give rise to which peaks in the spectrum. 
Scanak 
| | | | | | | | | | 
100 90 80 70 60 50 40 30 20 10 0 
5 (ppm) 

13-43 A small pilot plant was adding bromine across the double bond of but-2-ene to make 2,3-dibromobutane. A controller 
malfunction allowed the reaction temperature to rise beyond safe limits. A careful distillation of the product showed that 
several impurities had formed, including the one having the NMR spectra that appear below. Determine its structure, and 
assign the peaks to the protons in your structure. 

200 180 160 140 120 100 80 60 40 20 0 
BC NMR CDCl; 
solvent 
ah 
| 
10 9 8 
6 (ppm) 

13-44 |= Anew chemist moved into an industrial lab where work was being done on oxygenated gasoline additives. Among the 
additives that had been tested, she found an old bottle containing a clear, pleasant-smelling liquid that was missing its 
label. She took the quick NMR spectrum shown and was able to determine the identity of the compound without any addi- 
tional information. Propose a structure, and assign the peaks. (Hint: This is a very pure sample.) 

eT “OHz—S0Hz 
pH 
OHz 50Hz 
“HEHEHE Lay) 4H 
1.685 1.56 1.05 0.96 
Saihane Let | EBEEREES 
3.65 3.58 
10 9 8 7 6 5 4 3 2 
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*13-45 = When 2-chloro-2-methylbutane is treated with a variety of strong bases, the products always seem to contain two isomers 
(A and B) of formula C; Hj 9. When sodium hydroxide is used as the base, isomer A predominates. When potassium 
tert-butoxide is used as the base, isomer B predominates. The 'H and °C NMR spectra of A and B are given below. 

(a) Determine the structures of isomers A and B. 
(b) Explain why A is the major product when using sodium hydroxide as the base and why B is the major product when 
using potassium fert-butoxide as the base. 


200 180 160 140 120 100 80 60 40 20 0 
8C NMR CDCl, 
BEOG ae 
OHz S0Hz OHz S0Hz 
+++ I | +++ T 
isomer A 
9 
al J | 
CHCl; vhf Ui) tet 
1 5.26 5.18 1.75 1.65 1.56 
| : lll 
10 9 8 7 6 5 4 3 2 1 0 
6 (ppm) 
200 180 160 140 120 100 80 60 40 20 0 
BC NMR 
CDCl, 
a a | 
isomer B 
CHCl, A 
10 9 8 7 6 5 


6 (ppm) 


13-46 (A true story.) A major university was designated as a national nuclear magnetic resonance center by the National Science 
Foundation. Several large superconducting instruments were being installed when a government safety inspector appeared 
and demanded to know what provisions were being made to handle the nuclear waste produced by these instruments. 
Assume you are the manager of the NMR center, and offer an explanation that could be understood by a nonscientist. 

13-47 A compound was isolated as a minor constituent in an extract from garden cress. Its spectra are shown here. 

(1) Look at each spectrum individually, and list the structural characteristics you can determine from that spectrum. 
(2) Look at the set of spectra as a group, and propose a tentative structure. 
(3) Verify that your proposed structure accounts for the major features of each spectrum. 


(continued ) 
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100 
| 117 M* 
80 
. L 
2 60 
g 
Lo! | 
5 
5 40 
20 
0 T T T J T il T iL, T T T T T T T T 
10 20 30 40 50 60 70 80 90 100 110 120 130 140 150 160 
mlz 
wavelength (um) 

2.5 ) 3.5 4 4.5 5 5.5 6 7 8 9 10 11 12 13 14 15 16 
100 wen iy ae a A 
a | 

% 
T 
R 
N 
60 x 
M 
I 
T 
40) 
A 
N 
c 
E 
20 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 = 1000 800 600 
wavenumber (cm™ l ) 
4 
2 
5 
10 9 8 7 6 5 4 3 2, 1 0 


6 (ppm) 


13-48 = The following spectra are taken from a compound that is an important starting material for organic synthesis. Determine 
the structure, first by considering each spectrum individually, and then by considering all the spectra together. Assign 
peaks to show that your proposed structure accounts for all the major features of each spectrum. DEPT information is 
given in blue on the carbon NMR. 


100 r; 


oo 


80 


60 


40 


abundance 
T 


20 96 Mt 


0 Lat 
10 "20 30 as Sa GO 70 ' 80 ' 90 '100'110' 120° 130° 140° 150 ' 160 


m/z (continued ) 
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13-50 
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wavelength (um) 


foe 3 Be 4 4.5 5 5.5 6 d. 8 9 10 1 12 13 14 15 16 
HM [ VTTHHHTEHH HE A Ph) 
Hin 
80 
% 
v 
R 
N 
60 N 
M 
I 
T 
40)))/T 
A 
N 
c 
E 
20 
0 ae 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 
wavenumber (em!) 
200 180 160 140 120 100 80 60 40 20 0 
(CH,)}} (CH2)} | (CH) 
CDCl 
‘aa 
an 
OHz 50Hz 
2| 
Ll | 4 
eet 
6.15 6.05 
5 4 3 2 1 0 
6 (ppm) 


The three isomers of dichlorobenzene are commonly named ortho-chlorobenzene, meta-chlorobenzene, and 
para-chlorobenzene. These three isomers are difficult to distinguish using proton NMR, but they are instantly 
identifiable using *C NMR. 


Cl 
Cl Cl 
Cl 
Cl Cl 
ortho-chlorobenzene meta-chlorobenzene para-chlorobenzene 


(a) Describe how carbon NMR distinguishes these three isomers. 

(b) Explain why they are difficult to distinguish using proton NMR. 

(a) Draw all five isomers of formula C;H¢Bry (including stereoisomers). 

(b) For each structure, show how many types of H would appear in the proton NMR spectrum. 

(c) For each structure, show how many types of C would appear in the C NMR spectrum. 

(d) If an unknown compound of formula C;H¢Br, shows three types of H and three types of C, can you determine its 
structure from this information? 


13-51 


13-52 


13-53 


13-54 


*13-55 


*13-56 
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Different types of protons and carbons in alkanes tend to absorb at similar chemical shifts, making structure determination 
difficult. Explain how the '3C NMR spectrum, including the DEPT technique, would allow you to distinguish among the 
following four isomers. 


(a) Cy (b) ‘oa (©) 7 (a) A 


Hexamethylbenzene undergoes radical bromination with N-bromosuccimide to give one monobrominated product 
(Cj2H;7Br) and four dibrominated products (C;2H;6Br2). These products are easily separated by GC-MS, but the 
dibrominated products are difficult to distinguish by their mass spectra. Draw the monobrominated product and the 
four dibrominated products, and explain how °C NMR would easily distinguish among these compounds. 

Each of these four structures has molecular formula C4HgO>. Match the structure with its characteristic proton NUR 
signals. (Not all of the signals are listed in each case.) 


O O O O 
ree 7 Pees ee 


structure 1 structure 2 structure 3 structure 4 
(a) sharp 1H singlet at 6 8.0 and 2H triplet at 6 4.0 (b) sharp 3H singlet at 6 2.0 and 2H quartet at 6 4.1 
(c) sharp 3H singlet at 6 3.7 and 2H quartet at 6 2.3 (d) broad 1H singlet at 6 11.5 and 2H triplet at 6 2.3 


How many signals would you expect to see in the '*C NMR of the following compounds? In each case, show which 
carbon atoms are equivalent in the *C NMR. 


O O 
O 
[» [> L» 
structure | structure 2 structure 3 structure 4 


Phenyl] Grignard reagent adds to 2-methylpropanal to give the secondary alcohol shown. The proton NMR of 
2-methylpropanal shows the two methyl groups as equivalent (one doublet at 6 1.1), yet the product alcohol, a racemic 
mixture, shows two different 3H doublets, one at 6 0.75 and one around 6 1.0. 


Q + 
€ Nae " \ < ether H30 : 
H 


2-methylpropanal 


(a) Draw a Newman projection of the product along the C1—C2 axis. 

(b) Explain why the two methyl groups have different NMR chemical shifts. What is the term applied to protons 
such as these? 

Show how you would distinguish among the following three compounds 

(a) using infrared spectroscopy and no other information. 

(b) using proton NMR spectroscopy and no other information. 

(c) using Be NMR, including DEPT, and no other information. 


O O O 
H OCH, OH 


CH,O HO H3C 


compound 1 compound 2 compound 3 


Goals for Chapter 14 


11 Draw and name ethers and 
heterocyclic ethers, including 
epoxides. Explain the trends in 
their boiling points, solubilities, 
and solvent properties. 


2 Determine the structures of ethers 
from their spectra, and explain 

their characteristic absorptions and 
fragmentations. 


3 Devise efficient laboratory 
syntheses of ethers and epoxides. 


4 Predict the products of reactions 
of ethers and epoxides. 


5 Propose mechanisms showing the 
formation and reactions of ethers 
and epoxides. 


> Canadarm2 is the primary component 
of the Mobile Servicing System (MSS) 
on the International Space Station (ISS). 
The boom sections of Canadarm2 use 
composites of epoxy resins cured over 

a carbon fiber matrix (Section 14-16) 
for their high strength and stiffness 
combined with low weight. 
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Ethers, Epoxides, and Thioethers 


OH 


| 
O—CH,—CH—CH,—O 
n 


14-1 Introduction 


Ethers are compounds of formula R—O—R’, where R and R’ may be alkyl groups or 
aryl (benzene ring) groups. Like alcohols, ethers are related to water, with alkyl groups 
replacing the hydrogen atoms. In an alcohol, one hydrogen atom of water is replaced by 
an alkyl group. In an ether, both hydrogens are replaced by alkyl groups. The two alkyl 
groups are the same in a symmetrical ether and different in an unsymmetrical ether. 


H—O—H R—O—H R—O—R’ 


water alcohol ether 


Examples of ethers 


CH,CH,—O—CH,CH, € \-o-an, > 
O 


diethyl ether methyl phenyl] ether tetrahydrofuran 
(a symmetrical ether) (an unsymmetrical ether) (a symmetrical, cyclic ether) 


As with other functional groups, we will discuss how ethers are formed and how 
they react. Ethers (other than epoxides) are relatively unreactive, however, and they 
are not frequently used as synthetic intermediates. Because they are stable with many 
types of reagents, ethers are commonly used as solvents for organic reactions. In this 
chapter, we consider the properties of ethers and how these properties make ethers such 
valuable solvents. 
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The most important commercial ether is diethyl ether, often called “ethyl ether,” 
or simply “ether.” Ether is a good solvent for reactions and extractions, and it is used 
as a volatile starting fluid for diesel and gasoline engines. Ether was used as a surgical 
anesthetic for over a hundred years (starting in 1842), but it is highly flammable, and 
patients often vomited as they regained consciousness. Several compounds that are less 
flammable and more easily tolerated are now in use, including nitrous oxide (N,O) and 
halothane (CF; —— CHCIBr). 


14-2 Physical Properties of Ethers 


14-2A Structure and Polarity of Ethers 


Like water, ethers have a bent structure, with an sp hybrid oxygen atom giving a nearly 
tetrahedral bond angle. In water, the nonbonding electrons compress the H—O— H bond 
angle to 104.5°, but in a typical ether, the bulk of the alkyl groups enlarges the bond angle. 
Figure 14-1 shows the structure of dimethyl] ether, with a tetrahedral bond angle of 110°. 

Although ethers lack the polar hydroxy group of alcohols, they are still strongly polar 
compounds. The dipole moment of an ether is the vector sum of two polar C—O bonds, 
with a substantial contribution from the two lone pairs of electrons. Table 14-1 compares 
the dipole moments of dimethy] ether, diethyl ether, and tetrahydrofuran (THF) with those 
of alkanes and alcohols of similar molecular weights. An ether such as THF provides a 
strongly polar solvent without the reactivity of a hydroxy group. 


14-2B Boiling Points of Ethers; Hydrogen Bonding 


Table 14-1 compares the boiling points of several ethers, alcohols, and alkanes. Notice that 
the boiling points of dimethyl] ether and diethy] ether are nearly 100 °C lower than those of 
alcohols having similar molecular weights. This large difference results mostly from hydro- 
gen bonding in the alcohols. Pure ethers cannot engage in hydrogen bonding because they 
have no O—H groups. Ethers do have large dipole moments, resulting in dipole-dipole 
attractions, but these attractions appear to have relatively little effect on their boiling points. 

Although pure ethers have no hydroxy groups to engage in hydrogen bonding, 
they can hydrogen bond with other compounds that do have O—H or N—H groups. 
Figure 14-2 shows that a hydrogen bond requires both a hydrogen bond donor and a 
hydrogen bond acceptor. The donor is the molecule with an O—H or N—H group. 
The acceptor is the molecule whose lone pair of electrons forms a weak partial bond to 
the hydrogen atom provided by the donor. An ether molecule has the lone pair to form 
a hydrogen bond with an alcohol (or other hydrogen bond donor), but it cannot form a 
hydrogen bond with another ether molecule. As a result, ethers are much more volatile 
than alcohols having similar molecular weights. Table 14-2 lists the physical properties 
of a representative group of common ethers. 


14-2C Ethers as Polar Solvents 


Ethers are ideally suited as solvents for many organic reactions. They dissolve a wide 
range of polar and nonpolar substances, and their relatively low boiling points simplify 


Application: Anesthetics 


Diethyl ether was found to be a much 
safer anesthetic than chloroform. Like 
chloroform, ether is more soluble in 
fatty tissue than in water, so it passes 
into the central nervous system and 
takes effect quickly. Ether is also 
volatile, making it easy to administer. 
But ether is much less toxic than 
chloroform because ether degrades to 
ethanol, which the body can oxidize. 


An early inhaler for ether anesthesia, 
about 1847. The glass bottle, 
containing ether-soaked sponges, is 
connected to a face mask with valves 
so that air is drawn through the bottle 
and over the sponges as the patient 
inhales. 


FIGURE 14-1 = Structure of dimethyl 
ether. 
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TABLE 14-1 Comparison of the Boiling Points of Ethers, Alkanes, and Alcohols 
of Similar Molecular Weights 


Compound Formula MW bp (°C) Dipole Moment (D) 
water H,O 18 100 1.9 

ethanol CH;CH, — OH 46 78 1.7 
dimethyl ether CH,;—O—CH; 46 =25 1.3 

propane CH3CH»CH3 44 —42 0.1 
n-butanol CH3CH,CH,CH, — OH 74 118 1.7 
tetrahydro- eS 7 66 16 

furan ‘e) 

diethyl ether © CH,;CH,—O—CH,CH; 74 35 1.2 

pentane CH3CH»CH»CH,CH3 72 36 0.1 


Note: The alcohols are hydrogen bonded, giving them much higher boiling points. The ethers have boiling 
points that are closer to those of alkanes with similar molecular weights. 


FIGURE 14-2 Hydrogen bonding Alcohol Ether Alcohol + ether 

in alcohols and ethers. A molecule of 

water or an alcohol can serve as both P Pas - 

a hydrogen bond donor and acceptor. O=h e) O—=R ) O=Hes e) 

Ether molecules have no hydroxy va x / \ A \ 
R R R R R R 

groups, so they are not hydrogen bond 

donors. If a hydrogen bond donor is hydrogen bond no hydrogen bond hydrogen bond 

present, ethers can serve as hydrogen 

bond acceptors. donor acceptor no donor acceptor donor acceptor 


TABLE 14-2 Physical Properties of Ethers 


Name Structure mp (°C) bp (°C) Density (g/mL) 
"dimethylether ==—s—i(‘<‘éw~)!)©)©€UCH3—O—CH,.))!U!U!)!)!)!)!CUNM400~—SC (t(‘i HSC*™” 
ethyl methyl ether CH3CH,— O— CH, 8 0.72 
diethyl ether CH3;CH,— O— CH,CH3 —116 35 0.71 
di-n-propy] ether CH3;CH»CH,— O— CH»,CH,CH3 —122 91 0.74 
diisopropyl! ether (CH3),CH—O— CH(CH3) —86 68 0.74 
1,2-dimethoxyethane (DME) CH3;— O— CH,CH,— O— CH —58 83 0.86 


methyl pheny! ether (anisole) CH3;—O < \ =37 154 0.99 


diphenyl ether ¢ \- O ~< \ 27 259 1.07 


furan [ \ — 86 32 0.94 


tetrahydrofuran (THF) —108 65 0.89 


1,4-dioxane C ) 11 101 1.03 


14-2 Physical Properties of Ethers 


their evaporation from the reaction products. Nonpolar substances tend to be more 
soluble in ethers than in alcohols because ethers have no hydrogen-bonding network 
to be broken up by the nonpolar solute. 

Polar substances tend to be nearly as soluble in ethers as in alcohols because ethers 
have large dipole moments as well as the ability to serve as hydrogen bond acceptors. 
The nonbonding electron pairs of an ether effectively solvate cations, as shown in 
Figure 14-3. Ethers do not solvate anions as well as alcohols do, however. Ionic sub- 
stances with small, “hard” anions requiring strong solvation to overcome their ionic 
bonding are often insoluble in ether solvents. Substances with large, diffuse anions, 
such as iodides, acetates, and other organic anions, tend to be more soluble in ether 
solvents than substances with smaller, harder anions such as fluorides. 

Alcohols cannot be used as solvents for reagents that are more strongly basic than the 
alkoxide ion. The hydroxy group quickly protonates the base, destroying the basic reagent. 


B: 


strong base 


R—O: 


alkoxide ion 


Ss R—OH — 


alcohol 


B—H + 
protonated base 


Ethers are nonhydroxylic (no hydroxy group), and they are normally unreactive toward 
strong bases. For this reason, ethers are frequently used as solvents for very strong polar 
bases (like the Grignard reagent) that require polar solvents. The four ethers shown here 
are common solvents for organic reactions. DME, THF, and dioxane are miscible with 
water, and diethyl ether is sparingly soluble in water. 
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Application: Green Chemistry 


2-Methyltetrahydrofuran is another polar 
aprotic solvent like THF that is considered 
a “green” solvent because it comes from 
corncobs and other waste plant sources 
rather than petroleum. 


bes 


2-methyltetrahydrofuran 


C) 
CH,CH,—O—CH,CH, | CH,—O—CH,CH,—O—CH, 5 O 
diethyl ether 1,2-dimethoxyethane tetrahydrofuran 1,4-dioxane 
“ether” DME, “glyme” THF, oxolane dioxane 
bp 35 °C bp 82 °C bp 65 °C bp 101 °C 
(— > 
PROBLEM 14-1 
Rank the given solvents in decreasing order of their ability to dissolve each compound. 
Solutes OH 
(a) (b) CH, (c) Solvents 
HCOO" Nat ( ethyl ether 
water 
2-methylnaphthalene |-naphthol ethanol 
dichloromethane 
NS e) 


14-2D Stable Complexes of Ethers with Reagents 


The special properties of ethers (polarity, lone pairs, but relatively unreactive) 
enhance the formation and use of many reagents. For example, Grignard reagents 
cannot form unless an ether is present, possibly to share its lone pairs of electrons 


Ether solvates cations: Alcohol solvates cations and anions: 


ak een 
R—O a i” R—O é Oo” eS 
\y eo. ye @\ A @:-H—o 
R— 2 SP Rk poe Feu | \ 
O@ O (not well solvated) O@ O O H R 
/ / SR ff Se ee 
zg R 4H O—R 


FIGURE 14-3 — Ethers solvate cations. 
An ionic substance such as lithium 
iodide (Lil) is moderately soluble in 
ethers because the small lithium cation 
is strongly solvated by the ether's lone 
pairs of electrons. Unlike alcohols, 
ethers cannot serve as hydrogen bond 
donors, so they do not solvate anions 
well. 
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FIGURE 14-4 Complexation of 

an ether with a Grignard reagent 
stabilizes the reagent and helps keep it 
in solution. 
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with the magnesium atom. This sharing of electrons stabilizes the reagent and helps 
keep it in solution (Figure 14-4). 


Complexes with Electrophiles An ether’s nonbonding electrons also stabilize 
borane, BH3. Pure borane exists as a dimer called diborane, B,H,. Diborane is a toxic, 
flammable, and explosive gas, whose use is both dangerous and inconvenient. Borane 
forms a stable complex with tetrahydrofuran. The BH,-*THF complex is commer- 
cially available as a 1 M solution, easily measured and transferred like any other air- 
sensitive liquid reagent. The availability of BH; - THF has contributed greatly to the 


convenience of hydroboration (Section 8-7). 
H 
HO x Zz H + | = 

SB Bo + 2 :O: 2 >O-—B——H 
H \e” H | 
tetrahydrofuran H 
BH, THF 


diborane 


<_< 


Boron trifluoride is used as a Lewis acid catalyst in a wide variety of reactions. Like 
diborane, BF; is a toxic gas, but BF; forms a stable complex with ethers, allowing it 
to be conveniently stored, measured, and even distilled without breaking the complex 
apart. The complex of BF; with diethyl ether is called “boron trifluoride etherate.” 


F 
F _CHCH, | _CH,CH, 
F-BO + 10% —> FBO 
F CH,CH, | CH,CH; 
F 
boron diethyl] ether BF; - OEt, 
trifluoride “boron trifluoride etherate” 


PROBLEM 14-2 


Aluminum trichloride (AICI,) dissolves in ether with the evolution of a large amount of heat. 
(In fact, this reaction can become rather violent if it gets too warm.) Show the structure of 
the resulting aluminum chloride etherate complex. 


Nitec ceea i mesculemg Crown Ether Complexes In Chapter 6, we encountered the use of crown ethers, 


Crown ethers are also used to remove 
radioactive elements from radioactive 
waste. For example, radioactive cesium 
and strontium can be extracted using 
specialized derivatives of 18-crown-6. 


15-crown-5 
solvates Nat 


12-crown-4 
solvates Lit 


large cyclic polyethers that specifically solvate metal cations by complexing the metal 
in the center of the ring. Different crown ethers solvate different cations, depending 
on the relative sizes of the crown ether and the cation and the number of binding sites 
around the cation. The EPM of 18-crown-6 shows that the cavity in the center of the 
molecule is surrounded by electron-rich oxygen atoms that complex with the guest 
potassium cation. 


as. } 
ar me _ 
Co) 


EPM of 18-crown-6 


18-crown-6 
with Kt solvated 


18-crown-6 
solvates Kt 


Complexation by crown ethers often helps polar inorganic salts to dissolve in 
nonpolar organic solvents. This enhanced solubility allows polar salts to be used under 
aprotic conditions, where the uncomplexed anions may show greatly enhanced reactivity. 
For example, in Section 6-10B, we discussed using 18-crown-6 to dissolve potassium 
fluoride in acetonitrile (CH;CN), where the poorly solvated fluoride ion is a moderately 
strong nucleophile. Many other salts, including carboxylate salts (RCOO™ K*), cyanides 
(KCN), and permanganates (KMnO,), can be dissolved in aprotic (and often nonpolar) 
organic solvents using crown ethers. In each case, the crown ether complexes only the 
cation, leaving the anion bare and highly reactive. 


PROBLEM 14-3 


In the presence of 18-crown-6, potassium permanganate dissolves in benzene to give “purple 
benzene,” a useful reagent for oxidizing alkenes in an aprotic environment. Use a drawing 
of the complex to show why KMnO, dissolves in benzene and why the reactivity of the 
permanganate ion is enhanced. 


14-3 Nomenclature of Ethers 


We have been using the common nomenclature of ethers, which is sometimes called 
the alkyl alkyl ether system. The IUPAC system, generally used with more compli- 
cated ethers, is sometimes called the alkoxy alkane system. Common names are almost 
always used for simple ethers. 


14-3A Common Names (Alkyl Alkyl Ether Names) 


Common names of ethers are formed by naming the two alkyl groups on oxygen and 
adding the word ether. Under the current system, the alkyl groups should be named in 
alphabetical order, but many people still use the old system, which named the groups 
in order of increasing complexity. For example, if one of the alkyl groups is methyl 
and the other is tert-butyl, the current common name should be “tert-butyl methyl 
ether,” but most chemists use the older common name, “methyl tert-butyl ether” 
(or MTBE). If both groups are methyl, the name is “dimethyl! ether.” If just one alkyl 
group is described in the name, it implies that the ether is symmetrical, as in “ethyl ether.” 


14-3B IUPAC Names (Alkoxy Alkane Names) 


IUPAC names use the more complex alkyl group as the root name, and the rest 
of the ether as an alkoxy group. For example, cyclohexyl methyl! ether is named 
“methoxycyclohexane.” This systematic nomenclature is often the only clear way to 
name complex ethers. 


OCH, 


CH,—O—CH,CH, 
IUPAC name: methoxyethane 


common hame: 


methoxybenzene 


ethyl methyl! ether methyl] pheny] ether, or anisole 


H,C_ CH, 


H 


OCH,CH, 


IUPAC name: 3-ethoxy-1,1-dimethylcyclohexane 


trans-\-chloro-2-methoxycyclobutane 
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Application: Oxygenated 
Gasoline 


The Clean Air Act of 1990 requires the 
use of “oxygenated gasoline” in areas 
with severe air pollution. The preferred 
“oxygenate” was often MTBE because 
it blends well with gasoline, lowers the 
amounts of pollutants in the exhaust, 
burns well without engine modifica- 
tions, and has a low toxicity. In 1999, 
California began a phaseout of MTBE 
from the gasoline in that state because 
of concerns that it was polluting ground- 
water. Since that time, many other 
states have banned the use of MTBE in 
gasoline. 


CI—CH, -O—CH, 
chloromethoxymethane 
chloromethyl methyl ether 


OH 
CH,—O—CH,CH, 


2-ethoxyethanol 
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r 
PROBLEM 14-4 
Give a common name (when possible) and a systematic name for each compound. 
(a) CH;0CH = CH, (b) CH; CH,OCH(CHs3), (c) CICH, CH, OCH, 
(d) OCH,CH3 (e) OCH; (f) OH 

Km "OF 
“OCH; 
(g) >> OCH, (h) CH;C==CCH,OCH; @) \A 
OCH3 
\ 


14-3C Nomenclature of Cyclic Ethers 


Cyclic ethers are our first examples of heterocyclic compounds, containing a ring in 
which a ring atom is an element other than carbon. This atom, called the heteroatom, is 
numbered | when numbering the ring atoms. Heterocyclic ethers are especially impor- 
tant and useful ethers. 


GE ; Epoxides (Oxiranes) We have already encountered some of the chemistry of 
epoxides in Section 8-12. Epoxides are three-membered cyclic ethers, usually formed 
Ethylene oxide has been used asa fumi- by peroxyacid oxidation of the corresponding alkenes. The common name of an 
gant for foods, textiles, and soil, and epoxide is formed by adding “oxide” to the name of the alkene that is oxidized. The 
for sterilizing biomedical instruments. It following reactions show the synthesis and common names of two simple epoxides. 


readily diffuses through materials without 


damaging them. Its antibacterial effect is rf in 1 
robably due to its ability to alkylate criti- = — __ — pe 

P a ene H,C=CH, + Ph—C—OOH —+ H,C—CH, + Ph—C—OH 
pena ele viee: ethylene peroxybenzoic acid ethylene oxide benzoic acid 

H 

peroxybenzoic acid 2 
H 
cyclohexene cyclohexene oxide 


One systematic method for naming epoxides is to name the rest of the molecule 
and use the term epoxy as a substituent, giving the numbers of the two carbon atoms 
bonded to the epoxide oxygen. 


H 
4, gO 
a H 2 O 3 H 
my 
1 4 5 6 
CH, aa CH,—CH, 
‘CH, OCH, 
trans-1,2-epoxy-4-methylcyclohexane cis-2,3-epoxy-4-methoxyhexane 


Another systematic method names epoxides as derivatives of the parent compound, 
ethylene oxide, using “oxirane” as the systematic name for ethylene oxide. In this 
system, the ring atoms of a heterocyclic compound are numbered starting with the 
heteroatom and going in the direction to give the lowest substituent numbers. The 
“epoxy” system names are also listed (in blue) for comparison. Note that the numbering 
is different for the “epoxy” system names, which number the longest chain rather than 
the ring. 
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1 1 


H O._H HH O._CHCH; HO. _CHs 
2 3 


H H (CH,),CH *~CH,CH, CH,O H 
oxirane 2,2-diethyl-3-isopropyloxirane trans-2-methoxy-3-methyloxirane 
1,2-epoxyethane 3,4-epoxy-4-ethyl-2-methylhexane 1,2-epoxy-1-methoxypropane 


Oxetanes The least common cyclic ethers are the four-membered oxetanes. Because 
these four-membered rings are strained, they are more reactive than larger cyclic 
ethers and open-chain ethers. They are not as reactive as the highly strained oxiranes 
(epoxides), however. 


—O z—O! 
CH af \—CH,CH, 

CH, H 
oxetane 2-ethy1-3,3-dimethyloxetane 


Furans (Oxolanes) The five-membered cyclic ethers are commonly named after 
an aromatic member of this group, furan. We consider the aromaticity of furan and 
other heterocycles in Chapter 16. The systematic term oxolane is also used for a five- 
membered ring containing an oxygen atom. 


H H OCH, H H 
4 6 4 3 H H 
sl \ cl \ H H 
Ho" ow H O° ‘H 
1 1 
furan 3-methoxyfuran tetrahydrofuran (THF) 
(oxolane) 
The saturated five-membered cyclic ether resembles furan but has four additional 
hydrogen atoms. Therefore, it is called tetrahydrofuran (THF). One of the most polar 


ethers, tetrahydrofuran is an excellent nonhydroxylic organic solvent for polar reagents. 
Grignard reactions sometimes succeed in THF even when they fail in diethyl] ether. 


Pyrans (Oxanes) The six-membered cyclic ethers are commonly named as deriva- 
tives of pyran, an unsaturated ether. The saturated compound has four more hydrogen 
atoms, so it is called tetrahydropyran (THP). The systematic term oxane is also used 
for a six-membered ring containing an oxygen atom. 


H H 
iH H H 7; 7 ; ee a 
ff (¢7 3 : 
So ae 0 fq oH 
pyran 4-methylpyran tetrahydropyran (THP) 


(oxane) 


Dioxanes Heterocyclic ethers with two oxygen atoms in a six-membered ring are 
called dioxanes. The most common form of dioxane is the one with the two oxygen 
atoms in a 1,4-relationship. 1,4-Dioxane is miscible with water, and it is widely used 
as a polar solvent for organic reactions. 


1 
fe) : fe) 
6 2 1 i 
) O~ ~CH, O 
4 3 


1,4-dioxane 4-methyl-1,3-dioxane — dibenzo-1,4-dioxane (dioxin) 


733 
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Dioxin (previous page) is a common name for dibenzo-1,4-dioxane, which is 
1,4-dioxane fused with two benzene rings. The name dioxin is often used incorrectly in 
the news media for 2,3,7,8-tetrachlorodibenzodioxin (TCDD), a toxic contaminant in 
the synthesis of the herbicide called 2,4,5-T or Agent Orange. Surprisingly, TCDD has 
been in the environment for many millions of years because it is also formed in forest 
fires. Most dioxins are toxic and carcinogenic (cause cancer) because they associate with 
DNA and cause a misreading of the genetic code that can result in a genetic mutation. 


Cl O Cl 
Cl O Cl 
2,4,5-trichlorophenoxyacetic acid 2,3,7,8-tetrachlorodibenzodioxin 
(2,4,5-T or Agent Orange) (TCDD, incorrectly “dioxin’’) 


- 
PROBLEM 14-5 


1,4-Dioxane is made commercially by the acid-catalyzed condensation of an alcohol. 

(a) Show what alcohol will undergo condensation, with loss of water, to give 1,4-dioxane. 
(b) Propose a mechanism for this reaction. 

\ 


A 
PROBLEM 14-6 


Name the following heterocyclic ethers. 


(a) (b) LO (c) CH(CH,), 
Ci Ch, CF 
or “Ci 


O O 


(@) HH  -O. CH,CH, ©) Br (f) oO 


14-4 Spectroscopy of Ethers 


Infrared Spectroscopy of Ethers Infrared spectra do not show obvious or reliable 
absorptions for ethers. Most ethers give a moderate to strong C—O stretch around 
1000 to 1200 cm ' (in the fingerprint region), but many compounds other than ethers 
give similar absorptions. Nevertheless, the IR spectrum can be useful because it shows 
the absence of carbonyl (C=O) groups and hydroxy (O— H) groups. If the molecu- 
lar formula contains an oxygen atom, the lack of carbonyl or hydroxy absorptions in 
the IR suggests an ether. 


Mass Spectrometry of Ethers The most common fragmentation of ethers is cleavage 
next to one of the carbon atoms bonded to oxygen. Because this carbon is alpha to 
the oxygen atom, this fragmentation is called a@ cleavage. The resulting oxonium ion 
(oxygen with three bonds and a positive charge) is resonance-stabilized by the non- 
bonding electrons on oxygen. 


a Cleavage 


_ + A + p>. Hx. + 
[R-=-CH,—O—R]* —> R- ag ZE&_O—-R —_ ye UR 
s u % 


not observed H 


oxonium ion 
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Another common cleavage is the loss of either of the two alkyl groups to give another 
oxonium ion or an alkyl cation. 


Loss of an alkyl group 


[R 


or 


= ~H . 
CH,—Oo+R7! > [re cut H <> R cH=9%-1| + -R’ 
not observed 
oxonium ion 


[R—CH,—O+R]! —> R—CH,—O- + #R’ 


not observed alkyl cation 


The mass spectrum of diethy] ether appears in Figure 14-5. The four most abundant 
ions correspond to the molecular ion, loss of an ethyl group, a cleavage, and loss of 
an ethylene molecule combined with a cleavage. All these modes of cleavage form 
resonance-stabilized oxonium ions. 


NMR Spectroscopy of Ethers In the '3C NMR spectrum, a carbon atom bonded to : 

oxygen generally absorbs between 6 65 and 6 90. Protons on carbon atoms bonded H a ae 
to oxygen usually absorb at chemical shifts between 63.5 and 54 in the 'H NMR a 

spectrum. Both alcohols and ethers have resonances in this range. See, for example, ~¢2 Sam 

the NMR spectra of methyl tert-butyl ether (page 674) and ethanol (page 695). If a en 63.5-64 


compound containing C, H, and O has resonances in the correct range, and if there 


is no 


O—H stretch or C—O stretch in the IR spectrum, an ether is the most likely 


functional group. 


100 


abundance 


31 


CH,CH,— O—CH,CH, 


59 
a 
45 M 


10° 20 30 40 «50. «60.-~«70.~«80. «90 «100 110 120 130 140 150. 160 


mlz 


Loss of an ethyl group 


45 
[CH,—CH, Lo—cH,—cHGI! —> H—O=CH—CH, + -CH,CH, 


m/z 74 m/z 45 loss of 29 
a Cleavage 
| + 
[CH;—CH,—O—CH) CH;]' —>» CH,—CH,—O=CH, + -CH; 
m/z 74 m/z 59 loss of 15 
FIGURE 14-5 The mass spectrum of 
a Cleavage combined with loss of an ethylene molecule diethyl ether shows major peaks for the 
+ + molecular ion, loss of an ethyl group, 
CH,—CH,—_O=CH, —> H—O=CH, + CH,=CH, a cleavage, and a cleavage combined 


m/z 59 m/z 31 loss of 28 with loss of a molecule of ethylene. 


736 CHAPTER 14 Ethers, Epoxides, and Thioethers 


Alexander William 
Williamson (1824—1904) was 
an English chemist who spent his 
entire career with several serious 
physical disabilities. Despite 
being blind in one eye, he was 
one of few students who earned 
a doctoral degree under the 
supervision of Justus von Liebig. 
For his breakthroughs in the field 
of etherification, known now as 
the “Williamson ether synthesis” 
(which he actually discovered 

by accident), Williamson was 
awarded the Royal Medal in 1862 
by the Royal Society of Chemistry. 


E 
PROBLEM 14-7 


Propose a fragmentation to account for each numbered peak in the mass spectrum of n-buty] 
isopropyl ether. 


100 
43 

80 
E 7 
5 
3 40 73 101 

20 M* 

116 
OL n n 


90 ‘100 110 120° 130 140 150. 160 


14-5 The Williamson Ether Synthesis 


We have already seen most of the common methods for synthesizing ethers. We review 
them at this time, looking more closely at the mechanisms to see which methods are 
most suitable for preparing various kinds of ethers. The Williamson ether synthesis 
(Section 11-14) is the most reliable and versatile ether synthesis. This method involves 
the Sy2 attack of an alkoxide ion on an unhindered primary alkyl! halide or tosylate. 
Secondary alkyl halides and tosylates are occasionally used in the Williamson syn- 
thesis, but elimination competes, and the yields are often poor. 


R—O: XR’ res —> R—O—R’ 2 ie 


alkoxide alkyl halide ether halide 


The alkoxide is commonly made by adding Na, K, or NaH to the alcohol 
(Section 11-14). 


Examples 
OH OCH,CH, 
(1) Na 
(2) CH,CH,OTs 


cyclohexanol ethoxycyclohexane 
(92%) 
OH OCH, 
(1) NaH 
(2) CHI 


3,3-dimethylpentan-2-ol 2-methoxy-3,3-dimethylpentane 


(90%) 


SOLVED PROBLEM 14-1 


(a) Why is the following reaction a poor method for the synthesis of tert-butyl propyl 
ether? 
(b) What would be the major product from this reaction? 
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(c) Propose a better synthesis of tert-butyl propyl] ether. 


does not 


ities give Gis 
CH3CH,CH;—0O:- Na’ + CH; i Br sé > CH; i O—CH)CH2CH3 
CH; CH; 
sodium propoxide tert-butyl bromide tert-butyl propyl ether 


SOLUTION 
(a) The desired Sy2 reaction cannot occur on the tertiary alky] halide. 
(b) The alkoxide ion is a strong base as well as a nucleophile, and elimination prevails. 


H CH; 
ef t : ct 


ee E2 
CH3;CH,CH,—O: Na’ + ee — Hy,C=C 
sodium propoxide H (Br CH3 
tert-butyl bromide isobutylene 


+ CH;CH,CH,OH + NaBr 


(c) A better synthesis would use the less hindered alkyl group as the S,y2 substrate and the 
alkoxide of the more hindered alkyl group. 


CH; H CH; 

cu, —¢_6F Na* + CH;CH, ‘ ao, CH; : O—CH>CH>CH; 
bu, (br eu; 

sodium tert-butoxide 1-bromopropane tert-butyl propyl ether 


i 
PROBLEM 14-8 


Propose a Williamson synthesis of 3-butoxy-1,1-dimethylcyclohexane from 3,3-dimethylcy- 
clohexanol and butan-1-ol. 


XX 


Synthesis of Phenyl Ethers A phenol (aromatic alcohol) can be used as the alkoxide 
fragment, but not the halide fragment, for the Williamson ether synthesis. Phenols 
are more acidic than aliphatic alcohols (Section 10-6), and sodium hydroxide is 
sufficiently basic to form the phenoxide ion. As with other alkoxides, the electrophile 
should have an unhindered primary alkyl group and a good leaving group. 


OH O—CH,CH,CH,CH, 
NO, NO, 
(1) NaOH 
(2) CH,CH,CH,CH,—I 


2-nitrophenol 2-butoxynitrobenzene 
(80%) 
PROBLEM-SOLVING HINT 


To convert two alcohols to an 


P 
PROBLEM 14-9 ether, convert the more hindered 


alcohol to its alkoxide. Convert the 


Show how you would use the Williamson ether synthesis to prepare the following ethers. You 

may use any alcohols or phenols as your organic starting materials. 

(a) cyclohexyl propyl! ether (b) isopropyl methyl] ether (or an alkyl halide). Make sure the 

(c) 1-methoxy-4-nitrobenzene (d) ethyl n-propyl ether (two ways) tosylate (or halide) is a good Sy2 
ew benzyl tert-butyl ether (benzyl = Ph—CH,—) substrate. 


less hindered alcohol to its tosylate 
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14-6 Synthesis of Ethers by Alkoxymercuration- 
Demercuration 


The alkoxymercuration—demercuration process adds a molecule of an alcohol across 
the double bond of an alkene (Section 8-6). The product is an ether, as shown here. 


X /  Hg(OAc), | | NaBH, | | 

C= Rou C—C€ > CC 

7 \ | | | | 
AcOHg :O—R H OR 


mercurial ether 


Example OCH, 
(1) Hg(OAc),, CH,OH | 
CH,(CH,),—CH=CH, NaBH, > ~~ CH,(CH,);~CH—CH, 
hex-1-ene 2-methoxyhexane, 80% 


(Markovnikov product) 


PROBLEM 14-10 


Show how the following ethers might be synthesized using (1) alkoxymercuration—demer- 


PROBLEM-SOLVING HINT 
Alkoxymercuration adds the — OR 


group of the alcohol to the more curation and (2) the Williamson synthesis. (When one of these methods cannot be used for 
substituted carbon atom of the the given ether, point out why it will not work.) 
C—C double bond. (a) 2-methoxybutane (b) ethyl cyclohexyl] ether 
(c) 1-methoxy-2-methylcyclopentane (d) 1-methoxy-1-methylcyclopentane 
Q (e) 1-isopropoxy-1-methylcyclopentane (f) tert-butyl phenyl ether 


14-7 Industrial Synthesis: Bimolecular Condensation 
of Alcohols 


The least expensive method for synthesizing simple symmetrical ethers is the acid- 
catalyzed bimolecular condensation (joining of two molecules, often with loss of a 
small molecule such as water), discussed in Section 11-10B. Unimolecular dehydration 
(to give an alkene) competes with bimolecular condensation. To form an ether, the 
alcohol must have an unhindered primary alkyl group, and the temperature must not 
be allowed to rise too high. If the alcohol is hindered or the temperature is too high, 
the delicate balance between substitution and elimination shifts in favor of elimination, 
and very little ether is formed. Bimolecular condensation is used in industry to make 
symmetrical ethers from primary alcohols. Because the condensation is so limited in 
its scope, it finds little use in the laboratory synthesis of ethers. 


Bimolecular condensation 
2 R—OH a= R—O—R + H,O 


Examples H,SO,, 140°C 
2 CH,OH —__> CH, —O—CH, a H,O 
methyl alcohol dimethy] ether 
(100%) 


H,SO,, 140°C 
2CH,CH,OH  ————> CH,CH—O—CH,CH, + H,O 
ethyl alcohol diethyl ether 
(88%) 
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H,SO,, 140°C 


2 CH,CH,CH,OH CH,CH,CH,—O—CH,CH,CH, + H,O 
n-propyl alcohol n-propyl ether 
(75%) 
H,SO,, 140°C 
CH,—-CH—CH, ————> H,C=CH—CH, + H,0 
| unimolecular dehydration 


OH (No ether is formed.) 
isopropyl alcohol 


If the conditions are carefully controlled, bimolecular condensation is a cheap synthesis 
of diethyl] ether. In fact, this is the industrial method used to produce millions of gallons 
of diethyl ether each year. 


PROBLEM 14-11 PROBLEM-SOLVING HINT 


Explain why bimolecular condensation is a poor method for making unsymmetrical ethers Bimolecular condensation of 


such as ethyl methyl ether. alcohols is generally a poor synthetic 
method. 


PROBLEM 14-12 


Propose a mechanism for the acid-catalyzed condensation of n-propyl alcohol to n-propyl 
ether, as shown above. When the temperature is allowed to rise too high, propene is formed. 
Propose a mechanism for the formation of propene, and explain why it is favored at higher 
temperatures. 


PROBLEM 14-13 


Which of the following ethers can be formed in good yield by condensation of the corre- 
sponding alcohols? For those that cannot be formed by condensation, suggest an alternative 
method that will work. 

(a) dibutyl ether (b) ethyl n-propy! ether (c) di-sec-butyl ether 


SUMMARY Syntheses of Ethers (Review) 


1. The Williamson ether synthesis (Sections 11-14 and 14-5) 


R—O> + R’—X > R-O—R’ + X 
X = Cl, Br, I, OTs, etc. R’ must be primary. 


2. Addition of an alcohol across a double bond: alkoxymercuration—demercuration (Sections 8-6 and 14-6) 


*% va R—OH | | NaBH, || 
ome + Hg@Ac)) > —C—C— > EC — 


bd 
AcOHg OR H OR 


Markovnikov orientation 


3. Bimolecular condensation of alcohols: industrial synthesis (Sections 11-10B and 14-7) 


Ht 
2R—OH 


R must be primary. 
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14-8 Cleavage of Ethers by HBr and HI 


Unlike alcohols, ethers are not commonly used as synthetic intermediates because they 
do not undergo many reactions. This unreactivity makes ethers attractive as solvents. 
Even so, ethers do undergo a limited number of characteristic reactions. 

Ethers are cleaved by heating with HBr or HI to give alkyl bromides or alkyl iodides. 


excess HX 
R—O—R’ = > R—X + R’—X 
(X = Br or I) 
ether alkyl halide alkyl halide 


Ethers are unreactive toward most bases, but they can react under acidic conditions. 
A protonated ether can undergo substitution or elimination with an alcohol serving 
as a neutral leaving group. Ethers react with concentrated HBr and HI because these 
reagents are sufficiently acidic to protonate the ether, whereas bromide and iodide are 
good nucleophiles for the substitution. Under these conditions, the alcohol leaving 
group usually reacts further with HX to give another alkyl halide. 


x” H H 
ae Mec + , | : HX , 
R—O—R’ + Ht X- <s~*R~O*-R —> X—R +:0—R’ — > X—R + X—R 
ether (X = Br or I) protonated ether alkyl halide alcohol 


In effect, this reaction converts a dialkyl] ether into two alkyl halides. The conditions are 
very strong, however, and the molecule must not contain any acid-sensitive functional 
groups. 

Iodide and bromide ions are good nucleophiles but weak bases, so they are more 
likely to substitute by the Sy2 mechanism than to promote elimination by the E2 mecha- 
nism. Mechanism 14-1 shows how bromide ion cleaves the protonated ether by displac- 
ing an alcohol. In the following example, cyclopentyl ethyl ether reacts with HBr to 
produce cyclopentanol by this displacement. Cyclopentanol reacts further with HBr, 
though, so the final products are ethyl bromide and bromocyclopentane. 


MECHANISM 14-1 Cleavage of an Ether by HBr or HI 


Ethers are cleaved by a nucleophilic substitution of Br or I” on the protonated ether. 


Step 1: Protonation of the ether to form a good leaving group. 


R R H 
NOK “HB; > = Noe :Bri7 
* T- ‘ -Br: 
£. . Gy ra . a 


Step 2: Sy2 cleavage of the protonated ether. 


Step 3: Conversion of the alcohol fragment to the alkyl halide. (Does not occur with phenols.) 


r—o—H 2. p—Bpr + 1,0 


This conversion can occur by either of the two mechanisms shown in Section 11-7, depending on the structure of the alcohol 
and the reaction conditions. The protonated alcohol undergoes either Sy1 or Sy2 substitution by bromide ion. 


14-8 Cleavage of Ethers by HBr and HI 


EXAMPLE: Cleavage of cyclopentyl ethyl ether by HBr. 


Step I: Protonation of the ether to form a good leaving group. 


H 

Co a \ 
@ eae HBr —> (pees 
+ :Bro 


Tt. 
cyclopentyl ethyl ether . 
Step 2: Cleavage of the protonated ether. 


Th H ‘Br: 


H (te 
e ‘ | 
cys CH), CH; > ae + CH,—CH, 


Step 3: Conversion of the alcohol fragment to the alky] halide. First, the alcohol is protonated to form a good leaving group. 


H H # 


\/ 
* HBr — Ber 
Cha TOE OK 


The protonated alcohol undergoes Sy! or Sy2 substitution by bromide ion. 


H 


y HO: 

mHt_ 

PS a 2 “" sf H+ H,0 
HBr Noe Br: 


Hydroiodic acid (HI) reacts with ethers the same way HBr does. Aqueous iodide 
is a stronger nucleophile than aqueous bromide, and iodide reacts at a faster rate. We 
can rank the hydrohalic acids in order of their reactivity toward the cleavage of ethers: 


HI > HBr > HCl 


ys 
PROBLEM 14-14 


Propose a mechanism for the following reaction. 


excess HBr = oa 
( \ ———~ Br Br 


O 


tetrahydrofuran 1,4-dibromobutane 


Phenyl Ethers Phenyl ethers (one of the groups bonded to oxygen is a benzene ring) 
react with HBr or HI to give alky] halides and phenols. Phenols do not react further to 
give halides because the sp”-hybridized carbon atom of the phenol cannot undergo the 
Sy2 (or Sy1) reaction needed for conversion to the halide. 
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. ~CHCH, v7 
0; se :OH 
eee HBr H 
— + Br—CH,CH, 
ethyl phenyl! ether protonated ether phenol ethyl bromide 


(no further reaction) 


PROBLEM 14-15 


Predict the products of the following reactions. An excess of acid is available in each case. 
groups (but not aromatic groups) of (a) ethoxycyclohexane + HBr (b) tetrahydropyran + HI 


an ether to alkyl halides. Phenolic (c) anisole (methoxybenzene) + HBr (d) 
products are unreactive, however. + HI 
O 


(e) PhOCH,CH,—CH—CH,0CH,CH, + HBr 


CH; 


PROBLEM-SOLVING HINT 
HBr and HI convert both alkyl! 


- 
PROBLEM 14-16 
Boron tribromide (BBr3) cleaves ethers to give alkyl halides and alcohols. 


R—O—R’ + BBr; —> R—O—BBr, + R'Br 
R—O—BBr, + 3H,O — > ROH + B(OH); + 2 HBr 


The reaction is thought to involve attack by a bromide ion on the Lewis acid—base adduct 
of the ether with BBr; (a strong Lewis acid). Propose a mechanism for the reaction of butyl 
methyl] ether with BBr; to give (after hydrolysis) butan-1-ol and bromomethane. 

\ 


14-9 Autoxidation of Ethers 


When ethers are stored in the presence of atmospheric oxygen, they slowly oxidize to 
produce hydroperoxides and dialkyl peroxides, both of which are explosive. Such a 
spontaneous oxidation by atmospheric oxygen is called autoxidation. 


OOH 
excess O, | 
R—O—CH,—R’ am | OCH 4G R00 
ether hydroperoxide dialkyl peroxide 
Example 
HC CH, HC OOH HC CH, 
De oe excess O, aa | % Joo 
De ee (weeks or months) ° a dis a gan 
H,C CH, H,C CH, H,C CH, 
diisopropyl ether hydroperoxide diisopropyl peroxide 


Organic chemists often buy large containers of ethers and use small quantities over 
several months. Once a container has been opened, it contains atmospheric oxygen, 
and the autoxidation process begins. After several months, a large amount of peroxide 
may be present. Distillation or evaporation concentrates the peroxides, and an explo- 
sion may occur. 


14-10 Thioethers (Sulfides) and Silyl Ethers 743 


Such an explosion may be avoided by taking a few simple precautions. Ethers 
should be bought in small quantities, kept in tightly sealed containers, and used 
promptly. Any procedure requiring evaporation or distillation should use only peroxide- 
free ether. Any ether that might be contaminated with peroxides should be discarded or 
treated to destroy the peroxides. 


SUMMARY Reactions of Ethers 


1. Cleavage by HBr and HI (Section 14-8) 


excess HX 
R—O—R’ = 
(X = Br, I) 


excess HX 
Ar—Q—R 


79> 
(X = Br, I) 


Ar = aromatic ring 


2. Autoxidation (Section 14-9) 
OOH 
excess O | 
R—O—CH,—R’ a) R—O—CH—R -+ R—O—O—CH3—R 
ether hydroperoxide dialkyl peroxide 


14-10 Thioethers (Sulfides) and Silyl Ethers 


Thioethers, also called sulfides, are ethers with a sulfur atom replacing the oxygen 
atom of an ether, just like the sulfur in a thiol replaces the oxygen atom of an alcohol. 
The chemistry of thioethers is much like the chemistry of ethers, except that thioethers 
can undergo oxidation and alkylation of the sulfur atom. 


R 
R—O—R’ R—S—R’ R—O— Si— R’ 
ether thioether iF 
(sulfide) silyl ether 


Silyl ethers are ethers with a substituted silicon atom replacing one of the alkyl 
groups of an ether. Silyl ethers share some of the properties of ethers (resistant to some 
acids, bases, and oxidizing agents), but they are more easily formed and more easily 
hydrolyzed. These properties make them useful as protecting groups, and silyl ethers 
are frequently used to protect alcohols. 


14-10A Thioethers (Sulfides) 


Like thiols, thioethers have strong characteristic odors: The odor of dimethyl sulfide 
is reminiscent of oysters that have been kept in the refrigerator for too long. Sulfides 
are named like ethers, with “sulfide” replacing “ether” in the common names. In the 
IUPAC (alkoxy alkane) names, “alkylthio” replaces “alkoxy.” 


Cy os SCH,CH; 


dimethy] sulfide methyl phenyl sulfide 4-ethylthio-2-methylpent-2-ene 
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Thioethers are easily synthesized by the Williamson ether synthesis, using a thiolate 
ion as the nucleophile. 


. > a. oe oe oe 
ethanethiolate 1-bromopropane ethyl propyl sulfide 


Thiols are more acidic than water. Therefore, thiolate ions are easily generated by 
treating thiols with aqueous sodium hydroxide. 


CH3CH,— SH + Nat “OH — CH3CH,— S- Nat* + H,0 
pk, = 10.5 sodium ethanethiolate pK, = 15.7 


Because sulfur is larger and more polarizable than oxygen, thiolate ions are even 
better nucleophiles than alkoxide ions. Thiolates are such effective nucleophiles that 
secondary alkyl halides often react to give good yields of Sy2 products. 


Br H H SCH, 
Xs CH,S~ Nat \s 
—__ 

os CHOH 7 \ 

CH,  CH,CH; CH,  CH,CH; 
(R)-2-bromobutane (S)-2-(methylthio)butane 


PROBLEM 14-17 


Show how you would synthesize butyl isopropyl sulfide using butan-1-ol, propan-2-ol, and 
any solvents and reagents you need. 


Sulfides are much more reactive than ethers. In a sulfide, sulfur valence is not 
necessarily filled: Sulfur can form additional bonds with other atoms. Sulfur forms 
particularly strong bonds with oxygen, and sulfides are easily oxidized to sulfoxides and 
sulfones. Sulfoxides and sulfones are drawn using either hypervalent double-bonded 
structures or formally charged single-bonded structures as shown here. 


; 1,0, I> ‘i 1,0, | ‘Tes 
R—S—R’ “CH,COOH R—S—R’ <~> R—S—R’ “CH,COOH aaa a md adie 
sulfide sulfoxide oO? : O : 

sulfone 


The hydrogen peroxide/acetic acid combination is a good oxidant for sulfides. One 
equivalent of peroxide gives the sulfoxide, and a second equivalent further oxidizes the 
sulfoxide to the sulfone. This reagent combination probably reacts via the peroxyacid, 
which is formed in equilibrium with hydrogen peroxide. 


1 1 
CH;—-C—OH + H—O—O—H == CH;—C—O—O—H + H—O—H 
acid peroxyacid 


Because they are easily oxidized, sulfides are often used as mild reducing agents. 
For example, we have used dimethy1 sulfide to reduce the potentially explosive ozonides 
that result from ozonolysis of alkenes (Section 8-15). 


S fe, “=. S « Geo a 

O dimethyl sulfide O ao - 

H dimethyl] sulfoxide 
H H 


ozonide 


14-10 Thioethers (Sulfides) and Silyl Ethers 


Sulfur compounds are more nucleophilic than the corresponding oxygen 
compounds, because sulfur is larger and more polarizable and its electrons are less 
tightly held in orbitals that are farther from the nucleus. Although ethers are weak 
nucleophiles, sulfides are relatively strong nucleophiles. Sulfides attack unhindered 


alkyl halides to give sulfonium salts. 


R’ 
r a 8 is _— 
R—S—R R—* —— R—S—R DG 
sulfide alkyl halide sulfonium salt 
Example CH, 
. | 
CH,—S—CH, + CH,I —> CH,;—S—-CH, I 


dimethyl sulfide 


trimethylsulfonium iodide 


Sulfonium salts are strong alkylating agents. The sulfonium salt polarizes the carbon 
atom, making it electrophilic. Then, attack by a nucleophile expels an uncharged sulfide, 
which is an excellent leaving group. Sulfur’s polarizability enhances partial bonding in 


the transition state, lowering its energy. 


R 
a 


6% 
S 
ia R 


sulfonium salt 


Nuc:~ CH, 


nucleophile 


Example 
CH3 


xX" —_ Nuc—CH, 


+ R-S—R + X 


sulfide 


L 


_ | a Z 
( NO + *CHyOS*CHy ro —> ( NUCH, + CH;—§—CH, 


pyridine trimethylsulfonium iodide 


N-methylpyridinium iodide 


dimethyl sulfide 


Sulfonium salts are common alkylating agents in biological systems. For example, 
ATP activation of methionine forms the sulfonium salt S-adenosylmethionine (SAM), 


a biological methylating agent. 


(.. 
O O O :S—CH,CH,—CH—COO- 
| | | | | | ie methionine 
i er NH 
OH 
N SN 
a 
O N NZ 
H H 
OH OH 


adenosine triphosphate (ATP) 


is 
a 


CH, NH, 
N SN 
O Noy 
H H 
OH OH 


S-adenosylmethionine (SAM) 


SAM converts norepinephrine to epinephrine (adrenaline) in the adrenal glands. 
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OH z OH 
HO mama “SCH,CH>—CH =C0O0-- —=> HO aan ei 
OH H adenosine SAM OH H 
norepinephrine epinephrine 


Application: Cancer 
Chemotherapy 


The sulfur mustards gave rise to the 
nitrogen mustards, which are less reac- 
tive alkylating agents that are used as 
anticancer drugs. Nitrogen mustards 
alkylate DNA, which prevents its repro- 
duction and ultimately kills the cells. 
CH CHCl 
x 


CH3—N: 
\ 
CH)CH>Cl 


nitrogen mustard 


(- >) 
PROBLEM 14-18 


Mustard gas, Cl— CH,CH,— S — CH; CH,— Cl, was used as a poisonous chemical agent 

in World War I. Mustard gas is much more toxic than a typical primary alkyl chloride. Its 

toxicity stems from its ability to alkylate amino groups on important metabolic enzymes, 

rendering the enzymes inactive. 

(a) Propose a mechanism to explain why mustard gas is an exceptionally potent alkylating 
agent. 

(b) Bleach (sodium hypochlorite, NaOCl, a strong oxidizing agent) neutralizes and inactivates 
mustard gas. Bleach is also effective on organic stains because it oxidizes colored 
compounds to colorless compounds. Propose products that might be formed by the 


reaction of mustard gas with bleach. J 
Ne 


14-10B Silyl Ethers as Alcohol-Protecting Groups 


If we have a compound with two or more functional groups, and we would like to 
modify just one of those functional groups, we often must protect any other functional 
groups to prevent them from reacting as well. For example, if we wanted to add a 
Grignard reagent to the carbonyl group of a keto-alcohol, the alcohol group would 
protonate the Grignard reagent, and the reaction would fail. 


O O oO *+MgBr 
OH PhMgBr O- OH 
ether NOT Ph 
*MegBr 


Alcohol functional groups are common and useful, but they react with acids, bases, 
and oxidizing agents. Alcohols must be protected if they are to survive a reaction at 
another functional group on the molecule. A good protecting group must be easy to 
add to the group it protects, and then it must be resistant to the reagents used to modify 
other parts of the molecule. Finally, a good protecting group must be easy to remove to 
regenerate the original functional group. To accomplish the Grignard reaction shown 
above, we would need to convert the hydroxy group to something that is resistant to 
Grignard reagents. For example, we might consider using an ether to protect a hydroxy 
group in a Grignard reaction. 


HO HO 


O 
an @ aa (1) PhMgBr ay [2] Ay 
(2) H,O Ph deprotect Ph 


(OH converted to an ether) 


An ether protecting group can be difficult to remove (deprotect). It often requires 
strong acid, which can react with the free hydroxy group or other parts of the molecule. 
Ethers based on silicon (silyl ethers) are much easier to remove than carbon-based 
ethers. In aqueous or organic solvents, fluoride ion removes silyl ethers under gentle 
conditions because the silicon—fluorine bond is exceptionally strong. 

Synthetic organic chemists have developed many different silyl protecting groups 
that vary widely in their reactivity and are carefully chosen for a specific use. We will 
use the triisopropylsilyl (Tri-Iso-Propyl-Silyl or TIPS) protecting group, of structure 


R-O-Si(i-Pr)3 as our example. The three bulky isopropyl groups stabilize this silyl ether 
by hindering attack by nucleophiles. Silyl ethers are commonly formed by the reaction 
of alcohols with chlorosilanes in the presence of tertiary amines. We can form a TIPS 
ether by a reaction of chlorotriisopropylsilane (TIPSCI1) with a tertiary amine such as 
triethylamine (Et3N:). 
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ai 
22 . ! Et3N: . BuyNt F— . 
R—OH + _ i-Pr i Cl R—O Si < 0 > R—OH + — (i-Pr);SiF 
i-Pr (deprotected) + Bu,N* “OH 
chlorotriisopropylsilane TIPS ether 
(i-Pr)3SiCl (R-O-TIPS) 
(TIPSCl) (protected) 
TIPS ethers are stable to most acids and bases and oxidizing and reducing 
agents. Our keto-alcohol shown above would react with TIPS chloride (TIPSC1) and 
triethylamine (Et3N:) to give a protected alcohol. In our example, we can add a Grignard 
reagent to the carbonyl! group in the presence of the protected alcohol. 
O O oO *MegBr 
a @ all TIPSCI i? a Si(i-Pr);  phMepr OSi(i-P1), 
———> > 
Et,N: Ph 


After the Grignard reaction is completed, protonation of the magnesium alkoxide salt 
and deprotection of the silyl ether gives the desired product. 


O- +MgBr HO 


O— Si(i-Pr), 
Ph 


PROBLEM 14-19 


Show how you would use a protecting group to convert 4-bromobutan-1-ol to hept-5-yn-1-ol. 


Bu,N* F7 
x» 
H,O 


(deprotected) 


14-11 Synthesis of Epoxides 


Epoxides are easily made from alkenes, and (unlike other ethers) they undergo a variety 
of useful synthetic reactions. For these reasons, epoxides are valuable synthetic inter- 
mediates. Here we review the epoxidation techniques already covered (Section 8-12) 
and consider in more detail the useful syntheses and reactions of epoxides. 


14-11A Peroxyacid Epoxidation 


Peroxyacids (sometimes called peracids) are used to convert alkenes to epoxides. If the 
reaction takes place in aqueous acid, the epoxide opens to a glycol. Therefore, to make 
an epoxide, we avoid strong acids. Because of its desirable solubility properties, meta- 
chloroperoxybenzoic acid (mCPBA) is often used for these epoxidations. mCPBA is 
a weakly acidic peroxyacid that is soluble in aprotic solvents such as CHCl. 


O 
c 
C=C + R—C—O—O—H > i i + R—C—O—H 
alkene peroxyacid epoxide acid 


OH 
a + (-Pr,SiF +  Bu,N*-OH 


PROBLEM-SOLVING HINT 


Bond-dissociation energies show 
that Si— Cl bonds are weaker than 
Si—O bonds, so the formation of 
a silyl ether from a silyl chloride is 
generally exothermic. 

Si—F bonds are much stronger 
than Si—O bonds, so the 


deprotection step with fluoride ion 
is also exothermic. 


BDE: 
(CH3)3Si— Cl 
(CH3)3Si— OR 
(CH3)3Si— F 


kJ/mol 
473 
536 
670 


weakest 


strongest 
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MMPP is used in surface disinfectants for 
sensitive plastic and rubber equipment 
such as incubators. It is also being tested 
for use as a plaque-reducing mouthwash 
and toothpaste. 
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Example 
Cl 


mCPBA | é 1 

O mCPBA = C—O—O—H 
“CHCl, 

H 


ne epoxycyclohexane meta-chloroperoxybenzoic acid 
(100%) 


The epoxidation takes place in a one-step, concerted reaction that maintains the 
stereochemistry of any substituents on the double bond. 


a / Oxf 
Sie, “i = 
io | 


H 


alkene peroxyacid epoxide acid 


The peroxyacid epoxidation is quite general, with electron-rich double bonds react- 
ing fastest. The following reactions are difficult transformations made possible by this 
selective, stereospecific epoxidation procedure. The second example uses magnesium 
monoperoxyphthalate (MMPP), a relatively stable water-soluble peroxyacid often used 
in large-scale epoxidations. These aqueous MMPP epoxidations, carried out at neutral pH 
to avoid opening the epoxide, avoid the large-scale use of hazardous chlorinated solvents. 


CH, CH, 
- mCPBA (1 equiv) , O 
o H 
l| \ CH, CH, 
Cc ~ PY 1,2-dimethylcyclohexa-1,4-diene cis-4,5-epoxy-4,5-dimethylcyclohexene 
O Mg?+ 
O° Ph CH ! 
a 
c ar 4 : MMPP Ph, -O~_, Sis 
= ———> 
| Lf ae H,0/CH3CN 
lt H NO, H NO, 
MMPP (E)-2-nitro-1-phenylpropene (E)-2-methy]-2-nitro-3-phenyloxirane 


14-11B Base-Promoted Cyclization of Halohydrins 


A less common synthesis of epoxides and other cyclic ethers involves a variation of the 
Williamson ether synthesis. If an alkoxide ion and a halogen atom are located in the 
same molecule, the alkoxide may displace a halide ion and form a ring. Treatment of a 
halohydrin with base leads to an epoxide through this internal Sy2 attack. 


ie as ST. /\ 


= [ ~~ TT TT 
x (x - 
(X = Cl, Br, 1) alkoxide epoxide 
halohydrin i i 
intermediate 


Halohydrins are easily generated by treating alkenes with aqueous solutions of hal- 
ogens. Bromine water and chlorine water add across double bonds with Markovnikov 
orientation (Section 8-11). The following reaction shows cyclopentene reacting with 
chlorine water to give the chlorohydrin. Treatment of the chlorohydrin with aqueous 
sodium hydroxide gives the epoxide. 
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Formation of the chlorohydrin 


——__> — —> 
An ae: " - 
Hl 5 Gel" H Cl 


cyclopentene chlorine water chloronium ion trans-chlorohydrin 
(mixture of enantiomers) 


Displacement of the chlorohydrin 


ay ER — SR 


trans-chlorohydrin alkoxide epoxide 
(50% overall) 


This reaction can be used to synthesize cyclic ethers with larger rings. The difficulty 
lies in preventing the base (added to deprotonate the alcohol) from attacking and 
displacing the halide. 2,6-Lutidine, a bulky base that cannot easily attack a carbon 
atom, can deprotonate the hydroxy group to give a five-membered cyclic ether. 
Five-, six-, and seven-membered (and occasionally four-membered) cyclic ethers 
are formed this way. 


NS 
a — rae —* JL io 
Pe aae: - cH AG Te aa Oo 


g gt. CAN CH, ae: 


chloro-alcohol 2,6-lutidine alkoxide 2-methyltetrahydrofuran 
(2,6-dimethylpyridine) (85%) 


2 
PROBLEM 14-20 


Show how you would accomplish the following transformations. Some of these examples 
require more than one step. 
(a) 2-methylpropene ——> 2,2-dimethyloxirane 
(b) 1-phenylethanol —— 2-phenyloxirane 
(c) 5-chloropent-l-ene ——~ tetrahydropyran 
(d) 5-chloropent-l-ene ——> 2-methyltetrahydrofuran 
L (e) 2-chlorohexan-1l-ol ——  1,2-epoxyhexane 


ce 
PROBLEM 14-21 


The 2001 Nobel Prize in Chemistry was awarded to three organic chemists who have devel- 
oped methods for catalytic asymmetric syntheses. An asymmetric (or enantioselective) 
synthesis is one that converts an achiral starting material into mostly one enantiomer of a 
chiral product. K. Barry Sharpless (The Scripps Research Institute) developed an asymmetric 
epoxidation of allylic alcohols that gives excellent chemical yields and greater than 90% 
enantiomeric excess. 

The Sharpless epoxidation uses tert-butyl hydroperoxide, titanium(IV) isopropoxide, and 
a dialkyl tartrate ester as the reagents. The following epoxidation of geraniol is typical. 


(continued ) 
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——> 
ee ee 


geraniol 80% yield, > 90% e.e. 


ae COOCH,CH; 
CH3 O 


H——OH 


HO——H 


=o 
CH; na COOCHCH; 


tert-butyl hydroperoxide _ titanium(IV) isopropoxide diethyl L-tartrate 


| 
Reagents: aa (eal pee. 


(a) Which of these reagents is most likely to be the actual oxidizing agent? That is, which 
reagent is reduced in the reaction? What is the likely function of the other reagents? 

(b) When achiral reagents react to give a chiral product, that product is normally formed 
as a racemic mixture of enantiomers. How can the Sharpless epoxidation give just one 
nearly pure enantiomer of the product? 

(c) Draw the other enantiomer of the product. What reagents would you use if you wanted 
to epoxidize geraniol to give this other enantiomer? 


SUMMARY Epoxide Syntheses 


1. Peroxyacid epoxidation (Section 14-11A) 


fe) 
/\ 


alkene peroxyacid epoxide 


2. Base-promoted cyclization of halohydrins (Section 14-11B) 


base 


halohydrin epoxide 
X = Cl, Br, I, OTs, etc. 


14-12 Acid-Catalyzed Ring Opening of Epoxides 


Epoxides are much more reactive than common dialkyl ethers because of the large 
strain energy (about 105 kJ/mol or 25 kcal/mol) associated with the three-membered 
ring. Unlike other ethers, epoxides react under both acidic and basic conditions. The 
products of acid-catalyzed opening depend primarily on the solvent used. 


In Water In Section 8-13, we saw that acid-catalyzed hydrolysis of epoxides gives 
glycols with anti stereochemistry. The mechanism of this hydrolysis involves proton- 
ation of oxygen (forming a good leaving group), followed by Sy2 attack by water. Anti 
stereochemistry results from the back-side attack of water on the protonated epoxide. 
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MECHANISM 14-2 Acid-Catalyzed Opening of Epoxides in Water 


Epoxides open in acidic solutions to form glycols. 


Step 1: Protonation of the epoxide to form a strong electrophile. 


H H 


1,2-epoxycyclopentane 


Step 2: Water attacks and opens the ring. 


7 
H H 


Step 3: Deprotonation to give the diol. 


Be) eR 
H OH 
a 


trans-cyclopentane-1,2-diol 
(mixture of enantiomers) 


Direct anti hydroxylation of an alkene (without isolation of the epoxide intermediate, 
Section 8-13) is possible by using an acidic aqueous solution of a peroxyacid. As soon 
as the epoxide is formed, it hydrolyzes to the glycol. Peroxyacetic acid (CH3CO3H) and 
peroxyformic acid (HCO3H) are often used for the anti hydroxylation of alkenes. 


O CH, 
I Ht 
aac i CH,—C—OOH nO. # CH, H——OH 
ys HHO oN 
> yh W 
H CH, Bot OH H——OH 
trans-but-2-ene meso-butane-2,3-diol CH, 


PROBLEM 14-22 


Propose mechanisms for the epoxidation and ring-opening steps of the epoxidation and 
hydrolysis of trans-but-2-ene shown above. Predict the product of the same reaction with 
cis-but-2-ene. 


In Alcohols When the acid-catalyzed opening of an epoxide takes place with an 
alcohol as the solvent, a molecule of alcohol acts as the nucleophile. This reaction 
produces an alkoxy alcohol with anti stereochemistry. This is an excellent method 
for making compounds with ether and alcohol functional groups on adjacent 
carbon atoms. For example, the acid-catalyzed opening of 1,2-epoxycyclopentane in a 
methanol solution gives trans-2-methoxycyclopentanol. 
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MECHANISM 14-3 Acid-Catalyzed Opening of an Epoxide in an Alcohol Solution 


Epoxides open in acidic alcohol solutions to form 2-alkoxy alcohols. 


Step I: Protonation of the epoxide to form a strong electrophile. 


H H 


1,2-epoxycyclopentane 


Step 2: The alcohol (solvent) attacks and opens the ring. 


ane 


CH; 


Step 3: Deprotonation to give the product, a 2-alkoxy alcohol. 


CH,OH rn 
+ 
H ve eT 


H  :Q—CH; 


CH, trans-2-methoxycyclopentanol (82%) 
(mixture of enantiomers) 


PROBLEM 14-23 

Cellosolve® is the trade name for 2-ethoxyethanol, a common industrial solvent. This com- 
pound is produced in chemical plants that use ethylene as their only organic feedstock. Show 
how you would accomplish this industrial process. 


Using Hydrohalic Acids }When an epoxide reacts with a hydrohalic acid (HCI, HBr, 
or HI), a halide ion attacks the protonated epoxide. This reaction is analogous to 
the cleavage of ethers by HBr or HI. The halohydrin initially formed reacts further 
with HX to give a 1,2-dihalide. This is rarely a useful synthetic reaction, because the 
1,2-dihalide can be made directly from the alkene by electrophilic addition of X. 


il 

:O+ :OH x 

a) | | ae | | 
7 T = a ei 

Q x x 


(several steps) 
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The Opening of Squalene-2,3-Epoxide Steroids are tetracyclic compounds that serve a 
wide variety of biological functions, including hormones (sex hormones), emulsifiers (bile 
acids), and membrane components (cholesterol). The biosynthesis of steroids is believed 
to involve an acid-catalyzed opening of squalene-2,3-epoxide (Figure 14-6). Squalene is 
a member of the class of natural products called terpenes (see Section 25-8). The enzyme 
squalene epoxidase oxidizes squalene to the epoxide, which opens and forms a carboca- 
tion that cyclizes under the control of another enzyme. The cyclized intermediate rear- 
ranges to lanosterol, which is converted to cholesterol and other steroids. 

Although cyclization of squalene-2,3-epoxide is controlled by an enzyme, its 
mechanism is similar to the acid-catalyzed opening of other epoxides. The epoxide 
oxygen becomes protonated and is attacked by a nucleophile. In this case, the nucleo- 
phile is a pi bond. The initial result is a tertiary carbocation (Figure 14-7). 
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squalene 
epoxidase 
(enzyme) 


squalene - squalene-2,3-epoxide cyclized intermediate 


lanosterol cholesterol 


FIGURE 14-6 Role of squalene in the biosynthesis of steroids. The biosynthesis of steroids starts with epoxidation of 
squalene to squalene-2,3-epoxide. The opening of this epoxide promotes cyclization of the carbon skeleton under the control of 
an enzyme. The cyclized intermediate is converted to lanosterol and then to other steroids. 


protonated squalene-2,3-epoxide tertiary carbocation tertiary carbocation 


FIGURE 14-7 Cyclization of squalene epoxide begins with the acid-catalyzed opening of the epoxide. Each additional cyclization 


step forms another carbocation. 
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Application: Antifungal 


Inhibitors of squalene epoxidase are used 
in antifungal drugs to treat athlete's foot, 
jock itch, ringworm, and nail infections. 
The drug Tinactin™ (tolnaftate) inhibits 
squalene epoxidase, which blocks the 
synthesis of the steroids the fungus 
needs to make its cell membrane. The 
defective cell membrane kills the fungus. 


This initial carbocation is attacked by another double bond, leading to the formation 
of another ring and another tertiary carbocation. A repetition of this process leads to the 
cyclized intermediate shown in Figure 14-6. Note that this sequence of steps converts an 
achiral, acyclic starting material (squalene) into a compound with four rings and seven 
asymmetric carbon atoms. The enzyme-catalyzed sequence takes place with high yields 
and complete stereospecificity, providing a striking example of asymmetric induction 
in a biological system. 


PROBLEM 14-24 


Show the rest of the mechanism for formation of the cyclized intermediate in Figure 14-6. 


14-13 Base-Catalyzed Ring Opening of Epoxides 


Most ethers do not undergo nucleophilic substitutions or eliminations under basic condi- 
tions, because an alkoxide ion is a poor leaving group. Epoxides have about 105 kJ/mol 
(25 kcal/mol) of ring strain that is released upon ring opening, however, and this strain 
is enough to compensate for the poor alkoxide leaving group. Figure 14-8 compares 
the energy profiles for nucleophilic attack on an ether and on an epoxide. The starting 
epoxide is about 105 kJ/mol (25 kcal/mol) higher in energy than the ether, and its 
displacement has a lower activation energy. 

The reaction of an epoxide with hydroxide ion leads to the same product as the 
acid-catalyzed opening of the epoxide: a 1,2-diol (glycol), with anti stereochemistry. In 
fact, either the acid-catalyzed or base-catalyzed reaction may be used to open an epox- 
ide, but the acid-catalyzed reaction takes place under milder conditions. Unless there 
is an acid-sensitive functional group present, the acid-catalyzed hydrolysis is preferred. 

Like hydroxide, alkoxide ions react with epoxides to form ring-opened products. 
For example, cyclopentene oxide reacts with sodium methoxide in methanol to give 
the same trans-2-methoxycyclopentanol produced in the acid-catalyzed opening in 


methanol. 
CH;—O:7 Nat 
Sore al 
CH,OH 
H H H OCH, 
cyclopentene oxide trans-2-methoxycyclopentanol 
(mixture of enantiomers) 
lower 
E, 
— :0 = 
FIGURE 14-8 Energy profiles of | 
nucleophilic attacks on ethers and obs = €:—C— 
epoxides. An epoxide is higher in energy P| ting strat | | 
than an acyclic ether by about 105 kJ/ a 
mol (25 kcal/mol) ring strain. The ring 5 
strain is released in the product, giving 3g 
it an energy similar to the products from Bs HO:- R O_R HO—R ~:OR 
the acyclic ether. Release of the ring 2 ae Ne 
strain makes the displacement of an 


epoxide thermodynamically favorable. 


reaction coordinate ———>- 
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MECHANISM 14-4 Base-Catalyzed Opening of Epoxides 


Strong bases and nucleophiles do not attack and cleave most ethers. Epoxides are more reactive, however, because opening the 
epoxide relieves the strain of the three-membered ring. Strong bases can attack and open epoxides, even though the leaving group 
is an alkoxide. 


Step 1: A strong base attacks and opens the ring to an alkoxide. 


Cay oe S&P 


1,2-epoxycyclopentane 


Step 2: Protonation of the alkoxide gives the diol. 


H H 


OH 
— =<. 
+ —OH 


H OH H OH 


trans-cyclopentane-1 ,2-diol 
(mixture of enantiomers) 


Amines can also open epoxides. Ethylene oxide reacts with aqueous ammonia to 
give ethanolamine, an important industrial reagent. The nitrogen atom in ethanolamine 
is still nucleophilic, and ethanolamine can react further to give diethanolamine and 
triethanolamine. Good yields of ethanolamine are achieved by using excess ammonia. 


+NH, 


HCA Ci + SNH, H.O > ia CH, ———>=> HOCH,CH,NH; 
ore : 7 
ethylene oxide ammonia O 


ethanolamine 


O O 


HOCH,CH,NH, 4, (HOCH,CH,),H 2s (HOCH,CH;)3N: 


ethanolamine diethanolamine triethanolamine 


PROBLEM 14-25 


Propose a complete mechanism for the reaction of cyclopentene oxide with sodium methoxide 
in methanol. 


PROBLEM 14-26 


Predict the major product when each reagent reacts with ethylene oxide. 

(a) NaOCH, CH; (sodium ethoxide) (b) NaNH, (sodium amide) 
(c) NaSPh (sodium thiophenoxide) (d) PhNH, (aniline) 

(e) KCN (potassium cyanide) (f) NaN; (sodium azide) 
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14-14 Orientation of Epoxide Ring Opening 


Symmetrically substituted epoxides (such as cyclopentene oxide, above) give the same 
product in both the acid-catalyzed and base-catalyzed ring openings. An unsymmetrical 
epoxide may produce different products under acid-catalyzed and base-catalyzed 
conditions, however. 


H,C OH 


Ht, CH,CH,OH H.C ~% CH, 
O 3 
H,C—C—CH, 2-ethoxy-2-methylpropan- 1-ol 
| acid-catalyzed product 


CH, 
2,2-dimethyloxirane OH 


CH,CH,0?, EtOH H,C—C—CH, 


H,C O—CH,CH, 
1-ethoxy-2-methylpropan-2-ol 
base-catalyzed product 


Under basic conditions, the alkoxide ion simply attacks the less hindered carbon 
atom in an Sy2 displacement. 


"Oy >O: H—O—CH,CH, OH 
H,C—C—CH, —_ H,C—C Oe —_ H,C—C—CH, + —OCH.CH, 
H,C a —CH,CH, H,C O—CH,CH, H,C O—CH,CH, 


Under acidic conditions, the alcohol attacks the protonated epoxide. It might seem 
that the alcohol would attack at the less hindered oxirane carbon, but this is not the case. 
In the protonated epoxide, there is a balancing act between ring strain and the energy 
it costs to put some of the positive charge on the carbon atoms. We can represent this 
sharing of positive charge by drawing resonance forms that suggest what the cations 
would look like if the ring started to open. These “no-bond” resonance forms help us 
to visualize the charge distribution in the protonated epoxide. 


PROBLEM-SOLVING HINT i i ii 
In proposing mechanisms for acid- C OX “Ory :O: 

; ; + + 
catalyzed opening of epoxides, HC—c—cH, HeC—C—tH, 1.C—C—CH, 
imagine that the protonated | | | 
epoxide opens to the more stable CH, CH, CH, 
(more substituted) carbocation. structure I structure II structure III 


Structure II is the conventional structure for the protonated epoxide, while 
structures I and II show that the oxirane carbon atoms share part of the positive charge. 
The tertiary carbon bears a larger part of the positive charge, and it is more strongly 
electrophilic; that is, structure I is more important than structure III. The bond between 
the tertiary carbon and oxygen is weaker, implying a lower transition state energy for 
attack at the tertiary carbon. Attack by the weak nucleophile (ethanol in this case) is 
sensitive to the strength of the electrophile, and it occurs at the more electrophilic 
tertiary carbon. 
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i 
:O+ H,C :OH H,C :OH 
eX | 
a ae — nC — — eae 
CH, CH,CHLOS | H CH,CH,0O: H 
CH,CH,—O—H “:O—CH,CH, H—O*-CH,CH, 


This ring opening is similar to the opening of a bromonium ion in the formation 
of a bromohydrin (Section 8-9) and the opening of the mercurinium ion during 
oxymercuration (Section 8-5). All three reactions involve the opening of an electro- 
philic three-membered ring by a weak nucleophile. Attack takes place at the more 
electrophilic carbon atom, which is usually the more substituted carbon because it can 
better support the positive charge. Most base-catalyzed epoxide openings, on the other 
hand, involve attack by a strong nucleophile at the less hindered carbon atom. 


SUMMARY Orientation of Epoxide Ring Opening 


Under acidic conditions where the epoxide Under basic conditions, the nucleophile attacks the 
oxygen is protonated, the nucleophile less-substituted position, as if it were an Sy2-type 
attacks the more-substituted position, as if it reaction. 

were an Sy1-type reaction, but still with 

inversion of stereochemistry. 


retention of configuration 


R'O—H 
u H* catalyst 


acid-catalyzed ring opening— ring opening in basic conditions— 
nucleophile on the more substituted nucleophile attacks the less substituted 
carbon; Sections 14-12, 14-14 carbon; Sections 14-13, 14-14 


@ > 
SOLVED PROBLEM 14-2 PROBLEM-SOLVING HINT 
Predict the major products for the reaction of 1-methyl-1,2-epoxycyclopentane with Acid-catalyzed: The nucleophile 
(a) sodium ethoxide in ethanol (b) H,SO, in ethanol (solvent) adds to the more 
SOLUTION . carbon, which bears 
(a) Sodium ethoxide attacks the less hindered secondary carbon to give (£)-2-ethoxy-1- Nery ee 

methylcyclopentanol. Base-catalyzed: The nucleophile 


attacks the less substituted carbon, 


Sony = > > <ary which is less hindered. 
:O—CH,CH, 


CH, C7 CH, OCH,CH, 


(b) Under acidic conditions, the alcohol attacks the more electrophilic tertiary carbon 
atom of the protonated epoxide. The product is (E)-2-ethoxy-2-methylcyclopentanol. 


ot Gap 


CH,CH,—O—H CH,CH, 
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PROBLEM 14-27 

Predict the major products of the following reactions, including stereochemistry where 
appropriate. 

(a) 2,2-dimethyloxirane + H*/H,'%O (oxygen-labeled water) 

(b) 2,2-dimethyloxirane + H'80~/H,'80 

(c) (2S,3R)-2-ethyl-2,3-dimethyloxirane + CH3;0° /CH3;0H 

(d) (2S,3R)-2-ethyl-2,3-dimethyloxirane + H*/ CH;0H 


14-15 Reactions of Epoxides with Grignard and 
Organolithium Reagents 


Like other strong nucleophiles, Grignard and organolithium reagents attack epoxides 
to give (after protonation) ring-opened alcohols. 


O OH 
(1) ether | 
R—MgX + H,C—CH—R’ HOF CH,—CH—R’ 
or R—Li ° i 


For example, ethylmagnesium bromide reacts with oxirane (ethylene oxide) to form the 
magnesium salt of butan-1-ol. Protonation gives the neutral alcohol. 


O O—MgBr OH 
Y\ | H,0* | 
H,C—CH, — He — i, as 
CH,CH,——-MgBr CH;CH, CH,CH, 
; butan-1-ol 


Substituted epoxides can be used in this reaction, with the carbanion usually attacking 
the less hindered epoxide carbon atom. This reaction works best if one of the oxirane 
carbons is unsubstituted, to allow an unhindered nucleophilic attack. Organolithium 
reagents (RLi) are more selective than Grignard reagents in attacking the less hindered 
epoxide carbon atom. Unless one carbon atom is very strongly hindered, Grignard 
reagents may give mixtures of products. 


OH 


| 
O iA CH,—CH—CH 
7% H,O* : ° 
H,C—CH—CH, + = 


propylene oxide 


(methyloxirane) cyclohexyllithium 1-cyclohexylpropan-2-ol 
O CH,CH, i 
MgBr aoe CH,—C— CH,CH, 
3 
F Cy ether 
2-cyclohexyl-2-ethyloxirane phenylmagnesium 
bromide 


2-cyclohexyl-1-phenylbutan-2-ol 
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PROBLEM 14-28 


Give the expected products of the following reactions. Include a protonation step where 
necessary. 

(a) 1,2-dimethyloxirane + isopropylmagnesium bromide 

(b) ethylene oxide + n-butyllithium 

(c) cyclohexyloxirane + ethyllithium 


14-16 Epoxy Resins: The Advent of Modern Glues 


The earliest glues were made of carbohydrates and proteins. Wheat paste uses the gluten in 
wheat, the sticky carbohydrate that holds bread together. Hide glue is a collagen-containing 
protein extract of animal hides, hooves, and tendons. Hide glue was used for wood and 
paper gluing for hundreds of years, and it is still used for fine musical instruments and other 
articles that must be readily taken apart without damaging the wood. Hide glue is water 
soluble, however, and the bond quickly fails in a damp environment. It does not fill gaps 
because it shrinks to a fraction of its wet volume as it dries. Glues based on casein (a milk 
protein) were developed to give a stronger, water-resistant bond. A casein glue (such as 
Elmer’ s®) gives a bond as strong as most woods, and it resists water for hours before it 
softens. However, it does not fill gaps well, and it works poorly with metals and plastics. 
Imagine a glue that does not shrink at all as it hardens; it fills gaps perfectly so that 
pieces don’t need to be fitted closely. It holds forever in water, is at least as strong as — Workers guide the skin for the tail of 
wood and plastic, and sticks to anything: wood, metal, plastic, etc. It lasts forever on the — a Harrier II jet into an autoclave where 
shelf without hardening, yet hardens quickly once the pieces are in place. It can be made __ ‘ts layers of epoxy-coated carbon-fiber 
runny so that it fills tiny voids, or thick and pasty so that it stays in place while it hardens. _ loth will be bonded and cured under 
This ideal glue was only a dream until the development of epoxy adhesives. €&t and pressure. The carbon-epoxy 
Epoxies polymerize in place, so they match the shape of the joint perfectly and adhere Seinpepiie (G Useeto Waberaliiot 
to microscopic irregularities in the surfaces. There is no solvent to evaporate, so there sat BE EIS a Sua aeetee! Dube 
: : . : ight as aluminum. 
is no shrinkage. Epoxies are bonded by ether linkages, so they are unaffected by water. 
Epoxies use a prepolymer that can be made as runny or as gummy as desired, and they 
use a hardening agent that can be modified to control the curing time. In the absence 
of the hardening agent, they have a long shelf life. 
Manufacture and sales of epoxy resins have grown to a market of about $20 billion 
worldwide, with China having become the largest manufacturer and consumer of the resins. 
The most common epoxy resins use a prepolymer made from bisphenol A and 


epichlorohydrin. 
| of o* 
HO C ) C @ OH + H,C—CH—CH,Cl —~> 
| epichlorohydrin 
CH; 
bisphenol A (BPA) 
O OH O 
a Wan | | a 
H,C—CH— CH,--O C) | C ) O—CH,— CH—CH,--O C ) | O—CH,— CH—CH, 
n 
prepolymer 


Under base-catalyzed conditions, the anion of bisphenol A opens the epoxide of 
epichlorohydrin to give an alkoxide that snaps shut on the other end, forming another 
epoxide. 


rae 


r-—()-# H : — CH,Cl R ~€ O—CH i? R ( ) O—CH aa — 
U: ge CH Cl1y is TC» 2 ‘ a 2 
i l 


Ca 
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oO”) 
r() occ 


O 


This second epoxide reacts with another molecule of bisphenol A. Each molecule of 


bisphenol A can also react with two molecules of epichlorohydrin. 


OH 


1 OHO ron = HO) ben 0 HO 


OH 


ZS Oo 
CH,—CH—CH,Cl | | ae 
> R O—CH,—CH—CH,—O | O—CH,—CH—CH, 


Application: Endocrine Disrupter 


Bisphenol A (BPA) mimics the effects 

of estrogens, which can lead to health 
effects at high enough concentrations. 
BPA is used in polycarbonate bottles (see 
Section 21-16) and in some of the plastic 
linings of canned foods. Several countries 
have banned the sale of polycarbonate 
baby bottles and the use of canned food 
liners containing BPA because of their 
concerns that the polymers might hydro- 
lyze and leach free BPA into the food or 
water in the container. 


With exactly equal amounts of bisphenol A and epichlorohydrin, this polymerization 
would continue until the polymer chains were very long, and the material would be 
a solid polymer. In making epoxy resins, however, excess epichlorohydrin is added 
to form short chains with epichlorohydrins on both ends. More epichlorohydrin 
gives shorter chains and a runny prepolymer. Less epichlorohydrin gives longer 
chains (containing up to 25 epichlorohydrin/bisphenol A units) and a more viscous 
prepolymer. 

When you buy epoxy glues, they come in two parts: the resin (prepolymer) 
and the hardener. The hardener can be any of a wide variety of compounds having 
basic or nucleophilic properties. Polyamines are the most common hardeners. The 
hardener can attack a terminal epoxide group, initiating a polymerization of the 
chain ends. 


(9. 


H,C—CH—| chain 2 


° 2 
E: \ 
R—NH\_H,C—CH— chain 1 >R ie CH,—CH— [chain 1 
: ¢ 
O 
7 \ 
H,C—CH— | chain 3 
H O- 


7 | 
H—C—OH = H—C—O: H,C—CH—|_ chain 2 > H—C—O—CH,—CH chain 2 


middle of chain 1 


| 
> R-N—CH, o O— CH,—CH—[chain2 ] —> —> —> 


H chain 1 


Or the hardener can deprotonate a hydroxy group from the interior of a chain, cross- 
linking one chain with another. The final polymer is an intricate, three-dimensional 
network that is strong and resistant to chemical attack. 


chain 1 chain 1 


CH, o- 


CH, CH, 


chain 1 chain 1 


Essential Terms 761 


SUMMARY Reactions of Epoxides 


1. Acid-catalyzed opening (Sections 8-13 and 14-12) 
a. In water 


b. In alcohols 


anti stereochemistry 


The alkoxy group bonds to the more highly substituted carbon. 


c. Using hydrohalic acids (X = Cl, Br, ID) 


H—x 


Ll 
C=c 
WW 
O 


2. Base-catalyzed opening 
a. With alkoxides or hydroxide (Section 14-13) 


The alkoxy group bonds to the less highly substituted carbon. 


b. With organometallics (Section 14-15) 


oe a ORM, : CH,;—R 
2 + 2 
\ v (2) H,0 | 
O OH 
M = Li or MgX R_ bonds to the less substituted carbon 


Essential Terms 


alkoxy group (alkoxyl group) A substituent consisting of an alkyl group bonded through an oxygen atom, 
—O—R. (p. 731) 
alkoxymercuration Addition of mercury and an alkoxy group to a double bond, usually by a solution of mercuric 
acetate in an alcohol. Alkoxymercuration is usually followed by sodium borohydride 
reduction (demercuration) to give an ether. (p. 738) 
RO ‘ane R— | | 
Hg(OAc), NaBH, 
R—O—H oe ee i 
(alkoxymercuration) (reduction) 


O H 
| 
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a cleavage 
autoxidation 
concerted reaction 
condensation 


crown ether 
dioxane 
epoxidation 


epoxide 
epoxy resins 


ether 
symmetrical ether: 


unsymmetrical ether: 


furan 
halohydrin 


heterocyclic compound 


mCPBA 
MMPP 


oxane 
oxetane 
oxirane 
oxolane 
peroxide 


peroxyacid 


The breaking of a bond between the first and second carbon atoms adjacent to the ether 
oxygen atom (or other functional group). (p. 734) 

Any oxidation that proceeds spontaneously using oxygen in the air. Autoxidation of ethers 
gives hydroperoxides and dialkyl peroxides. (p. 742) 


A reaction that takes place in one step, with simultaneous bond breaking and bond forming. 
(p. 748) 


A reaction that joins two (or more) molecules, often with the loss of a small molecule such as 
water or an alcohol. (p. 738) 

A large cyclic polyether used to complex and solvate cations in nonpolar solvents. (p. 730) 

A heterocyclic ether with two oxygen atoms in a six-membered ring. (p. 733) 

Oxidation of an alkene to an epoxide. Usually accomplished by treating the alkene with 
a peroxyacid. (p. 747) 

(oxirane) A compound containing a three-membered heterocyclic ether. (p. 732) 


Polymers formed by condensing epichlorohydrin with a dihydroxy compound, most often 
bisphenol A. (p. 759) 


A compound with two alkyl (or aryl) groups bonded to an oxygen atom, R—O—R’. (p. 726) 
An ether with two identical alkyl groups. 


An ether with two different alkyl groups. 


The five-membered heterocyclic ether with two carbon-carbon double bonds; or a derivative 
of furan. (p. 733) 


A compound containing a halogen atom and a hydroxy group on adjacent carbon atoms. 
Chlorohydrins, bromohydrins, and iodohydrins are most common. (p. 748) 


(heterocycle) A compound containing a ring in which one or more of the ring atoms are 
elements other than carbon. The noncarbon ring atoms are called heteroatoms. (p. 732) 


heterocyclic ethers: 


AROO0d0 Ho 


epoxide oxetane furan THF pyran tetrahydropyran 1,4-dioxane 
(oxirane) (oxolane) (oxane) 


An abbreviation for meta-chloroperoxybenzoic acid, a common epoxidizing agent. (p. 747) 


An abbreviation for magnesium monoperoxyphthalate, a relatively stable peroxyacid often 
used in large-scale epoxidations. (p. 748) 


The systematic name for a six-membered cyclic ether (a tetrahydropyran). (p. 733) 

A compound containing a four-membered heterocyclic ether. (p. 733) 

The systematic name for an epoxide, or specifically for ethylene oxide. (p. 732) 

The systematic name for a five-membered cyclic ether (a tetrahydrofuran). (p. 733) 

Any compound containing the —O—O-— linkage. The oxygen-oxygen bond is easily cleaved, 
and organic peroxides are prone to explosions. (p. 742) 


H—O—O—-H 
hydrogen peroxide 


R—O—O—H 
alkyl hydroperoxide 


R—O—O—R’ 
dialkyl peroxide 


(peracid) A carboxylic acid with an extra oxygen in the hydroxy group. (p. 747) 


Cl 
O O 


| | 
R—C—O—O—H C—O—O—H 


a peroxyacid meta-chloroperoxybenzoic acid (mCPBA) 


protecting group 


pyran 

silyl ether 
triisopropylsilyl ether: 

sulfone 

sulfonium salt 


sulfoxide 


thioether 


Williamson ether synthesis 
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A group used to prevent a sensitive functional group from reacting while another part of 
the molecule is being modified. The protecting group is later removed. For example, an 
alcohol can be converted to a silyl ether to protect it against most acids and bases and 
also against many oxidizing and reducing agents. Treatment with a tetraalkylammonium 
fluoride such as BugN* F deprotects the alcohol. (p. 746) 

The six-membered heterocyclic ether with two carbon-carbon double bonds; or a derivative 
of pyran. (p. 733) 

An ether of formula R’-O-SiR3 with a substituted silicon atom replacing one of the alkyl 
groups of an ether. Used as protecting groups for alcohols. (p. 743) 

(TIPS ether) A silyl ether of formula R'-O-Si(i-Pr)3 commonly used to protect alcohol groups. 
Formed from an alcohol with TIPSCI and a tertiary amine. Deprotected using aqueous 
fluoride salts. (p. 746) 

A compound of formula R—SO,—R’ (see below). (p. 744) 

A salt containing a sulfur atom bonded to three alkyl groups, R3S*, and a counterion (see 
below). (p. 745) 

A compound of formula R—SO—R’ (see below). (p. 744) 


R—S—R 


thioether sulfonium salt sulfoxide sulfone 
(sulfide) 


(sulfide) A compound with two alkyl (or aryl) groups bonded to a sulfur atom, R—S—R’. 
(p. 743) 


Formation of an ether by the Sy2 reaction of an alkoxide ion with an alkyl halide or tosylate. 
In general, the electrophile (R’— X) must be primary, or occasionally secondary. (p. 736) 


R—-Of R x R—O—k + X- 


Essential Problem-Solving Skills in Chapter 14 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 


2 


Draw and name ethers and heterocyclic ethers, including epoxides. Predict their 
relative boiling points, solubilities, and solvent properties. Problems 14-29, 30, 31, and 32 


Determine the structure of ethers from their spectra, and predict their characteristic 


absorptions and fragmentations. 


Problems 14-38, 44, 51, and 52 


Devise efficient laboratory syntheses of ethers and epoxides, including the following: 
(a) The Williamson ether synthesis 
(b) Alkoxymercuration-demercuration 


(c) Peroxyacid epoxidation 


(d) Base-promoted cyclization of halohydrins Problems 14-34, 40, 41, 42, 43, 45, 46, 


(e) Formation of silyl ethers 


and 53 


Predict the products of reactions of ethers and epoxides, including the following: 
(a) Cleavage and autoxidation of ethers 

(b) Acid- and base-promoted opening of epoxides 

(c) Reactions of epoxides with organometallic reagents 


(d) Cleavage of silyl ethers 


Problems 14-33, 36, 46, 50, and 51 


Propose mechanisms for the formation and reactions of ethers and epoxides. Problems 14-39, 47, 48, 49, 53, and 54 


764 CHAPTER 14 Ethers, Epoxides, and Thioethers 


Study Problems 


14-29 — Write structural formulas for the following compounds. 


(a) methyl isopropyl ether (b) di-iso-butyl ether (c) 2-methoxyoctane 

(d) diallyl ether (e) allyl ethyl ether (f) cycloheptene oxide 

(g) trans-2,3-epoxyhexane (h) (2R,3S)-2-ethoxypentan-3-ol (i) cis-2,3-dimethyloxirane 
14-30 Give common names for the following compounds. 

(a) (CH3),CHOCH,CH; (b) (CH3)3COCH,CH,CH3 (c) PhOCH; 


(d) CICH,OCH,CH, (e) OH (f) 


O 
on 
H,C 
Q Oo 
(g) \ oct (hy) _/ ‘> (i) 6: (j) Ct 
O CH; CH; 
om 


14-31 Give IUPAC names for the following compounds. 
(a) CH;CH,OCH(CH;3)CH,OH (b) PhOCH, (c) 


CH; H 
(a) a (e) (f) “ 
OCH, oO H 
OH CHa hf 
HC —o O 
(g) \, yf @ C ) 
j-mOCH, cl . 


14-32 Glycerol (propane-1,2,3-triol) is a viscous syrup with molecular weight 92 g/mol, boiling point 290 °C, and density 
1.24 g/mL. Transforming the three hydroxy groups into their trimethylsilyl ethers (using chlorotrimethylsilane and 
a tertiary amine) produces a liquid that flows easily, has molecular weight 309 g/mol, boiling point approximately 
180 °C, and density 0.88 g/mL. Draw the structures of these two compounds, and explain why glycerol has a lower 
molecular weight but a much higher boiling point and density. 

14-33 _ Predict the products of the following reactions. 


(a) sec-butyl isopropyl ether + concd. HBr, heat (b) 2-ethoxy-2-methylpentane + concd. HBr, heat 
(c) di-n-butyl ether + hot concd. NaOH (d) di-n-butyl ether + Na metal 
(e) ethoxybenzene + concd. HI, heat (f) 1,2-epoxyhexane + H*, CH,0H 
(g) trans-2,3-epoxyoctane + H*, H,O0 (h) propylene oxide + methylamine (CH;NH>) 
(i) potassium fert-butoxide + n-butyl bromide (j) O (1) PhLi 
phenyllithium 
(2) H30t 


(k) SS mCPBA, CH,Cl, a) a 
————= HBr 
—> 
(m) CH,0, CH,OH (n) CH,OH, Ht 
Qo fees 


14-34 


14-35 


14-36 


14-37 


14-38 


14-39 


14-40 


14-41 
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Show how you would make the following ethers, using only simple alcohols and any needed reagents as your starting 
materials. 


(a) 1-methoxypropane (b) 2-ethoxy-2-methylbutane 
(c) 4-methylbenzyl cyclopentyl ether (d) trans-2-ethoxycyclohexanol 
(e) the TIPS ether of (d) (f) 4-methylcyclohexyl cyclopentyl! ether 


(A true story.) An inexperienced graduate student moved into a laboratory and began work. He needed some diethyl] ether 
for a reaction, so he opened an old, rusty 1-gallon can marked “ethyl ether” and found there was half a gallon left. To purify 
the ether, the student set up a distillation apparatus, started a careful distillation, and went to the stockroom for the other 
reagents he needed. While he was at the stockroom, the student heard a muffled “boom.” He quickly returned to his lab to 
find a worker from another laboratory putting out a fire. Most of the distillation apparatus was embedded in the ceiling. 

(a) Explain what probably happened. 

(b) Explain how this near-disaster might have been prevented. 

Grignard reactions are often limited by steric hindrance. While Grignard reagents react in high yield with ethylene oxide 
and monosubstituted epoxides, yields are often lower with disubstituted epoxides. Tri- and tetrasubstituted epoxides react 
with difficulty, if at all. 

(a) Show how to make these alcohols by a Grignard reacting with an epoxide. 


(i) (ii) OH 
2 ways OH 


(b) These alcohols cannot be made by a Grignard plus an epoxide. Show the reagents that would be required and why that 
reaction would be unlikely to succeed. 


(i) (ii) 
OH 
OH 


(a) Show how you would synthesize the pure (R) enantiomer of 2-pentyl methyl] sulfide, starting with pure 
(R)-pentan-2-ol and any reagents you need. 

(b) Show how you would synthesize the pure (S$) enantiomer of the product, still starting with (R)-pentan-2-ol and any 
reagents you need. 

(a) Predict the values of m/z and the structures of the most abundant fragments you would observe in the mass spectrum 
of di-n-propy] ether. 

(b) Give logical fragmentations to account for the following ions observed in the mass spectrum of 2-methoxypentane: 
102, 87, 71, 59, 31. 

The following reaction resembles the acid-catalyzed cyclization of squalene oxide. Propose a mechanism for this reaction. 


O CH,OH 
Ht 
—_ 
aS HO 
CH, 
OH 


Show how you would convert pent-1-ene to each of the following compounds. You may use any additional reagents and 
solvents you need. 

(a) 2-methoxypentane (b) 1-methoxypentane (c) 1-methoxypentan-2-ol 

(d) 2-methoxypentan-1-ol (e) 1-phenylpentan-2-ol (f) 2-methoxy-1-phenylpentane 

Both LiAIH, and Grignard reagents react with carbonyl compounds to give alkoxide ion intermediates (that become 
protonated in an aqueous workup). Those alkoxides can react with 1° or methyl alkyl] halides or tosylates to give ethers. 
Show how the following ethers can be formed in this two-step process. As starting materials, you may use any reactants 
containing 8 carbons or fewer. 


(a) _ (b) (c) 
‘on be Cy Uy 
O SS 
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14-42 Give the structures of intermediates A through H in the following synthesis of trans-1-cyclohexyl-2-methoxycyclohexane. 


concd. HBr 
+ 
er C (gas) D 
roduct 
(1) Hg(OAc),, CH,0H Mg, P 
(2) NaBH, ether 
Cc 


OH 
H,SO, . mCPBA p WE ie Na - 
heat (2) H,0* 


14-43 Give the structures of the intermediates represented by letters in this synthesis. 


O 
LiAIHy H30* TsCl KO-rBu 
OCH; > > J —— L — > _ M 
ether pyridine 
1 equiv. Bry | H,O 
NaOCl 
Mg TIPS-Cl 
K P <«<— O <—— N 
ether Et3N 
ether 


OH OH 
H30* 
—— 
BuyN* FE Se 


14-44 (Another true story.) An organic lab student carried out the reaction of methylmagnesium iodide with acetone 
(CH;COCH3), followed by hydrolysis. During the distillation to isolate the product, she forgot to mark the vials she used 
to collect the fractions. She turned in a product of formula C4H,9O that boiled at 35 °C. The IR spectrum showed only 
a weak O—H stretch around 3300 cm |, and the mass spectrum showed a base peak at m/z 59. The NMR spectrum 
showed a quartet (J = 7 Hz) of area 2 at 6 3.5 and a triplet (J = 7 Hz) of area 3 at 5 1.3. Propose a structure for this 
product, explain how it corresponds to the observed spectra, and suggest how the student isolated this compound. 

14-45 Show how you would synthesize the following ethers in good yield from the indicated starting materials and any 
additional reagents needed. 

(a) cyclopentyl n-propyl ether from cyclopentanol and propan-1-ol 
(b) n-butyl phenyl! ether from phenol and butan-1-ol 
(c) 2-ethoxyoctane from an octene 
(d) 1-methoxydecane from a decene 
(e) 1-ethoxy-1-methylcyclohexane from 2-methylcyclohexanol 
(f)  trans-2,3-epoxyoctane from octan-2-ol 
14-46 Show how you would convert 3-bromocyclohexanol to the following diol. You may use any additional reagents you need. 


CH, 
HO Br HO OH 


Tr (several steps) CH,CH, 
eas ee 


14-47 — There are two different ways of making 2-ethoxyoctane from octan-2-ol using the Williamson ether synthesis. When pure 
(—)-octan-2-ol of specific rotation —8.24° is treated with sodium metal and then ethyl iodide, the product is 2-ethoxyoctane 
with a specific rotation of —15.6°. When pure (—)-octan-2-ol is treated with tosyl chloride and pyridine and then with sodium 
ethoxide, the product is also 2-ethoxyoctane. Predict the rotation of the 2-ethoxyoctane made using the tosylation/sodium 
ethoxide procedure, and propose a detailed mechanism to support your prediction. 
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14-48 (a) When ethylene oxide is treated with anhydrous HBr gas, the major product is 1,2-dibromoethane. When ethylene 
oxide is treated with concentrated aqueous HBr, the major product is ethylene glycol. Use mechanisms to explain 
these results. 

(b) Under base-catalyzed conditions, several molecules of propylene oxide can react to give short polymers. Propose a 
mechanism for the base-catalyzed formation of the following trimer. 
O CH, CH, CH, 
o, ~OH | | | 
3 H,C—CH— CH, > HO—CH,—CH—O—CH,—CH—O— CH, —CH— OH 
14-49 = An acid-catalyzed reaction was carried out using methyl] cellosolve (2-methoxyethanol) as the solvent. When the 
2-methoxyethanol was redistilled, a higher-boiling fraction (bp 162 °C) was also recovered. The mass spectrum of this 
fraction showed the molecular weight to be 134. The IR and NMR spectra are shown here. Determine the structure of this 
compound, and propose a mechanism for its formation. 
wavelength (um) 
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*14-50 — Propylene oxide is a chiral molecule. Hydrolysis of propylene oxide gives propylene glycol, another chiral molecule. 


(a) Draw the enantiomers of propylene oxide. 

(b) Propose a mechanism for the acid-catalyzed hydrolysis of pure (R)-propylene oxide. 

(c) Propose a mechanism for the base-catalyzed hydrolysis of pure (R)-propylene oxide. 

(d) Explain why the acid-catalyzed hydrolysis of optically active propylene oxide gives a product with lower 
enantiomeric excess and a rotation opposite that of the product of the base-catalyzed hydrolysis. 
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14-51. =A compound of molecular formula CgHgO gives the IR and NMR spectra shown here. Propose a structure, and show how 
it is consistent with the observed absorptions. 


wavelength (um) 
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*14-52 (a) Tetramethyloxirane is too hindered to undergo nucleophilic substitution by the hindered alkoxide, potassium 
tert-butoxide. Instead, the product is the allylic alcohol shown. Propose a mechanism to explain this reaction. What 
type of mechanism does it follow? 


O OH CH, 
a ax = (CH3)3C—O Kt : HC 4 
H.c CH (CH3)3C—OH 
? ‘ CH, CH, 


tetramethyloxirane 


(b) Under mild acid catalysis, 1,1-diphenyloxirane undergoes a smooth conversion to diphenylethanal (diphenylacetaldehyde). 
Propose a mechanism for this reaction. (Hint: Think Pinacol.) 


O 
Ht Y 
Ph E> PhCH 


Ph H 


O 
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14-53 Under the right conditions, the following acid-catalyzed double cyclization proceeds in remarkably good yields. Propose a 
mechanism. Does this reaction resemble a biological process you have seen? 


“a Ht Aq 


OH 


*14-54 One of the crowning achievements of natural products 

synthesis was Bryostatin 1, published by Professor Gary 

Keck (University of Utah; Journal of the American Chemical 

Society, 2011, 133, 744-747). The Bryostatins are a family 

of compounds isolated from aquatic invertebrates known as 

Bryozoans. The compounds are of interest for a variety of 

biological effects, including anti-cancer activity and reversing 

brain damage in rodents. 

(a) How many ether functional groups are present in 
Bryostatin 1? 

(b) Identify the other oxygen-containing functional groups. 

(c) This is called a macrolide because it contains a large num- 
ber of atoms in the large ring. How many atoms are in the 
large ring? 

(d) How many chiral centers are in this molecule? 

(e) Using the number of chiral centers you reported in part 
(d), calculate the number of stereoisomers possible at 
these chiral centers. (Ignore stereoisomers at double bonds.) 


*14-55 = In 2012, a group led by Professor Masayuki Satake of the University of Tokyo reported the isolation and structure 
determination of a toxin from a marine algal bloom that decimated the fish population off the New Zealand coast in 1998. 
Extensive mass spectrometry and NMR experiments ultimately led to the structure shown below, named Brevisulcenal-F. 
(See Journal of the American Chemical Society, 2012, 134, 4963-4968.) This structure holds the record for the largest 
number of fused rings, at 17. 


OH 
O OH 
O 
O H 
re) O O fe) HO ‘ 
SQ H 
o O © 0 0 ’ ‘oH - : 
H ~O ‘OH OH 
Brevisulcenal-F O 
OH 
(a) How many ether groups are present? O 
(b) How many alcohol groups are present? Classify the O 
alcohols as 1° or 2° or 3°. Zz O 
(c) Are there any other oxygen-containing functional HO O 
groups? Which, if any? O 


1 Explain how to construct the 
molecular orbitals of butadiene 
and other conjugated systems. 


2 Draw resonance forms and 
propose mechanisms to explain 
the observed products and the 
enhanced rates of reactions 
involving conjugated reactants and 
resonance-stabilized intermediates. 


3 Predict the products of Diels-Alder 
reactions, and determine which 
Diels—Alder reaction will give a 
specific synthetic product. 


4 Predict which cycloadditions 
are thermally allowed and which 
are photochemically allowed by 
comparing the symmetry of the 
molecular orbitals of the reactants. 


5 Use values of Amax from UV-visible 
spectra to estimate the length of 
conjugated systems. 
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and Ultraviolet Spectroscopy 


Goals for Chapter 15 


A What do the English troops have in common with a fine, old Italian violin? Both the fabric of 

the troops’ coats and the varnish on the violin get their characteristic red color from an extract of 
the roots of the madder plant, Rubia tinctorum, which is Latin for “dyer’s red.” The principal red 
compound in madder is alizarin, or 1,2-dihydroxyanthraquinone. The color of alizarin can vary from 
pink to crimson to dark brown, depending on the pH and the presence of metal salts. 


15-1 Introduction 


Double bonds can interact with each other if they are separated by just one single bond. 
Such interacting double bonds are said to be conjugated (Section 7-8F). Double bonds 
with two or more single bonds separating them have little interaction and are called 
isolated double bonds. For example, penta-1,3-diene has conjugated double bonds, 
whereas penta-1,4-diene has isolated double bonds. 


ae 
~~ So 
ee oe H 
H H 


penta-1,3-diene 


C=C H 
ee ao 
en 


conjugated double bonds 
(more stable than isolated double bonds) 


H H 
ec we SS C7 ~~ a ~ we 


ne i HO ee Ny 
CH; CH; 


isolated double bonds penta-1,4-diene 


Because of the interaction between the double bonds, systems containing conju- 
gated double bonds tend to be more stable than similar systems with isolated double 
bonds. In this chapter, we consider the unique properties of conjugated systems, the 
theoretical reasons for this extra stability, and some of the characteristic reactions of 
molecules containing conjugated double bonds. We also study ultraviolet spectroscopy, 
a tool for determining the structures of conjugated systems. 


15-2 Stabilities of Dienes 


In Chapter 7, we used heats of hydrogenation to compare the relative stabilities of 
alkenes. For example, the heats of hydrogenation of pent-1-ene and trans-pent-2-ene 
show that the disubstituted double bond in trans-pent-2-ene is 12 kJ/mol (2.9 kcal /mol) 
more stable than the monosubstituted double bond in pent-1-ene. 


BP EP OE Se Oh a) 


pent-1-ene 


ANNAN NCAR = -114 KJ (-27.2 kcal) 


trans-pent-2-ene 


When a molecule has two isolated double bonds, the heat of hydrogenation is close 
to the sum of the heats of hydrogenation for the individual double bonds. For example, 
the heat of hydrogenation of penta-1,4-diene is —-252 kJ/mol (—60.2 kcal/mol), about 
twice that of pent-1-ene. 

2H, 


ar ae ad i AH® = -252 kJ (-60.2 kcal) 


penta-1,4-diene 


For conjugated dienes, the heat of hydrogenation is less than the sum for the individual 
double bonds. For example, trans-penta-1,3-diene has a monosubstituted double bond 
similar to the one in pent-1-ene, and a disubstituted double bond similar to the one 
in pent-2-ene. The sum of the heats of hydrogenation of pent-1-ene and pent-2-ene 
is —240 kJ (—57.3 kcal), but the heat of hydrogenation of trans-penta-1,3-diene is 
only —225 kJ/mol (—53.7 kcal/mol), showing that the conjugated diene has about 
15 kJ/mol (3.6 kcal/mol) extra stability. 


9 
BOO, BE FOR SE FOL 
pent-1-ene trans-pent-2-ene predicted 
Predicted: -126 kJ + -114kJ = -240 kJ (-57.3 kcal) 
2H. 
AAW p> TNCs actual value -225 kJ (-53.7 kcal) 
trans-penta-1,3-diene more stable by ISkJ (3.6 kcal) 


What happens if two double bonds are even closer together than in the conjugated 
case? Successive double bonds with no intervening single bonds are called cumulated 
double bonds. Consider penta-1,2-diene, which contains cumulated double bonds. Such 
1,2-diene systems are also called allenes, after the simplest member of the class, propa- 
1,2-diene or “allene,” HC CCH). The heat of hydrogenation of penta-1,2-diene 
is —292 kJ/mol (—69.8 kcal/mol), a larger value than any of the other pentadienes. 


HT yal 2H, 
C=C=C > CH,CH,CH,CH.,CH, AH? = 
a N Pt ght te 
CH,CH, pentane 


penta-1,2-diene (ethylallene) 
Paw ae Nea 


15-2 Stabilities of Dienes 


- 292 kJ (-69.8 kcal) 


sum of pent-l-ene + pent-2-ene AH° = -240kJ (-57.3 kcal) 


penta-1,2-diene is less stable by 52 kJ (12.5 kcal) 


Because penta-1,2-diene has a larger heat of hydrogenation than penta-1,4-diene, we 
conclude that the cumulated double bonds of allenes are less stable than isolated double 
bonds and much less stable than conjugated double bonds. Figure 15-1 summarizes 
the relative stability of isolated, conjugated, and cumulated dienes and compares them 
with alkynes. 
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cumulated terminal 
diene alkyne 
=c—rn™m =A 
penta-1,2-diene t-l- internal 
ia ay alkyne 
—— 
292 kJ pent-2-yne 
(69.8 kcal) isolated 
Bs 291 kJ diene 
8 (69.5 kcal) Me Sabina 
o = eS . 
20 275 kI penta-1,4-diene diene 
R= (65.8 kcal) Maine ' 
5 trans-hexa-1,4-diene conjugated 
2 252 kJ diene 
= (60.2 kcal) ZY Za™. 
240 kJ trans-penta-1,3-diene 
(57.3 kcal) : 
225 kJ 
(53.7 kcal) 
¥ ¥ ¥ Ef oa 
energy of the alkane (pentane or hexane) 
FIGURE 15-1 Relative energies of conjugated, isolated, and cumulated dienes compared with alkynes, based on molar heats of hydrogenation. 


PROBLEM 15-1 


hexa-2,4-diene 


Rank each group of compounds in order of increasing heat of hydrogenation. 
(a) hexa-1,2-diene; hexa-1,3,5-triene; hexa-1,3-diene; hexa-1,4-diene; hexa-1,5-diene; 


fclelonene 


PROBLEM 15-2 


In a strongly acidic solution, cyclohexa-1,4-diene tautomerizes to cyclohexa-1,3-diene. 
Propose a mechanism for this rearrangement, and explain why it is energetically favorable. 


E 
PROBLEM 15-3 


each other. 


(Review) The central carbon atom of an allene is a member of two double bonds, and it has 
an interesting orbital arrangement that holds the two ends of the molecule at right angles to 


(a) Draw an orbital diagram of allene, showing why the two ends are perpendicular. 
L (b) Draw the two enantiomers of penta-2,3-diene. A model may be helpful. 


15-3 Molecular Orbital Picture of a Conjugated System 


Figure 15-1 shows that the compound with conjugated double bonds is 15 kJ/mol 
(3.6 kcal/mol) more stable than a similar compound with isolated double bonds. 
This 15 kJ/mol of extra stability in the conjugated molecule is called the resonance 
energy of the system. (Other terms favored by some chemists are conjugation energy, 
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delocalization energy, and stabilization energy.) We can best explain this extra stability 
of conjugated systems by examining their molecular orbitals. Let’s begin with the 
molecular orbitals of the simplest conjugated diene, buta-1,3-diene. 


15-3A Structure and Bonding of Buta-1,3-diene 


The heat of hydrogenation of buta-1,3-diene is less than twice that of but-1-ene by about 
15 kJ/mol (3.6 kcal/mol), showing that buta-1,3-diene has a resonance energy of 
15 kJ/mol. Figure 15-2 shows the most stable conformation of buta-1,3-diene. Note 
that this conformation is planar, with the p orbitals on the two pi bonds aligned. 


2 Hp, Pt 


H,C=CH—CH+CH, > CH3—CH,—CH,—CHs3 AH?® = —237 kJ (—56.6 kcal) 


buta-1, 3-diene 


Hp, Pt 


H,C=CH—CH,—CH,; ———> CH,—CH,—CH,—CH, AH? = -126 kJ (-30.1 kcal) 
but-I-ene x 2 = -252 kJ (-60.2 kcal) 


resonance energy of buta-1,3-diene = 252 kJ -237kJ = 15kJ 


(3.6 kcal) 


small amount 
of overlap 


partial double 
bond 


Al 3 
| 43d | 134A 
H H 


FIGURE 15-2 Structure of buta-1, 
3-diene in its most stable conformation. 
The 1.48 A central carbon-carbon 
single bond is shorter than the 1.54 A 
bonds typical of alkanes because of its 
partial double-bond character. 


The C2—C3 bond in buta-1,3-diene (1.48 A) is shorter than a carbon-carbon 
single bond in an alkane (1.54 A). This bond is shortened slightly by the increased s 
character of the sp” hybrid orbitals, but the most important cause of this short bond is 
its pi bonding overlap and partial double-bond character. The planar conformation, with 
the p orbitals of the two double bonds aligned, allows overlap between the pi bonds. 
In effect, the electrons in the double bonds are delocalized over the entire molecule, 
creating some pi overlap and pi bonding in the C2 — C3 bond. The length of this bond 
is intermediate between the normal length of a single bond and that of a double bond. 

Lewis structures are inadequate to represent delocalized molecules such as 
buta-1,3-diene. To represent the bonding in conjugated systems accurately, we must 
consider molecular orbitals that represent the entire conjugated pi system, and not just 
one bond at a time. 


15-3B Constructing the Molecular Orbitals of Buta-1,3-diene 


All four carbon atoms of buta-1,3-diene are sp” hybridized, and (in the planar con- 
formation) they all have overlapping p orbitals. Let’s review how we constructed the 
pi molecular orbitals (MOs) of ethylene from the p atomic orbitals of the two carbon 
atoms (Figure 15-3). Each p orbital consists of two lobes, with opposite phases of the 
wave function in the two lobes. The plus and minus signs used in drawing these orbitals 
indicate the phase of the wave function, not electrical charges. To minimize confusion, 
we will color the lobes in molecular orbitals blue for the plus phase and green for the 
minus phase to emphasize the phase difference. 
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FIGURE 15-3 The pi molecular orbitals of ethylene. The pi bonding orbital is formed by constructive overlap of unhybridized 
p orbitals on the sp? hybrid carbon atoms. Destructive overlap of these p orbitals forms the antibonding pi orbital. Combination 
of two atomic orbitals must give exactly two molecular orbitals. 


In the pi bonding molecular orbital of ethylene, the lobes that overlap in the bond- 
ing region between the nuclei are in phase; that is, they have the same sign (+ overlaps 
with +, and — overlaps with —). We call this reinforcement constructive overlap. 
Constructive overlap is an important feature of all bonding molecular orbitals. 

In the pi antibonding molecular orbital (marked by *), on the other hand, lobes 
of opposite phase (with opposite signs, + with —) overlap in the bonding region. This 
destructive overlap causes cancelling of the wave function in the bonding region. 
Midway between the nuclei, this antibonding MO has a node: a region of zero electron 
density where the positive and negative phases exactly cancel. 

Electrons have lower energy in the bonding MO than in the original p orbitals, and 
higher energy in the antibonding MO. In the ground state of ethylene, two electrons 
are in the bonding MO, whereas the antibonding MO is vacant. Stable molecules tend 
to have filled bonding MOs and empty antibonding MOs. 

Several important principles are illustrated in Figure 15-3. Constructive overlap 
PROBLEM-SOLVING HINT results in a bonding interaction; destructive overlap results in an antibonding interac- 
tion. Also, the number of molecular orbitals is always the same as the number of atomic 
orbitals used to form the MOs. These molecular orbitals have energies that are sym- 
metrically distributed above and below the energy of the starting p orbitals. Half are 
bonding MOs, and half are antibonding MOs. 

Now we are ready to construct the molecular orbitals of buta-1,3-diene. The p orbitals 
on C1 through C4 overlap, giving an extended system of four p orbitals that form four pi 
molecular orbitals. Two MOs are bonding, and two are antibonding. To represent the four 
p orbitals, we draw four p orbitals in a line. Although buta-1,3-diene is not linear, this simple 
straight-line representation makes it easier to draw and visualize the molecular orbitals. 


H 
oO Yo¥ 
\Y a NY ee Me) represented by 
AO AO 
H (Sx 


Stable molecules tend to have 


filled bonding MOs and empty 
antibonding MOs. 
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bonding bonding bonding 


FIGURE 15-4 The 7, bonding 

MO of buta-1,3-diene. This lowest- 
energy orbital has bonding interactions 
between all adjacent carbon atoms. It 
is labeled 7, because it is a pi bonding 
orbital and it has the lowest energy. 


The lowest-energy molecular orbital always consists entirely of bonding interac- 
tions. We indicate such an orbital by drawing all the positive phases of the p orbitals 
overlapping constructively on one face of the molecule, and the negative phases over- 
lapping constructively on the other face. Figure 15-4 shows the lowest-energy MO for 
buta-1,3-diene. This MO places electron density on all four p orbitals, with slightly 
more on C2 and C3. (In these figures, larger and smaller p orbitals are used to show 
which atoms bear more of the electron density in a particular MO.) 

This lowest-energy orbital is exceptionally stable for two reasons: There are three 
bonding interactions, and the electrons are delocalized over four nuclei. This orbital 
helps to illustrate why the conjugated system is more stable than two isolated double 
bonds. It also shows some pi-bond character between C2 and C3, which lowers the 
energy of the planar conformation and helps to explain the short C2 — C3 bond length. 

As with ethylene, the second molecular orbital (a) of butadiene (Figure 15-5) has 
one vertical node in the center of the molecule. This MO represents the classic picture 
of a diene. There are bonding interactions at the C1—C2 and C3—-C4 bonds, and a 
(weaker) antibonding interaction between C2 and C3. 

The 77, orbital has two bonding interactions and one antibonding interaction; there- 
fore, we expect it to be a bonding orbital (2 bonding — | antibonding = 1 bonding). 
It is not as strongly bonding nor as low in energy as the all-bonding 77, orbital. 
Adding and subtracting bonding and antibonding interactions is not a reliable method 
for calculating energies of molecular orbitals. However, it is useful for predicting 
whether a given orbital is bonding or antibonding and for ranking orbitals in order 
of their energy. 

The third butadiene MO (7r3) has two nodes (Figure 15-6). There is a bonding inter- 
action at the C2 —C3 bond, and there are two antibonding interactions, one between 


ig Gee FIGURE 15-5 The 7 bonding MO 
of buta-1,3-diene. The second MO has 
one node in the center of the molecule. 
There are bonding interactions at the 
To C1—C2 and C3— C4 bonds, and there 
is a (weaker) antibonding interaction 
b 4 f between C2 and C3. This 7 orbital is 
\ 2 bonding, but it is not bonding as strongly 
node as 7}. 
antibonding antibonding 
bonding 


FIGURE 15-6 The 73 antibonding 
MO of buta-1,3-diene. The third MO 
has two nodes, giving two antibonding 
interactions and one bonding 
interaction. This is an antibonding 
orbital, and it is vacant in the 

ground state. 
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FIGURE 15-7 The 74 antibonding 
molecular orbital of buta-1,3-diene. The 
highest-energy MO has three nodes 
and three antibonding interactions. It is 
strongly antibonding, and it is vacant in 
the ground state. 
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all antibonding 
K * 
| y¥ i 


node node node 


Cl and C2 and the other between C3 and C4. This is an antibonding orbital (*), and it 
is vacant in the ground state. 

The fourth, and last, molecular orbital (774) of buta-1,3-diene has three nodes and is 
totally antibonding (Figure 15-7). This MO has the highest energy and is unoccupied in 
the molecule’s ground state. This highest-energy MO (74) is typical: For most systems, 
the highest-energy MO has antibonding interactions between all pairs of adjacent atoms. 

Butadiene has four pi electrons (two electrons in each of the two double bonds 
in the Lewis structure) to be placed in the four MOs just described. Each MO can 
accommodate two electrons, and the lowest-energy MOs are filled first. Therefore, the 
four pi electrons go into 7, and 7. Figure 15-8 shows the electronic configuration of 
buta-1,3-diene. Both bonding MOs are filled, and both antibonding MOs are empty. 
Most stable molecules have this arrangement of filled bonding orbitals and vacant 
antibonding orbitals. Figure 15-8 also compares the relative energies of the ethylene 
MOs with the butadiene MOs to show that the conjugated butadiene system is slightly 
more stable than two ethylene double bonds. 

The partial double-bond character between C2 and C3 in buta-1,3-diene explains 
why the molecule is most stable in a planar conformation. There are actually two 
planar conformations that allow overlap between C2 and C3. These conformations 
arise by rotation about the C2 — C3 bond, and they are considered single-bond analogs 


FIGURE 15-8 The electronic 
configurations of ethylene and buta- 
1,3-diene. In both buta-1,3-diene and 
ethylene, the bonding MOs are filled 
and the antibonding MOs are vacant. 
The average energy of the electrons is 
slightly lower in butadiene. This lower 
energy is the resonance stabilization of 
the conjugated diene. 


butadiene ethylene 
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15-4 Allylic Cations 


of trans and cis isomers about a double bond. Thus, they are named s-trans (“single” 
-trans) and s-cis (“single’-cis) conformations. 


H H 
H H 
H A” "Hy mild 
— : 
—_ interference 
H CH 
H H 
H H 
s-trans S-CIS 


The s-trans conformation is 12 kJ/mol (2.8 kcal/mol) more stable than the s-cis 
conformation, which shows interference between the two nearby hydrogen atoms. 
The barrier for rotation about the C2— C3 bond from s-trans to s-cis) is only about 
29 kJ/mol (about 7 kcal/mol) compared with about 250 kJ/mol (60 kcal/mol) for 
rotation of a double bond in an alkene. The s-cis and s-trans conformers of butadiene 
(and all the skew conformations in between) easily interconvert at room temperature. 


15-4 Allylic Cations 


Conjugated compounds undergo a variety of reactions, many of which involve interme- 
diates that retain some of the resonance stabilization of the conjugated system. Common 
intermediates include allylic systems, particularly allylic cations and radicals. Allylic 
cations and radicals are stabilized by delocalization. First, we consider some reactions 
involving allylic cations and radicals, then (Section 15-8) we derive the molecular 
orbital picture of their bonding. 

In Chapter 7, we saw that the —CH,— CH=CH, group is called the allyl group. 
Many common names use this terminology. 


Se ae 
go 
i. 


allylic position 


H,C=CH—CH,Br H,C=CH—CH,OH 
allyl bromide allyl alcohol allylbenzene 


When allyl bromide is heated with a good ionizing solvent, it ionizes to the allyl cation, 
an allyl group with a positive charge. More-substituted analogs are called allylic cations. 
All allylic cations are stabilized by resonance with the adjacent double bond, which 
delocalizes the positive charge over two carbon atoms. 


H,C=cH—cH,Br: =~ [Hyc-ScH cH, << 46 CH=CH, + ¢Bre 


allyl bromide allyl cation 

H H. H ' 

+ CH, H 

_R + 
H,C=CH—CH—CH, _>C=CH—CH, 

CH H 

3 H 
substituted allylic cations H 


PROBLEM 15-4 


Draw another resonance form for each of the substituted allylic cations shown in the pre- 
ceding figure, showing how the positive charge is shared by another carbon atom. In each 
case, state whether your second resonance form is a more important or less important 
resonance contributor than the first structure. (Which structure places the positive charge 
on the more-substituted carbon atom?) 


777 


778 


CHAPTER 15 


Conjugated Systems, Orbital Symmetry, and Ultraviolet Spectroscopy 


( PROBLEM 15-5 


When 3-bromo-1-methylcyclohexene undergoes solvolysis in hot ethanol, two products are 
formed. Propose a mechanism that accounts for both of these products. 


CH; Br cycHon CH OCH,CH, CH, 
a + OCH,CH; 
heat 
Ne 


We can represent a delocalized ion such as the allyl cation either by resonance 
forms, as shown on the left in the following figure, or by a combined structure, as 
shown on the right. Although the combined structure is more concise, it is sometimes 
confusing because it attempts to convey all the information implied by two or more 
resonance forms. 


H H H 
| + + | b+ | $+ 
H,C=C—CH, <> H,C—C=CH, or H,C===C===CH, 
1 a 3° 1 2 ) 1 a 3 
resonance forms combined representation 


Because of its resonance stabilization, the (primary) allyl cation is about as stable 
as a simple secondary carbocation, such as the isopropyl! cation. Most substituted allylic 
cations have at least one secondary carbon atom bearing part of the positive charge. 
They are about as stable as simple tertiary carbocations such as the tert-butyl cation. 
This resonance stabilization enhances the rates of reactions, such as the Syl and El, 
that involve carbocation intermediates. 


Stability of carbocations 


H,Ct < 1° < 2°, allyl < 3°, substituted allylic 


5+ s+ + 
H,C===-CH==CH, is about as stable as CH,—CH—CH, 


o+ o+ 2 
CH,—CH=-=CH===CH, _ is about as stable as 9CH,—C_ 
CH; 


15-5 1,2- and 1,4-Addition to Conjugated Dienes 


Electrophilic additions to conjugated dienes usually involve allylic cations as 
intermediates. Unlike simple carbocations, an allylic cation can react with a nucleophile 
at either of its positive centers. Let’s consider the addition of HBr to buta-1,3-diene, an 
electrophilic addition that produces a mixture of two constitutional isomers. One product, 
3-bromobut-1-ene, results from Markovnikov addition across one of the double bonds. 
In the other product, 1-bromobut-2-ene, the double bond shifts to the C2 — C3 position. 


ii i i Br 
H,C=CH—CH=CH, + HBr —> H,C—CH—CH=CH, + H,C—CH=CH—CH, 
3-bromobut-1-ene 1-bromobut-2-ene 
1,2-addition 1,4-addition 


The first product results from electrophilic addition of HBr across a double bond. 
This process is called a 1,2-addition whether or not these two carbon atoms are num- 
bered | and 2 in naming the compound. In the second product, the proton and bromide 
ion add at the ends of the conjugated system to carbon atoms with a 1,4-relationship. 
Such an addition is called a 1,4-addition whether or not these carbon atoms are num- 
bered | and 4 in naming the compound. 
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[at «as Aa hw “i ill cP 
C=C—C=C —s —c—c—c=cl + —CcCH—c=c—c— 
a \ | | \ | | 
A B A 
1,2-addition 1,4-addition 


The mechanism is similar to other electrophilic additions to alkenes. The proton is the 
electrophile, adding to the alkene to give the most stable carbocation. Protonation of 
buta-1,3-diene gives an allylic cation, which is stabilized by resonance delocalization of 
the positive charge over two carbon atoms. Bromide can attack this resonance-stabilized 
intermediate at either of the two carbon atoms sharing the positive charge. Attack at the 
secondary carbon gives 1,2-addition; attack at the primary carbon gives 1,4-addition. 


MECHANISM 15-1 1,2- and 1,4-Addition to a Conjugated Diene 


Step I: Protonation of one of the double bonds forms a resonance-stabilized allylic cation. 


allylic cation 


Step 2: A nucleophile attacks at either electrophilic carbon atom. 


H 


C=C Br 
° ENS 
C=C 


7 
H 


1,2-addition 


The key to formation of these two products is the presence of a double bond in 
position to form a stabilized allylic cation. Molecules having such double bonds are 
likely to react via resonance-stabilized intermediates. 


ee ee a a ee eeeee——.—“ =éPvm”m rh 
PROBLEM 15-6 


Treatment of an alkyl halide with AgNO; in alcohol often promotes ionization. 
Ag* + R—Cl —> AgCl + R* 


When 4-chloro-2-methylhex-2-ene reacts with AgNO; in ethanol, two isomeric ethers are 
formed. Suggest structures, and propose a mechanism for their formation. 
\ 


) 


C—C—Br 
a! H 
1,4-addition 


E 
PROBLEM 15-7 


(a) 3-methylbut-2-en-1-ol + HBr — 1-bromo-3-methylbut-2-ene + 3-bromo-3-methylbut-1-ene 
(b) 2-methylbut-3-en-2-ol + HBr — 1-bromo-3-methylbut-2-ene + 3-bromo-3-methylbut-1-ene 
(c) cyclopenta-1,3-diene + Br) — 3,4-dibromocyclopent-1-ene + 3,5-dibromocyclopent-1-ene 
(d) 1-chlorobut-2-ene + AgNO3, H,O — but-2-en-1l-ol + but-3-en-2-ol 
(e) 3-chlorobut-l-ene + AgNO3, H,O — but-2-en-1-ol + but-3-en-2-ol 


Propose a mechanism for each reaction, showing explicitly how the observed mixtures of products are formed. 
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15-6 Kinetic Versus Thermodynamic Control in the 
Addition of HBr to Buta-1,3-diene 


One of the interesting peculiarities of the reaction of buta-1,3-diene with HBr is the 
effect of temperature on the products. If the reagents are allowed to react briefly at 
—80 °C, the 1,2-addition product predominates. If this reaction mixture is later allowed 
to warm to 40 °C, however, or if the original reaction is carried out at 40 °C, the 
composition favors the 1,4-addition product. 


(80%) Te a ee (1,2-product) 


H Br 
~80°C (20%). H.C—CH=CH—CH, (1,4-product) 
HBr , i. 
i | ac 
(15%) H,C—CH—CH+CH, (1,2-product) 
a MBs 


(85%) ea ==(CH — (1,4-product) 


H Br 


This variation in product composition reminds us that the most stable product is not 
always the major product. Of the two products, we expect 1-bromobut-2-ene (the 
1,4-product) to be more stable, because it has the more substituted double bond. This 
prediction is supported by the fact that this isomer predominates when the reaction 
mixture is warmed to 40 °C and allowed to equilibrate. 

A reaction-energy diagram for the second step of this reaction (Figure 15-9) 
helps to show why one product is favored at low temperatures and another at higher 
temperatures. The allylic cation is in the center of the diagram; it can react toward 
the left to give the 1,2-product or toward the right to give the 1,4-product. The initial 
product depends on where bromide attacks the resonance-stabilized allylic cation. 
Bromide can attack at either of the two carbon atoms that share the positive charge. 
Attack at the secondary carbon gives 1,2-addition, and attack at the primary carbon 
gives 1,4-addition. 


FIGURE 15-9  Reaction-energy 
diagram for the second step of the 
addition of HBr to buta-1,3-diene. 
The allylic carbocation (center) can 
react at either of its electrophilic 
carbon atoms. The transition state 

(+) leading to 1,2-addition has a 
lower energy than that leading to the 
1,4-product, so that the 1,2-product 
is formed faster (kinetic product). The 
1,2-product is not as stable as the 
1,4-product, however. If equilibrium is 
reached, the 1,4-product predominates 
(thermodynamic product). 


+(1,4) 


#(1,2) 


E 
E aA 


CH, — CH= CH=CH, 
— 


BB 

5 AH 5 + 

< > : : 

5 intermediate ° 
es a ee, AH, 4 


CH,— CH — CH=CH, 
| 


Br 
1,2-product 
(formed faster) 


CH; — CH = CH — CH,Br 
1,4-product 
| (more stable) 


———— ee 


reaction coordinate 


15-6 Kinetic Versus Thermodynamic Control in the Addition of HBr to Buta-1,3-diene 


Ht 


5 delocalized allylic cation 


H,C=CH—CH=CH, —> |H,C—CH—CH=CH, <> H,C—CH=CH—CH, 
oe :Brio 


*Br = 


attack at 
secondary carbon 


OG po 
Br Br 
1,2-addition product 1,4-addition product 


Kinetic Control at — 80°C The transition state for 1,2-addition has a lower energy 
than the transition state for 1,4-addition, giving the 1,2-addition a lower activation 
energy (£,). This is not surprising, because 1,2-addition results from bromide attack 
at the more substituted secondary carbon, which bears more of the positive charge 
because it is better stabilized than the primary carbon. Because the 1,2-addition has a 
lower activation energy than the 1,4-addition, the 1,2-addition takes place faster (at all 
temperatures). 

Attack by bromide on the allylic cation is a strongly exothermic process, so the 
reverse reaction has a large activation energy. At —80 °C, few collisions take place with 
this much energy, and the rate of the reverse reaction is practically zero. Under these 
conditions, the product that is formed faster predominates. Because the kinetics of the 
reaction determine the results, this situation is called kinetic control of the reaction. 
The 1,2-product, favored under these conditions, is called the kinetic product. 


Thermodynamic Control at 40 °C At 40 °C, a significant fraction of molecular 
collisions have enough energy for reverse reactions to occur. Notice that the acti- 
vation energy for the reverse of the 1,2-addition is less than that for the reverse of 
the 1,4-addition. Although the 1,2-product is still formed faster, it also reverts to the 
allylic cation faster than the 1,4-product does. At 40 °C, an equilibrium is set up, 
and the relative energy of each species determines its concentration. The 1,4-product 
is the most stable species, and it predominates. Because thermodynamics determine 
the results, this situation is called thermodynamic control (or equilibrium control) 
of the reaction. The 1,4-product, favored under these conditions, is called the 
thermodynamic product. 

We will see many additional reactions whose products may be determined 
by kinetic control or by thermodynamic control, depending on the conditions. In 
general, reactions that do not reverse easily are kinetically controlled because no 
equilibrium is established. In kinetically controlled reactions, the product with the 
lowest-energy transition state predominates. Reactions that are easily reversible 
are thermodynamically controlled unless something happens to prevent equilibrium 
from being attained. In thermodynamically controlled reactions, the lowest-energy 
product predominates. 


PROBLEM 15-8 


When Bry is added to buta-1,3-diene at —15 °C, the product mixture contains 60% of product 
A and 40% of product B. When the same reaction takes place at 60 °C, the product ratio is 
10% A and 90% B. 
(a) Propose structures for products A and B. (Hint: In many cases, an allylic carbocation 
is more stable than a bromonium ion.) 
(b) Propose a mechanism to account for formation of both A and B. 
(c) Show why A predominates at —15 °C and B predominates at 60 °C. 
(d) If you had a solution of pure A, and its temperature were raised to 60 °C, what would 
you expect to happen? Propose a mechanism to support your prediction. 
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15-7 Allylic Radicals 


Like allylic cations, allylic radicals are stabilized by resonance delocalization. For 
example, Mechanism 15-2 shows the mechanism of free-radical bromination of 
cyclohexene. Substitution occurs entirely at the allylic position, where abstraction of a 
hydrogen gives a resonance-stabilized allylic radical as the intermediate. 


NBS (Br) 
> 
hv 
H H H Br 


MECHANISM 15-2  Free-Radical Allylic Bromination 


Initiation: Formation of radicals. 


2 Br° 


Propagation: Each step consumes a radical and forms another radical leading to products. 


First Propagation Step: The bromine radical abstracts an allylic hydrogen to produce an allylic radical. 


H H 


H H 
. —_ Si <— CI + HBr 
H 4 H H 
Oe eee H H 


allylic hydrogens an allylic radical 


Second Propagation Step: The allylic radical in turn reacts with a bromine molecule to form an allyl bromide and a new bromine 
atom, which continues the chain. 


+ Br° 


H continues 
H Br the chain 


allylic radical allylic bromide 


Regeneration of Br,: NBS reacts with HBr to regenerate the molecule of bromine used in the allylic bromination step. 


N-bromosuccinimide (NBS) succinimide 


Stability of Allylic Radicals Why is it that (in the first propagation step) a bromine 
radical abstracts only an allylic hydrogen atom, and not one from another second- 
ary site? Abstraction of allylic hydrogens is preferred because the allylic free radical 
is resonance-stabilized. The bond-dissociation enthalpies required to generate several 
free radicals are compared below. Notice that the allyl radical (a primary free radical) 
is actually 31 kJ/mol (7 kcal/mol) more stable than the tertiary butyl radical. 


15-7 Allylic Radicals 


Primary: CH3;CH,—H —~> CH;CH,° + H: AH = +423 kJ (+101 kcal) 
Secondary: (CH3),;CH—H —~> (CH3),CH: + H: AH = +413 kJ (+ 99 kcal) 
Tertiary: (CH3)3C -H —~> (CH3)3C: + H: AH = +403 kJ (+ 96 kcal) 
Allyl: H,>C—=CH—CH,—H —~> H,C=CH—CH,: + H: AH = +372 kJ (+ 89 kcal) 


The allylic cyclohex-2-eny] radical has its unpaired electron delocalized over two 
secondary carbon atoms, so that it is even more stable than the unsubstituted allyl 
radical. The second propagation step may occur at either of the radical carbons, but in 
this symmetrical case, either position gives 3-bromocyclohexene as the product. Less 
symmetrical compounds often give mixtures of products resulting from an allylic shift: 
In the product, the double bond can appear at either of the positions it occupies in the 
resonance forms of the allylic radical. An allylic shift in a radical reaction is similar 
to the 1,4-addition of an electrophilic reagent such as HBr to a diene (Section 15-5). 

The following propagation steps show how a mixture of products results from the 
free-radical allylic bromination of but-1-ene. 


Se ee 


PROBLEM-SOLVING HINT 


Stability of free radicals: 


*CH3 < 1° < 2° < 3° < allylic, 


benzylic 


CH,—CH—CH=CH, + Br; —> ICH, CH““CH==CH, <> CH,—CH=CH cu, | + HBr 


1 


: a resonance-stabilized allylic radical 
[Bo 


[ieeae] Sisu ae Gace Saso Glee se aeey oes eal 
eg ee ware + i a a a + Br: 


Br 


(mixture) 


2 
PROBLEM 15-9 


When methylenecyclohexane is treated with a low concentration of bromine under irradiation 
by a sunlamp, two substitution products are formed. 


I ye 
Cy: Br, —"> — two substitution products + HBr 


methylenecyclohexane 


(a) Propose structures for these two products. 
(b) Propose a mechanism to account for their formation. 
Ne 


) 


Bromination Using NBS_ At higher concentrations, bromine adds across double bonds 
(via a bromonium ion) to give saturated dibromides (Section 8-8). In the allylic bromi- 
nation just shown, bromine substitutes for a hydrogen atom. The key to getting substi- 
tution is to have a low concentration of bromine, together with light or free radicals to 
initiate the reaction. Free radicals are highly reactive, and even a small concentration 
of radicals can produce a fast chain reaction. 

Simply adding bromine might raise the concentration too high, resulting in ionic 
addition of bromine across the double bond. A convenient bromine source for allylic 
bromination is N-bromosuccinimide (NBS), a brominated derivative of succinimide. 
Succinimide is a cyclic imide (diamide) of the four-carbon diacid succinic acid. 


a O O 
™~ 
On N—H N—Br 
Za 
Cc 
\ 
O 


succinic acid succinimide N-bromosuccinimide (NBS) 


Br 
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NBS provides a fairly constant, low concentration of Br because it reacts with HBr liberated 
in the substitution, converting it back into Br. This reaction also removes the HBr by-prod- 
uct, preventing it from adding across the double bond by its own free-radical chain reaction. 


Step 1: Free-radical allylic substitution (Mechanism 15-2) 


RH + Be “SS R—Be 4 Hee 
Step 2: NBS converts the HBr by-product back into Br 


O O 

N—Br + HBr —_ N—H + Br, 
O O 

NBS succinimide 


The NBS reaction is carried out in a clever way. The allylic compound is dissolved 
in carbon tetrachloride, and one equivalent of NBS is added. NBS is denser than CCl, 
and not very soluble in it, so it sinks to the bottom of the CCl, solution. The reaction is 
initiated using a sunlamp for illumination or a radical initiator such as a peroxide. The 
NBS gradually appears to rise to the top of the CCl, layer. It is actually converted to 
succinimide, which is less dense than CCly. Once all the solid succinimide has risen to 
the top, the sunlamp is turned off, the solution is filtered to remove the succinimide, 
and the CCl, is evaporated to recover the product. 


PROBLEM 15-10 


When N-bromosuccinimide is added to hex-1-ene in CCl, and a sunlamp is shone on the 
mixture, three products result. 

(a) Give the structures of these three products. 

(b) Propose a mechanism that accounts for the formation of these three products. 


PROBLEM 15-11 


Predict the product(s) of light-initiated reaction with NBS in CCl, for the following starting 
materials. 


(a) (b) 


cyclohexene 3,4-dimethylhex-3-ene 


ethylbenzene 


15-8 Molecular Orbitals of the Allylic System 


Let’s take a closer look at the electronic structure of allylic systems, using the ally] radical 
as our example. One resonance form shows the radical electron on Cl, with a pi bond 
between C2 and C3. The other shows the radical electron on C3 and a pi bond between C1 
and C2. These two resonance forms imply that there is half a pi bond between C1 and C2 
and half a pi bond between C2 and C3, with the radical electron half on C1 and half on C3. 


H H H 
ek He. # = He H 
1 | r oF] CF 
H H H H H H 


resonance forms combined representation 
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FIGURE 15-10 Geometric structure 
of the allyl cation, allyl radical, and allyl 


mt bonding 


mt bonding 


anion. 


Remember that no resonance form has an independent existence: A compound has 
characteristics of all its resonance forms at the same time, but it does not “resonate” 
among them. The p orbitals of all three carbon atoms must be parallel to have simulta- 
neous pi bonding overlap between C1 and C2 and between C2 and C3. The geometric 
structure of the allyl system is shown in Figure 15-10. The allyl cation, the allyl radical, 
and the allyl anion all have this same geometric structure, differing only in the number 
of pi electrons. 

Just as the four p orbitals of buta-1,3-diene overlap to form four molecular orbitals, 
the three atomic p orbitals of the allyl system overlap to form three molecular orbitals, 
shown in Figure 15-11. These three MOs share several important features with the 
MOs of the butadiene system. The first MO is entirely bonding, the second has one 
node, and the third has two nodes and (because it is the highest-energy MO) is entirely 
antibonding. 

As with butadiene, we expect that half of the MOs will be bonding, and half 
antibonding; however, with an odd number of MOs, they cannot be symmetrically 
divided. One of the MOs must appear at the middle of the energy levels, neither bonding 
nor antibonding: It is a nonbonding molecular orbital. Electrons in a nonbonding 
orbital have the same energy as in an isolated p orbital. 

The structure of the nonbonding orbital (77) may seem strange because there is 
zero electron density on the center p orbital (C2). This is the case because 77, must 
have one node, and the only symmetrical position for one node is in the center of 
the molecule, crossing C2. We can tell from its structure that 7 must be nonbond- 
ing, because Cl and C3 both have zero overlap with C2. The total is zero bonding, 
implying a nonbonding orbital. 


PROBLEM-SOLVING HINT 


In drawing pi MOs, begin by 
assuming that some number of 

p orbitals combine to give the same 
number of MOs: half bonding and 
half antibonding. If there is an odd 
number of MOs, the middle one is 
nonbonding. The lowest-energy MO 


has no nodes; each higher MO has 
one more node. 

The highest-energy MO is 
entirely antibonding, with a node at 
each overlap. 

In a stable system, the bonding 
MOs are filled, and the antibonding 
MOs are empty. 
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FIGURE 15-11 The three molecular 
orbitals of the allyl system. The lowest- 
energy MO (7) has no nodes and is 
entirely bonding. The intermediate 
orbital (772) is nonbonding, having one 
symmetrical node that coincides with 
the center carbon atom. The highest- 
energy MO (a3) has two nodes and is 
entirely antibonding. In the allyl radical, 
7 is filled. The unpaired electron is in 
7, having its electron density entirely 
on C1 and C3. 
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15-9 Electronic Configurations of the Allyl Radical, 
Cation, and Anion 


The right-hand column of Figure 15-11 shows the electronic structure for the ally! radi- 
cal, with three pi electrons in the lowest available molecular orbitals. Two electrons are 
in the all-bonding MO (77,), representing the pi bond shared between the C1 — C2 bond 
and the C2 — C3 bond. The unpaired electron goes into 7 with zero electron density 
on the center carbon atom (C2). This MO representation agrees with the resonance 
picture showing the radical electron shared equally by C1 and C3, but not C2. Both the 
resonance and MO pictures successfully predict that the radical will react at either of 
the end carbon atoms, C1 or C3. 

The electronic configuration of the allyl cation (Figure 15-12) differs from that 
of the allyl radical; it lacks the unpaired electron in 7, which has half of its electron 
density on Cl and half on C3. In effect, we have removed half an electron from each 
of Cl and C3, whereas C2 remains unchanged. This MO picture is consistent with the 
resonance picture showing the positive charge shared by C1 and C3. 


H H H 
Ae d va He d yo Ae d ge 
ca os Gc “¢ ~ oc i 5+ 
H H H H H H 
resonance forms combined representation 


Figure 15-12 also shows the electronic configuration of the allyl anion, which differs 
from the allyl radical in having an additional electron in 7, the nonbonding orbital with 
its electron density divided between C1 and C3. 


H H H H H | H 
C C 
Ye Noe | = Noo 
| | | | 
resonance forms combined representation 


This molecular orbital representation of the allyl anion is consistent with the resonance 
forms shown earlier, with a negative charge and a lone pair of nonbonding electrons 
evenly divided between C1 and C3. 


FIGURE 15-12 Comparison of the 
electronic structure of the allyl radical 


with the allyl cation and the allyl anion. 


The allyl cation has no electron in 77, 
leaving half a positive charge on each 
of C1 and C3. The allyl anion has two 
electrons in 72, giving half a negative 
charge to each of C1 and C3. 


electron here 
energy of ge 


isolated 
p orbital 4 


allyl cation allyl radical allyl anion 
(2 m electrons) | (3 7 electrons) | (4 1 electrons) 
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E 
PROBLEM 15-12 


Addition of 1-bromobut-2-ene to magnesium metal in dry ether results in formation of a 
Grignard reagent. Addition of water to this Grignard reagent gives a mixture of but-1-ene 
and but-2-ene (cis and trans). When the Grignard reagent is made using 3-bromobut-1-ene, 
addition of water produces exactly the same mixture of products in the same ratios. Explain 
{ this curious result. 


FOCUS Conjugated Systems 


In this chapter, we have used molecular orbital pictures of conjugated systems to provide a more rigorous treatment of their electron 
distributions. However, resonance forms are still useful for showing how charge density, radicals, etc., are distributed over 
conjugated systems. 


The simplest conjugated sytems are the allyl cation, radical, and anion. 


allyl cation allyl radical allyl anion 


Atoms other than carbon can be part of conjugated systems. 


R R R 
i re ae er 
*‘C—-R R : R O: R O: 
Ae 2 2x XC N* 
| | | | 
ma Rs 


O: 80) 


an “enamine” nitroethylene 
Unlike inductive effects that diminish with distance, resonance effects are expressed over the full length of a conjugated system. 
P95 wt = + — 
ee <—> Oe —— DOS 
H3C H3C H3C 
an “enol ether” 


als ~~ | 
3 


15-10 Sy2 Displacement Reactions of Allylic Halides 
and Tosylates 


Allylic halides and tosylates show enhanced reactivity toward nucleophilic 
displacement reactions by the Sy2 mechanism. For example, allyl bromide reacts 
with nucleophiles by the Sy2 mechanism about 40 times faster than n-propyl bromide. 

Figure 15-13 shows how this rate enhancement can be explained by allylic delocal- 
ization of electrons in the transition state. The transition state for the Sy2 reaction looks 
like a trigonal carbon atom with a p orbital perpendicular to the three substituents. The 
electrons of the attacking nucleophile are forming a bond using one lobe of the p orbital 
while the leaving group’s electrons are leaving from the other lobe. When the substrate 
is allylic, the transition state receives resonance stabilization through conjugation with 
the p orbitals of the pi bond. This stabilization lowers the energy of the transition state, 
resulting in a lower activation energy and an enhanced rate. 
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FIGURE 15-13 Allylic delocalization Sy2 reaction on n-propyl bromide 
in the Sy2 transition state. The r 5- 


transition state for the Sy2 reaction + N 

of allyl bromide with a nucleophile | ia 

is stabilized by conjugation of the 3 : 
double bond with the p orbital that is on sea Ss — | CH,—CH,— coil — QOH 
momentarily present on the reacting Ce ~’ CH;—CH, 4H 


carbon atom. The resulting overlap | 
lowers the energy of the transition Br ye >Br: 
state, increasing the reaction rate. :Br: 


transition state 


Sy2 reaction on allyl y 


ry. nd E oe oll 


mn 


overlap *Br: 


transition state 


The enhanced reactivity of allylic halides and tosylates makes them particularly 
attractive as electrophiles for Sy2 reactions. Allylic halides are so reactive that they 
couple with Grignard and organolithium reagents, a reaction that does not work well 
with unactivated halides. 


H,C =CH— CH,Br ay CH;3(CH))3 Li > H,C = CH — CH, a (CH,)3CH3 + LiBr 
allyl bromide n-butyllithium hept-1-ene (85%) 


PROBLEM 15-13 


Show how you might synthesize the following compounds starting with bromobenzene, and 


alkyl or alkenyl! halides of four carbon atoms or fewer. 
(a) 3-phenylprop-1-ene (b) 5-methylhex-2-ene *(c) dec-5-ene 


15-11 The Diels—Alder Reaction 


In 1928, German chemists Otto Diels and Kurt Alder discovered that alkenes 
and alkynes with electron-withdrawing groups add to conjugated dienes to form 
six-membered rings. The Diels—Alder reaction has proven to be a useful synthetic 
tool, providing one of the best ways to make six-membered rings with diverse 
functionality and controlled stereochemistry. Diels and Alder were awarded the Nobel 
Prize in 1950 for their work. 


The Diels—Alder Reaction: 


o dl A (heat) 
C=nN 


diene dienophile Diels—Alder product 
(4m electrons) (2 7 electrons) 
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The Diels—Alder reaction is called a [4 + 2] cycloaddition because a ring is formed 
by the interaction of four pi electrons in the diene with two pi electrons of the alkene 
or alkyne. Key Mechanism 15-3 shows the one-step mechanism of the Diels—Alder 
reaction. Because an electron-poor alkene or alkyne is prone to react with a diene, it is 
called a dienophile (“lover of dienes’). In effect, the Diels—Alder reaction converts two 
pi bonds into two sigma bonds. We can symbolize the Diels—Alder reaction by using 
three arrows to show the movement of three pairs of electrons. This electron movement 
is concerted, with three pairs of electrons moving simultaneously. 


e ; | ee? KEY MECHANISM 15-3 The Diels-Alder Reaction 


The Diels—Alder is a one-step, concerted mechanism. 


A diene reacts with an electron-poor alkene to give a new cyclohexene ring. (W is an electron-withdrawing group.) 


diene dienophile 
electron-rich — electron-poor a cyclohexene ring 


A diene reacts with an electron-poor alkyne to give a cyclohexadiene. 


Ww 
| 

ZB C C 

~< ¢ C 


H 
H 


diene dienophile a cyclohexa-1,4-diene ring 


O O 
O O 
ae 


C COOCH, 
1 -O 

i COOCH; 
COOCH,; 


EXAMPLES: 


The Diels—Alder reaction is similar to a nucleophile—electrophile reaction. The 
diene is electron-rich, and the dienophile is electron-poor. Simple dienes such as 
buta-1,3-diene are sufficiently electron-rich to be effective dienes for the Diels—Alder 
reaction. The presence of electron-donating (—D) groups, such as alkyl groups or 
alkoxy (— OR) groups, may further enhance the reactivity of the diene. 

Simple alkenes and alkynes such as ethene and ethyne are poor dienophiles, 
however. A good dienophile generally has one or more electron-withdrawing groups 
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(—W) pulling electron density away from the pi bond. Dienophiles commonly have 
carbonyl-containing (C—O) groups or cyano (— C=N) groups to enhance their 
Diels—Alder reactivity. Figure 15-14 shows some representative Diels—Alder reactions 
involving a variety of different dienes and dienophiles. 


FIGURE 15-14 Examples of the diene dienophile Diels—Alder adduct 
Diels-Alder reaction. Electron-releasing 
substituents activate the diene; Nx H 
electron-withdrawing substituents H3C "IC pil H3C —_a 
activate the dienophile. z Nl 
"Te C—H 
H3C 
3 i a 3 . 
Ow OCH; O 
is C~ OCH; 
* ff —- ¢ 
| C—OCH 
C y . 
o~ OCH; 4 
. O H O 
aa M 
+ | o —> | [0 
CH;0 H CH;0 \ 
O yo 
7 
PROBLEM-SOLVING HINT PROBLEM 15-14 
A Diels-Alder product always Predict the products of the following proposed Diels—Alder reactions. 
contains one more ring than the 6 OCH 
reactants. The two ends of the 9 i 
diene form new bonds to the CHO | 
tie Zo a Cc 
ends of the dienophile. The center (a) 7 | (b) + (c) ~ | 
(formerly single) bond of the diene =e Nw Cc 
becomes a double bond. The CH; i 
dienophile’s double bond becomes O ro oc, 
a single bond (or its triple bond 
becomes a double bond). Os 
Oa = d Oo mM 
(@) Cc ~ > of o+ I + | 
—~_ 
Nc“ Sen i cHo~ NS CN 
C 
o~ oc, 


15-11 


E 
PROBLEM 15-15 


What dienes and dienophiles would react to give the following Diels—Alder products? 


° 1 a 
—_— CH,O C—OCH,CH, 
(a) 3 (b) Ly () 
CH,O 
O O 
\ OCH ' 
= CN 
(d) () i (f) 9) 
CH,O CN 
C—OCH, H 
Oo 


15-11A Stereochemical Requirements of the Diels-Alder 
Transition State 


The mechanism of the Diels—Alder reaction is a concerted cyclic movement of six 
electrons: four in the diene and two in the dienophile. For the three pairs of electrons 
to move simultaneously, the transition state must have a geometry that allows overlap 
of the two end p orbitals of the diene with those of the dienophile. Figure 15-15 shows 
the required geometry of the transition state. The geometry of the Diels—Alder transi- 
tion state explains why some isomers react differently from others, and it enables us to 
predict the stereochemistry of the products. 

Three stereochemical features of the Diels—Alder reaction are controlled by the 
requirements of the transition state: 


s-cis Conformation of the Diene The diene must be in the s-cis conformation 
to react. When the diene is in the s-trans conformation, the end p orbitals are too 
far apart to overlap with the p orbitals of the dienophile. The s-trans conformation 
usually has a lower energy than the s-cis, but this energy difference is not enough to 
prevent most dienes from undergoing Diels—Alder reactions. For example, the s-trans 
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PROBLEM-SOLVING HINT 


To deconstruct a Diels—Alder 
product, look for the double bond 
at the center of what was the 
diene. Directly across the ring is 
the dienophile bond, usually with 
electron-withdrawing groups. 

(If a single bond, the dienophile 
had a double bond; if double, the 
dienophile had a triple bond.) Break 
the two bonds that join the diene 
and dienophile, and restore the 
two double bonds of the diene and 
the double (or triple) bond of the 
dienophile. 


r t 
AG } wal 
C=C “a 
Hi 
H=C H— 
\\ — — 
C—H i 
H 
H Cc a 
F overlap begins 
cone ie as these orbitals 
wr SH come together 
dienophile L e 
reactants transition state 


product 
blue = diene 
green = dienophile 
red = new bonds 


FIGURE 15-15 The geometry of the Diels-Alder transition state. The Diels-Alder reaction has a concerted mechanism, 
with all the bond making and bond breaking occurring in a single step. Three pairs of electrons move simultaneously, requiring 


a transition state with overlap between the end p orbitals of the diene and those of the dienophile. 
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conformation of butadiene is only 12 kJ/mol (2.9 kcal/mol) lower in energy than the 
s-cis conformation. 


ii H 
| 
H C 
ae 
_ = | ' 
Cc 
es P| no Sor 
H H 


s-trans (transoid) 
12 kJ/mol more stable 


S-cis (cisoid) 


Structural features that aid or hinder the diene in achieving the s-cis conformation 
affect its ability to participate in Diels—Alder reactions. Figure 15-16 shows that dienes 
with functional groups that hinder the s-cis conformation react more slowly than 
butadiene. Dienes with functional groups that hinder the s-trans conformation react 
faster than butadiene. 

Because cyclopentadiene is fixed in the s-cis conformation, it is highly reac- 
tive in the Diels—Alder reaction. It is so reactive, in fact, that at room temperature, 
cyclopentadiene slowly reacts with itself to form dicyclopentadiene. Cyclopentadiene 
is regenerated by heating the dimer above 200 °C. At this temperature, the Diels—Alder 
reaction reverses, and the more volatile cyclopentadiene monomer distills over into a 
cold flask. The monomer can be stored indefinitely at dry-ice temperatures. 


at K= = flyX = 
od —<———— = 
[ 
cI) 
H 
2 cyclopentadienes dicyclopentadiene 


syn Stereochemistry The Diels—Alder reaction is a syn addition with respect to both 
the diene and the dienophile. The dienophile adds to one face of the diene, and the 
diene adds to one face of the dienophile. As you can see from the transition state in 
Figure 15-15, there is no opportunity for any of the substituents to change their stereo- 
chemical positions during the course of the reaction. Substituents that are on the same 
side of the diene or dienophile will be cis on the newly formed ring. The following 
examples show the results of this syn addition. 


FIGURE 15-16 Dienes that easily 
adopt the s-cis conformation undergo 
the Diels-Alder reaction more readily. 


Diels—Alder rate compared with that of buta-1,3-diene 
~<— slower similar to butadiene 


H CH; 


CH; 
2 ~CH, aes: a 
Cr SCHR ed 2 pe 


(no Diels—Alder) H 


faster ——~> 
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—=COOCH, 
H 
‘COOCH, 


trans (racemic) 


-COOCH, 


COOCH, 


"CH: 


cis (meso) trans (racemic) 


The Endo Rule When the dienophile has a pi bond in its electron-withdrawing group 
(as in a carbonyl group or a cyano group), the p orbitals in that electron-withdrawing 
group approach one of the central carbon atoms (C2 or C3) of the diene. This proximity 
results in secondary overlap: an overlap of the p orbitals of the electron-withdrawing 
group with the p orbitals of C2 and C3 of the diene (Figure 15-17). Secondary overlap 
helps to stabilize the transition state. 

The influence of secondary overlap was first observed in reactions using cyclopen- 
tadiene to form bicyclic ring systems. In the bicyclic product (called norbornene), the 
electron-withdrawing substituent occupies the stereochemical position closest to the 
central atoms of the diene. This position is called the endo position because the sub- 
stituent seems to be inside the pocket formed by the six-membered ring of norbornene. 
This stereochemical preference for the electron-withdrawing substituent to appear in 
the endo position is called the endo rule. 


new bonds 


secondary forming CH, 
oe . CH, overlap Pi aa 
> A] \ 8 
a ae H— : “WG endo 
a - H es /aH exo 


transition state 


FIGURE 15-17 In most Diels-Alder reactions, there is secondary overlap between the p orbitals of the electron- 
withdrawing group and one of the central carbon atoms of the diene. Secondary overlap stabilizes the transition state, 
and it favors products having the electron-withdrawing groups in endo positions. 
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H. iH 
Nea 
Ee + | — | H 
H 
as O=C 
H i endo yy 
exo O 


/ endo 
exo O H 
endo 
stereochemical positions / 
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The endo rule is useful for predicting the products of many types of Diels—Alder 
reactions, regardless of whether they use cyclopentadiene to form norbornene systems. The 
following examples show the use of the endo rule with other types of Diels—Alder reactions. 


H H 
A i: H 
C 
+ | — / H but not / H 
Jo yx H CHO 
O=C H 


endo 


i \ 


CH, O 
oe 
+ O —_ = 
SCH 
H O 


SOLVED PROBLEM 15-1 
Use the endo rule to predict the product of the following cycloaddition. 


OCH, Z imagine replacing with CH) 
an: 
*t 
LH 
~ C=CH, 
OCH, I 


SOLUTION 
Imagine this diene to be a substituted cyclopentadiene; the endo product will be formed. 


OCH, OCH, 
H 
+ lL — / H 
C—CH, OCH, r 
OCH, I ao 


imagine endo product 
CH) replacing H’s 
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In the imaginary reaction, we replaced the two inside hydrogens with the rest of the 
cyclopentadiene ring. Now we put them back and draw the actual product. 

OCH, H oe CHO, H 

AZ” ~H | . H 
+ —_ - 
~ _ CH, H 
a 
OCH, 0 o” cu, CH,0 H i 
endo product 


2 
PROBLEM 15-16 


Predict the major product for each proposed Diels—Alder reaction. Include stereochemistry 
where appropriate. 


Ph O 
CHCH; 0 
H 
(a) HNO, — (by BONA , or x 
>+ I S S 
H H 
O Ph O 


15-11B Diels-Alder Reactions Using Unsymmetrical Reagents 


Even when the diene and dienophile are both unsymmetrically substituted, the 
Diels—Alder reaction usually gives a single product (or a major product) rather 
than a random mixture. We can usually predict the major product by considering 
how the substituents polarize the diene and the dienophile in their charge-separated 
resonance forms. If we then arrange the reactants to connect the most negatively 
charged carbon in the (electron-rich) diene with the most positively charged carbon 
in the (electron-poor) dienophile, we can usually predict the correct orientation. 
The following examples show that an electron-donating substituent (D) on the diene 
and an electron-withdrawing substituent (W) on the dienophile usually show either 
a 1,2- or 1,4-relationship in the product. 


\ 


Formation of 1,4-product 


D D 
a 
+ [| oA but not 
SS WwW WwW 


1,4-product 


Predicting this product 


i 
i 
CHOY £0, HK -H CH30 CH30 
oe a wll me on 
| (i! - | 
H LO. H :O: O 


diene dienophile charge-separated resonance forms 1,4-product 
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Formation of 1,2-product 


Predicting this product 


1 
a 
| 


aie 


H 


| 
Goch, 


diene 


—_ but not 


gs 
(? 


W 
D 
1,2-product 1,3-product 
minus reacts 
with plus 
im” 
ae Bee gs a ce 
| Ly — I | == 
“el we ge er go Se? en 
ae | I | I 
0. *OCH3 :0: OCH; O 
dienophile charge-separated resonance forms 


1,2-product 


In most cases, we don’t even need to draw the charge-separated resonance forms 
to determine which orientation of the reactants is preferred. We can predict the major 
products of unsymmetrical Diels—Alder reactions simply by remembering that the 
electron-donating groups of the diene and the electron-withdrawing groups of the 
dienophile usually bear either a 1,2-relationship or a 1,4-relationship in the products, 
but not a 1,3-relationship. 


7 
SOLVED PROBLEM 15-2 


Predict the products of the following proposed Diels—Alder reactions. 


“ OCH, 
~ * [| CH, 
(a) CH; cr (b) 7 | 
+ 
J = 4 


CN 
SOLUTION 
(a) The methyl group is weakly electron-donating to the diene, and the carbonyl] group is 
electron-withdrawing from the dienophile. The two possible orientations place these 


groups in a 1,4-relationship or a 1,3-relationship. We select the 1,4-relationship for our 
predicted product. (Experimental results show a 70:30 preference for the 1,4-product.) 


O 
I 
LI OL 
CH 
CH; CH; a ° 
O 
1,4-relationship (major) 1,3-relationship (minor) 
(70%) (30%) 


(b) The methoxy group (— OCHS) is strongly electron-donating to the diene, and the 


cyano group (— C=N) is electron-withdrawing from the dienophile. Depending on 
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the orientation of addition, the product has either a 1,2- or a 1,3-relationship of these two 
groups. We select the 1,2-relationship, and the endo rule predicts cis stereochemistry of 
the two substituents. 


CH,0, JH 


CN 


1,2-relationship (product) 1,3-relationship (not formed) 


PROBLEM 15-17 


In Solved Problem 15-2, we simply predicted that the products would have a 1,2- or 1, 
4-relationship of the proper substituents. Draw the charge-separated resonance forms of the 
reactants to support these predictions. 


PROBLEM 15-18 
Predict the products of the following Diels—Alder reactions. 


(a) oe (b) OCH, ‘ 
c + 
+ Il 
C 
CH,O l 
H 


FOCUS Diels-Alder Reaction 


The Diels-Alder reaction is the most important method to form new 


‘ . : a new single 
6-membered rings. It combines a 4-atom molecular piece containing bond forme Ts 
two double bonds, called the diene, with a 2-atom piece containing ee 
one double (or possibly triple) bond, called the dienophile. z (C GN 
The official classification is a [4 + 2] cycloaddition. The atoms are (C dieno- 1 ae € A 
usually carbons but N and O can be present in some instances. Cc phile Bp e U i 
Sc / new pi Sere 
Note that the product has the pi bond opposite from where the diene ~---- = ued 
dienophile began. new single 
bond forms 
The diene must be able to adopt a s-cis, or cisoid, conformation, 
and the diene must be planar for proper orbital overlap to occur. 
reacts cannot react, cannot react; 
no free rotation no free rotation; too much 


steric hindrance 


(continued ) 
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Stereochemistry of groups on the dienophile <= A A OS A A 
is retained in the product. [ —_> Si —s 
S Ww a 
B B B "B 
cis cis 


trans trans 


D 


The reaction is accelerated by 


electron-donating groups (D) on D GE OO WwW 

the diene, and by electron- and faster reaction when ff faster reaction when 
withdrawing groups (W) on the Ww SX =6D=R, OR, NR2 W =NO>, CN, C=O 
dienophile. dienophile 


If the dienophile has substituents with pi 


bonds, the product will prefer the cas O / i H 
stereoisomer with the substituent closest — H es 
to the newly formed pi bond of the aT H closest * 7 by 
six-membered ring. This is called O approach o0=CH H 


the endo rule. not formed 
(or minor product) 
exo stereochemistry 


D D 
When both the diene and the Ww Ww iD D 
dienophile are unsymmetrically Zo if a | f 
substituted, the major products lL 
are the 1,2- or 1,4-substituted Ss S Ww WwW 


rings, not the 1,3-substituted. 1 and 2 positions 1 and 4 positions 
Stereoisomers are ignored here. 


endo stereochemistry 


15-12 The Diels—Alder as an Example of 
a Pericyclic Reaction 


The Diels—Alder reaction is a cycloaddition: Two molecules combine in a one-step, 
concerted reaction to form a new ring. Cycloadditions such as the Diels—Alder are 
one class of pericyclic reactions, which involve the concerted forming and breaking 
of bonds within a closed ring of interacting orbitals. Figure 15-15 (page 791) shows 
the closed loop of interacting orbitals in the Diels—Alder transition state. Each carbon 
atom of the new ring has one orbital involved in this closed loop. 

A concerted pericyclic reaction has a single transition state, whose activation 
energy may be supplied by heat (thermal induction) or by ultraviolet light (photo- 
chemical induction). Some pericyclic reactions proceed only under thermal induction, 
and others proceed only under photochemical induction. Some pericyclic reactions take 
place under both thermal and photochemical conditions, but the two sets of conditions 
give different products. 

For many years, pericyclic reactions were poorly understood and unpredictable. 
Around 1965, Robert B. Woodward and Roald Hoffmann developed a theory for 
predicting the results of pericyclic reactions by considering the symmetry of the 
molecular orbitals of the reactants and products. Their theory, called conservation of 
orbital symmetry, says that the molecular orbitals of the reactants must flow smoothly 
into the MOs of the products without any drastic changes in symmetry. In that case, 
there will be bonding interactions to help stabilize the transition state. Without these 
bonding interactions in the transition state, the activation energy is much higher, and 
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the concerted cyclic reaction cannot occur. Conservation of symmetry has been used Application: Vitamin D 


to develop “rules” to predict which pericyclic reactions are feasible and what products - —— f 
will result. These rules are often called the Woodward—Hoffmann rules. y i lalla 0 nen Eungengech 4 
pericyclic ring-opening (reverse 


15-12A Conservation of Orbital Symmetry in the Diels-Alder Reaction Diels-Alder) reaction in the skin after 
exposure to the Sun’s ultraviolet rays. In 


cold climates, children who have little 
exposure to sunlight often cannot syn- 
thesize or consume enough vitamin D, 
and as a result they develop rickets. Fish 
liver oils are rich sources of vitamin D. 


We will not develop all of the Woodward—Hoffmann rules; however, we will show 
how the molecular orbitals can indicate whether a cycloaddition will take place. The 
simple Diels—Alder reaction of butadiene with ethylene serves as our first example. 
The molecular orbitals of butadiene and ethylene are represented in Figure 15-18. 
Butadiene, with four atomic p orbitals, has four molecular orbitals: two bonding MOs 
(filled) and two antibonding MOs (vacant). Ethylene, with two atomic p orbitals, has 
two MOs: a bonding MO (filled) and an antibonding MO (vacant). 

In the Diels—Alder reaction, the diene acts as the electron-rich nucleophile, and the 
dienophile acts as the electron-poor electrophile. If we imagine the diene contributing 
a pair of electrons to the dienophile, the highest-energy electrons of the diene require 
the least activation energy for such a donation. The electrons in the highest-energy 
occupied orbital, called the Highest Occupied Molecular Orbital (HOMO), are the 
important ones because they are the most weakly held. The HOMO of butadiene is 77, 
and its symmetry determines the course of the reaction. a icyelic 

The orbital in ethylene that receives these electrons is the lowest-energy orbital cel 
available, the Lowest Unoccupied Molecular Orbital (LUMO). In ethylene, the 
LUMO is the 7* antibonding orbital. If the electrons in the HOMO of butadiene can 
flow smoothly into the LUMO of ethylene, a concerted reaction can take place. 

Figure 15-19 shows that the HOMO of butadiene has the correct symmetry to overlap 
in phase with the LUMO of ethylene. Having the correct symmetry means the orbitals 
that form the new bonds can overlap constructively: plus with plus and minus with minus. = 4° 
These bonding interactions stabilize the transition state and promote the concerted reaction. 
This favorable result predicts that the reaction is symmetry-allowed. The Diels—Alder 
reaction is common, and this theory correctly predicts a favorable transition state. 


CH; 


7-dehydrocholesterol 


CH; 


provitamin D3 


Robert Burns Woodward 
(1917-1979) was an American 
organic chemist who graduated 
from MIT with a PhD at the age of 
20. Woodward is well known for 
elucidating the correct structure 


of Ferrocene and the Woodward- 
Hoffmann rule of orbital symmetry. 
In 1965, Woodward received the 
Nobel Prize in Chemistry for his 
n° —| LUMO outstanding achievements in the 
4 creative organic synthesis of bio- 
molecules. 
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FIGURE 15-18 Molecular orbitals of butadiene and ethylene. 
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FIGURE 15-19 Asymmetry-allowed 
reaction. The HOMO of butadiene 
forms a bonding overlap with the 
LUMO of ethylene because the orbitals 
have similar symmetry. This reaction is 
therefore symmetry-allowed. 
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Application: Skin Cancer 


Exposure of DNA to ultraviolet light 
induces a [2 + 2] cycloaddition reaction 
between the double bonds of adjacent 
thymines. The resulting thymine dimer, 
containing a cyclobutane ring, prevents 
DNA reproduction and can lead to the 
development of skin cancer. 


O | deoxy-}| O 
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two adjacent thymine nucleotides on DNA 
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15-12B The “Forbidden” [2 + 2] Cycloaddition 


If a cycloaddition produces an overlap of positive-phase orbitals with negative-phase 
orbitals (destructive overlap), antibonding interactions are generated. Antibonding 
interactions raise the activation energy, so the reaction is classified as symmetry- 
forbidden. The thermal [2 + 2] cycloaddition of two ethylenes to give cyclobutane is 
a symmetry-forbidden reaction. 


Sort i = s= 
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two ethylenes (transition state) cyclobutane 


This [2 + 2] cycloaddition requires the HOMO of one of the ethylenes to overlap 
with the LUMO of the other. Figure 15-20 shows that an antibonding interaction results 
from this overlap, raising the activation energy. For a cyclobutane molecule to result, 
one of the MOs would have to change its symmetry. Orbital symmetry would not be 
conserved, so the reaction is symmetry-forbidden. Such a symmetry-forbidden reaction 
can occasionally be made to occur; however, it cannot occur in the concerted pericyclic 
manner shown in the figure. 


15-12C Photochemical Induction of Cycloadditions 


When ultraviolet light rather than heat is used to induce pericyclic reactions, our 
predictions generally must be reversed. For example, the [2 + 2] cycloaddition of 
two ethylenes is photochemically “allowed.” When a photon with the correct energy 


FIGURE 15-20 Asymmetry- 
forbidden reaction. The HOMO and 
LUMO of two ethylene molecules have 
different symmetries, and they overlap 
to form an antibonding interaction. 
The concerted [2 + 2] cycloaddition is 
therefore symmetry-forbidden. 
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FIGURE 15-21 The effect of ultraviolet light on ethylene. Ultraviolet light excites one of the 
ethylene pi electrons into the antibonding orbital. The antibonding orbital is now occupied, so it is 
the new HOMO*. 


strikes ethylene, one of the pi electrons is excited to the next higher molecular orbital 
(Figure 15-21). This higher orbital, formerly the LUMO, is now occupied: It is the new 
HOMO*, the HOMO of the excited molecule. 

The HOMO* of the excited ethylene molecule has the same symmetry as the 
LUMO of a ground-state ethylene. An excited molecule can react with a ground- 
state molecule to give cyclobutane (Figure 15-22). The [2 + 2] cycloaddition is 
therefore photochemically allowed but thermally forbidden. In most cases, photo- 
chemically allowed reactions are thermally forbidden, and thermally allowed reactions 
are photochemically forbidden. 
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FIGURE 15-22 Photochemical 
[2 + 2] cycloaddition. The HOMO* of 
LUMO the excited ethylene overlaps favorably 
with the LUMO of an unexcited 
; ; (ground-state) molecule. This reaction 
-Ronding _bonding is symmetry-allowed. 
interaction interaction 
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PROBLEM 15-19 
Show that the [4 + 2] Diels—Alder reaction is photochemically forbidden. 
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The Cassini spacecraft took this image 
of Saturn's rings using the Ultraviolet 
Imaging Spectrograph. It shows there is 
more ice (turquoise) than rocks and dust 
(orange) in the outer parts of the rings. 


PROBLEM 15-20 


(a) Show that the [4 + 4] cycloaddition of two butadiene molecules to give cycloocta- 
1,5-diene is thermally forbidden but photochemically allowed. 

(b) There is a different, thermally allowed cycloaddition of two butadiene molecules. Show 
this reaction, and explain why it is thermally allowed. (Hint: Consider the dimerization 
of cyclopentadiene.) 


15-13 Ultraviolet Absorption Spectroscopy 


We have already encountered three powerful analytical techniques used by organic chem- 
ists. Infrared spectroscopy (IR, Chapter 12) observes the vibrations of molecular bonds, 
providing information about the nature of the bonding and the functional groups in a 
molecule. Nuclear magnetic resonance spectroscopy (NMR, Chapter 13) detects nuclear 
transitions, providing information about the electronic and molecular environment of 
the nuclei. From the NMR spectrum we can determine the structure of the alkyl groups 
present and often infer the functional groups. A mass spectrometer (MS, Chapter 12) 
bombards molecules with electrons, causing them to break apart in predictable ways. The 
masses of the molecular ion and the fragments provide a molecular weight (and perhaps 
a molecular formula) as well as structural information about the original compound. 
We now study ultraviolet (UV) spectroscopy, which detects the electronic tran- 
sitions of conjugated systems and provides information about the length and structure 
of the conjugated part of a molecule. UV spectroscopy gives more specialized infor- 
mation than does IR or NMR, and it is less commonly used than the other techniques. 


15-13A Spectral Region 


Ultraviolet frequencies correspond to shorter wavelengths and much higher energies 
than infrared (Table 15-1). The UV region is a range of frequencies just beyond 
the visible: ultra, meaning beyond, and violet, the highest-frequency visible light. 
Wavelengths of the UV region are given in units of nanometers (nm; 10~? m). Common 
UV spectrometers operate in the range of 200 to 400 nm (2 x 10> to 4 X 10> cm), 
corresponding to photon energies of about 300 to 600 kJ/mol (70 to 140 kcal/mol). 
These spectrometers often extend into the visible region (longer wavelength, lower 
energy) and are called UV-visible spectrometers. UV-visible energies correspond 
to electronic transitions: the energy needed to excite an electron from one molecular 
orbital to another. 


TABLE 15-1 Comparison of Wavelengths Used in Spectroscopy 


visible 400-800 nm (4-8 X 107 cm) 150-300 (35-70) 
infrared 2.5-25 um (2.5-25 X 10-4 cm) 4.646 (1.1-11) 
NMR (radio) 0.3-5 meters 2-40 X 107 (0.5-10 X 107°) 


15-13B Ultraviolet Light and Electronic Transitions 


The wavelengths of UV light absorbed by a molecule are determined by the electronic 
energy differences between orbitals in the molecule. Sigma bonds are very stable, 
and the electrons in sigma bonds are usually unaffected by UV wavelengths of light 
above 200 nm. Pi bonds have electrons that are more easily excited into higher 
energy orbitals. Conjugated systems are particularly likely to have low-lying vacant 
orbitals, and electronic transitions into these orbitals produce characteristic ultra- 
violet absorptions. 
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FIGURE 15-23 The absorption of 
a 171-nm photon excites an electron 
from the a bonding MO of ethylene 
to the 7* antibonding MO. This 
absorption requires light of greater 
energy (shorter wavelength) than 
the range covered by a typical UV 
spectrometer. 


Ethylene, for example, has two pi orbitals: the bonding orbital (77, the HOMO) 
and the antibonding orbital (77*, the LUMO). The ground state has two electrons in the 
bonding orbital and none in the antibonding orbital. A photon with the right amount of 
energy can excite an electron from the bonding orbital (77) to the antibonding orbital 
(7*). This transition from a 7 bonding orbital to a 7* antibonding orbital is called a 
7 — 7* transition (Figure 15-23). 

The zr — 7r* transition of ethylene requires absorption of light at 171 nm (686 kJ/mol, 
or 164 kcal/mol). Most UV spectrometers cannot detect this absorption because it is 
obscured by the absorption caused by oxygen in the air. In conjugated systems, however, 
there are electronic transitions with lower energies that correspond to wavelengths 
longer than 200 nm. Figure 15-24 compares the MO energies of ethylene with those of 
butadiene to show that the HOMO and LUMO of butadiene are closer in energy than 
those of ethylene. The HOMO of butadiene is higher in energy than the HOMO of 
ethylene, and the LUMO of butadiene is lower in energy than the LUMO of ethylene. 
Both differences reduce the relative energy of the 7 — 73. transition. The resulting 
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PROBLEM-SOLVING HINT 


IR spectroscopy also detects 
conjugated double bonds by their 


lowered stretching frequencies. 


isolated 
conjugated 
aromatic 
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1600 cm7! 


FIGURE 15-24 Comparison of 
HOMO-LUMO energy differences. In 
buta-1,3-diene, the a — 7* transition 
absorbs at a wavelength of 217 nm 
(540 kJ/mol) compared with 171 nm 
(686 kJ/mol) for ethylene. This longer 
wavelength (lower-energy) absorption 
results from a smaller energy difference 
between the HOMO and LUMO in 
butadiene than in ethylene. 
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FIGURE 15-25  Hexa-1,3,5-triene 
has a smaller energy difference (452 kJ 
/mol) between its HOMO and LUMO 


than does buta-1,3-diene (540 kJ/mol). 


The 7 — z* transition corresponding 
to this energy difference absorbs at a 
longer wavelength: 258 nm, compared 
with 217 nm for buta-1,3-diene. 
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absorption is at 217 nm (540 kJ/mol, or 129 kcal/mol), which can be measured using 
a standard UV spectrometer. 

Just as conjugated dienes absorb at longer wavelengths than simple alkenes, 
conjugated trienes absorb at even longer wavelengths. In general, the energy difference 
between HOMO and LUMO decreases as the length of conjugation increases. In 
hexa-1,3,5-triene, for example (Figure 15-25), the HOMO is 73 and the LUMO is Wa. 
The HOMO in hexa-1,3,5-triene is slightly higher in energy than for buta-1,3-diene, and 
the LUMO is slightly lower in energy. Once again, the narrowing of the energy between 
the HOMO and the LUMO gives a lower-energy, longer-wavelength absorption. 
The principal 7 — 7* transition in hexa-1,3,5-triene occurs at 258 nm (452 kJ/mol, 
or 108 kcal/mol). 

We can summarize the effects of conjugation on the wavelength of UV absorption 
by stating a general rule: A compound that contains a longer chain of conjugated double 
bonds absorbs light at a longer wavelength. The trend of longer wavelengths for longer 
conjugated chains continues, and at seven conjugated double bonds, the absorption 
surpasses 400 nm and enters in the visible portion of the spectrum. 


222277 ZO 2 S27\~27~27 
4 C=C, 290 nm 5 C= C, 334 nm 


Z~2~27~27~27~n-7 
7 C=C, >400 nm 


LPO GOOF OOOH 
6 C= C, 362 nm 


Because they have no interaction with each other, isolated double bonds do not 
contribute to shifting the UV absorption to longer wavelengths. Both their reac- 
tions and their UV absorptions are similar to those of simple alkenes. For example, 
penta-1,4-diene absorbs at 178 nm, a value that is typical of simple alkenes rather than 
conjugated dienes. 


isolated conjugated 


pent-1l-ene, 176 nm penta-1,4-diene, 178 nm penta-1,3-diene, 223 nm 
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15-13C Obtaining an Ultraviolet Spectrum 


To measure the ultraviolet (or UV-visible) spectrum of a compound, the sample is 
dissolved in a solvent (often ethanol) that does not absorb above 200 nm. The sample 
solution is placed in a quartz cell, and some of the solvent is placed in a reference cell. 
An ultraviolet spectrometer operates by comparing the amount of light transmitted 
through the sample (the sample beam) with the amount of light in the reference beam. 
The reference beam passes through the reference cell to compensate for any absorption 
of light by the cell and the solvent. 

The spectrometer (Figure 15-26) has a source that emits all frequencies of UV light 

(above 200 nm). This light passes through a monochromator, which uses a diffraction 
grating or a prism to spread the light into a spectrum and select one wavelength. This 
single wavelength of light is split into two beams, with one beam passing through the 
sample cell and the other passing through the reference (solvent) cell. 
The detector continuously measures the intensity ratio of the reference beam (J,) com- 
pared with the sample beam (/,). As the spectrometer scans the wavelengths in the UV 
region, a printer draws a graph (called a spectrum) of the absorbance of the sample as 
a function of the wavelength. 
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FIGURE 15-26 Schematic diagram 
of an ultraviolet spectrometer. 

In the ultraviolet spectrometer, 

a monochromator selects one 
wavelength of light, which is split into 
two beams. One beam passes through 
the sample cell, while the other passes 
through the reference cell. The detector 
measures the ratio of the two beams, 
and the printer plots this ratio as a 
function of wavelength. 


The absorbance, A, of the sample at a particular wavelength is governed by 
Beer’s law. 


I, 
Beer’s law: A = toe( +) = ecl 


Ss 
where 


c = sample concentration in moles per liter 
1 = path length of light through the cell in centimeters 
é = the molar absorptivity (or molar extinction coefficient) of the sample 


Molar absorptivity (€) is a measure of how strongly the sample absorbs light at that 
wavelength. 

If the sample absorbs light at a particular wavelength, the sample beam (J,) is less 
intense than the reference beam (/,), and the ratio /,/J, is greater than 1. The ratio is equal 
to 1 when there is no absorption. The absorbance (the logarithm of the ratio) is therefore 
greater than zero when the sample absorbs, and is equal to zero when it does not. AUV 
spectrum is a plot of A, the absorbance of the sample, as a function of the wavelength. 

UV-visible spectra tend to show broad peaks and valleys. The spectral data that 
are most characteristic of a sample are as follows: 


1. The wavelength(s) of maximum absorbance, called Ajax 
2. The value of the molar absorptivity ¢ at each maximum 


Application: Drug Analysis 


The molar extinction coefficient ¢, 
associated with a wavelength of 
maximum absorbance Ama, iS particularly 
useful for determining drug concentra- 
tions. For example, the concentration 

of tetracycline is measured at 380 nm 
where the molar absorptivity value is 
16,200. 


806 CHAPTER 15 Conjugated Systems, Orbital Symmetry, and Ultraviolet Spectroscopy 


FIGURE 15-27 The UV spectrum of 
isoprene dissolved in methanol shows 


max = 222 nm, « = 20,000. 
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Application: Natural Haze 


The bluish color of the Blue Ridge 


Mountains results from the abundant 


plant life there. Plants, especially coni 


fers, release isoprene and other terpenes 


(alkenes composed of isoprene units, 


Chapter 25) into the air around them. 
These alkenes react with ozone and 
water in the air (Chapter 8) to form 


see 


particulates that scatter the blue ligh 
from the sky. 


Because UV-visible spectra are broad and lacking in detail, they are rarely printed as 
actual spectra. The spectral information is given as a list of the value or values of Amax 
together with the molar absorptivity for each value of Ajax. 

The UV spectrum of isoprene (2-methylbuta-1,3-diene) is shown in Figure 15-27. 
This spectrum could be summarized as follows: 


Amax = 222 nm eé = 20,000 


The value of Ajax is read directly from the spectrum, while the molar absorptivity ¢ 
must be calculated from the concentration of the solution and the path length of the cell. 
For an isoprene concentration of 4 X 10°> M anda 1-cm cell, the molar absorptivity is 
found by rearranging Beer’s law (A = ecl). 
se = eo 08 
cl 4x 10° 

Molar absorptivities in the range of 5000 to 30,000 are typical for the 7 — 7* 
transitions of conjugated polyene systems. Such large molar absorptivities are help- 
ful, since spectra may be obtained with very small amounts of sample. On the other 
hand, samples and solvents for UV spectroscopy must be extremely pure. A minute 
impurity with a large molar absorptivity can easily obscure the spectrum of the desired 
compound. 


PROBLEM 15-21 


One milligram of a compound of molecular weight 160 is dissolved in 10 mL of ethanol, 
and the solution is poured into a 1-cm UV cell. The UV spectrum is taken, and there is an 
absorption at Ajax = 247 nm. The maximum absorbance at 247 nm is 0.50. Calculate the 
value of ¢ for this absorption. 


15-13D Interpreting UV-Visible Spectra 


The values of Aya, and ¢ for conjugated molecules depend on the exact nature of the 
conjugated system and its substituents. For most purposes, we can use some simple gen- 
eralizations for estimating approximate values of A,,ax for common types of systems. 
Table 15-2 gives the values of Aya, for several types of isolated alkenes, conjugated 
dienes, conjugated trienes, and a conjugated tetraene. 
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TABLE 15-2 Ultraviolet Absorption Maxima of Some Representative Molecules 


_ awa G 
CH,=CH, C) “A = 


ethylene cyclohexene hexa-1,4-diene 
imax? 171 nm 182 nm 180 nm 


max 


Isolated 


Conjugated dienes 


Ss 


buta-1,3-diene hexa-2,4-diene cyclohexa-1,3-diene 3-methylenecyclohexene 
Amar? 217 nm 227 nm 256 nm 232 nm 


max 


Conjugated trienes Conjugated tetraene 


aw awa Oo Oo Oo Oo 
hexa-1,3,5-triene a steroid triene octa-1,3,5,7-tetraene 
Amo? 258 nm 304 nm 290 nm 


max 


The examples in Table 15-2 show that the addition of another conjugated double 
bond to a conjugated system has a large effect on A,,ax. In going from ethylene 
(171 nm) to buta-1,3-diene (217 nm) to hexa-1,3,5-triene (258 nm) to octa-1,3,5,7- 
tetraene (290 nm), the values of Ama, increase by about 30 to 40 nm for each double 
bond extending the conjugated system. Alkyl] groups also increase the value of Amax by 
about 5 nm per alkyl group. 


SOLVED PROBLEM 15-3 


Rank the following dienes in order of increasing values of Ajax. (Their actual absorption 
maxima are 185 nm, 235 nm, 273 nm, and 300 nm.) 


SOLUTION 
185 nm 235 nm 273 nm 300 nm 


Nags 


These compounds are an isolated diene, two conjugated dienes, and a conjugated triene. The 
isolated diene will have the shortest value of Ajax (185 nm), close to that of cyclohexene (182 nm). 

The second compound looks like buta-1,3-diene (217 nm) with three additional alkyl 
substituents (circled). Its absorption maximum should be around (217 + 15) nm, and 235 nm 
must be the correct value. 

The third compound looks like cyclohexa-1,3-diene (256 nm) with an additional alkyl 
substituent (circled) raising the value of A,,,x, So 273 nm must be the correct value. 

The fourth compound looks like cyclohexa-1,3-diene (256 nm) with an additional 
conjugated double bond (circled) and another alkyl group (circled). We predict a value of 
Xmax about 35 nm longer than for cyclohexa-1,3-diene, so 300 nm must be the correct value. 


PROBLEM-SOLVING HINT 


Some good rules of thumb: 

An additional conjugated C=C 
increases Amax about 30 to 40 nm; 
an additional alkyl group increases it 


about 5 nm. Useful base values: 


~O 


217 nm 256nm 232nm 
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Application: UV in Synthesis 


In their synthesis of vitamin By, 
Woodward and Eschenmoser applied the 
exquisite sensitivity of UV spectroscopy 
to follow their reactions. Using UV, they 
were able to detect structural changes in 
microgram quantities of their synthetic 
intermediates. 


vitamin By> 


Carotene derivatives absorb different 
wavelengths of light, depending on 
the length of the conjugated system 
and the presence of other functional 
groups. The most common carotenes 
absorb wavelengths of blue light and 
appear as varieties of orange. 


{ PROBLEM 15-22 


Using the examples in Table 15-2 to guide you, match four of the following UV absorption 
maxima (A,,4x) with the corresponding compounds: (1) 232 nm; (2) 256 nm; (3) 273 nm; 
(4) 292 nm; (5) 313 nm; (6) 353 nm. 


(a) ) (b) i 
Se Se 


Za XS 
(c) (d) 
ZA ZZ 


15-14 Colored Organic Compounds 


The human eye can see the part of the electromagnetic spectrum with wavelengths from 
about 400 nm (blue-violet) to a little over 700 nm (red). Wavelengths less than 400 nm 
are the higher-energy ultraviolet (“beyond violet’’) region, and the lower-energy wave- 
lengths over 700 nm are the infrared (“below red”) region. White light contains light 
of all the wavelengths, so we see all the colors of the rainbow when we use a prism or 
diffraction grating to separate white light into its component wavelengths. 


Visible region 


400 500 600 700 750 nm 


Colored objects do not emit their own light. They reflect part of the ambient light 
that falls on them. A white object reflects all of the light, but a colored object absorbs 
some wavelengths and reflects the rest of the spectrum. The color that we see is what is 
reflected, that is, the complete spectrum minus the portion that is absorbed. Therefore, 
we observe the opposite, or complement, of the light that is absorbed. For example, 
B-carotene, the orange color in carrots, has 11 conjugated double bonds. It absorbs 
strongly at 454 nm, in the blue portion of the spectrum, reflecting the orange complement. 


Sr a aa a a a ea 


$-carotene 


B-carotene: Away = 454 nm (e = 140,000) 
absorbs blue, reflects orange 


Not all color in nature arises from conjugated organic compounds. Minerals, for 
example, are colored by metal atoms in various oxidation states. However, virtually all 
of the color present in plants and animals is because of conjugated organic molecules. 
Figure 15-28 shows examples from some of the classes of colored compounds in liv- 
ing organisms. Note the extensive conjugation in each of these compounds. These 
brightly colored compounds have large extinction coefficients, so they require only a 
tiny amount to produce an intense color. 
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echinochrome A 462 nm, 497 nm, 533 nm cyanidin chloride 535 nm 
(red—sea urchin—a naphthoquinone) (crimson-cherries and flowers—an anthocyanin) 
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indigo 602nm quercetin 372 nm 
(blue—various plants—an indigoid) (red-orange—grapes and onions—a flavone) 
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zeaxanthin 452 nm, 483 nm 
(yellow—corn-a carotenoid) 


FIGURE 15-28 Colored natural 
products 


Dyes are intensely colored compounds used in fabrics, plastics, inks, and other 
products. Dyes were originally extracted from plants or animals and used to color cloth. 
For example, red carmine (page 38) was extracted from cochineal insects, and blue 
indigo (the dye used in blue jeans) was extracted from plant material. Both of these dyes 
are now synthesized in large quantities. The Romans extracted the indigo derivative 
Tyrian purple (imperial purple) from a sea snail and used the dye to color the robes of 


emperors and high-ranking senators. 
N 
S 
PoOel 
H.N N NH 


Tyrian purple 
6,6'-dibromoindigo Mauveine A 


The era of synthetic dyes is credited to Sir William Henry Perkin, who accidentally 
synthesized the purple dye mauveine in 1856 (at age 18) while trying to make quinine. 
Mauveine was an inexpensive substitute for Tyrian purple. Chemists soon developed 
many other synthetic dyes, and by the late 1800s the dye industry had become one of 
the major chemical industries in Europe. Commoners could now wear all the colors 
that were once reserved for royalty. The dye industry also provided the commercial 
funding and motivation for much of the early research in organic chemistry, especially 
the chemistry of compounds derived from benzene. 


Bolinus brandaris, the spiny dye-murex, is 
one of several species of Murex sea snails 
that were harvested by the millions to 

obtain the Tyrian purple dye they secrete. 
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Industrial chemists have developed thousands of commercial dyes for every imag- 
inable use, such as fabrics, hair color, inks, toys, and foods. Many dyes are toxic, so 
the US government has regulated their use in foods since 1906, when the Pure Food 
and Drug Act created a group of dyes that were approved for coloring foods. Like all 
unnecessary food additives, food dyes have come under intense scrutiny to determine 
which ones are safest, and whether any of them cause significant side effects. Only 
seven dyes are currently approved for unrestricted food use in the US. Two of these 
food dyes are Indigo Carmine and Sunset Yellow shown below. 


O HO 
H 
Nat -O;S N _— 
C208 nv-os \-nan-< 
N SO; Nat = 
a © 
\ f 
FD&C blue #2 
“Indigo Carmine” SO; Nat 
FD&C yellow #6 
“Sunset Yellow FCF” 


(— >) 
PROBLEM 15-23 
Phenolphthalein is an acid-base indicator that is colorless below pH 8 and red above pH 8. 
Explain briefly why the first structure is colorless and the second structure is colored. 
O O 
O ion 
| HO 
GC OH —-> C O 
A colorless B red 
OH OH 
XL JS 


15-15 UV-Visible Analysis in Biology and Medicine 


Many of the recent advances in biology and medicine have resulted from applica- 
tions of biochemistry and molecular biology based on knowledge of the physiology 
at the cellular and molecular levels. To understand cellular processes, we need to 
detect compounds at micromolar and lower concentrations, often in an intact cell, 
without vaporizing or destroying the sample. UV-visible spectroscopy is nonde- 
structive and exceptionally sensitive, and it can measure small concentrations of 
highly conjugated metabolites such as ATP, as well as macromolecules such as pro- 
This photo shows an African woman teins and nucleic acids in aqueous solutions. If we know the wavelength at maximum 
hand-dyeing cotton fabric using a absorption (Ajax) and the molar absorptivity (e) of the molecule of interest, we can 
natural indigo dye. use Beer’s law to calculate minuscule concentrations of these biomolecules, often 
in complex mixtures. 

Proteins, DNA, ATP, and many other biomolecules contain conjugated systems 
of pi bonds with strong characteristic absorptions in the UV region of the spectrum. 
Common heteroatoms with nonbonding electrons, such as oxygen and nitrogen, are 
frequently part of these conjugated pi systems, contributing to their unique character- 
istics. Table 15-3 shows some of the conjugated systems that are commonly found in 
biomolecules. 


15-15 UV-Visible Analysis in Biology and Medicine 


TABLE 15-3 UV Absorptions of Common Ring Systems Found in Biomolecules 


Ode @ 0 VCO 


benzene furan pyrrole pyridine pyrimidine —_ purine 
\max 255 nm 208 nm 324 nm 256 nm 240 nm 263 nm 
login € 2.4 3.9 4.47 3.1 3.4 2.9 


Proteins are polymers of twenty common amino acids (Chapter 24), plus the occa- 
sional rare amino acids. Four of the twenty common amino acids contain conjugated 
ring systems that strongly absorb UV light, making almost all proteins detectable and 
quantifiable by UV analysis. The four common UV-absorbing amino acids (shown 
below) are phenylalanine, tyrosine, histidine, and tryptophan. The standard wave- 
length for measuring protein absorbance is 280 nm, where most of the absorption is 
due to tryptophan and tyrosine, with a small contribution from phenylalanine. 

Clinical chemists analyze blood and urine to determine the concentrations of hor- 
mones, metabolites, and other substances to diagnose illnesses rapidly and accurately. 
The central instrument in a modern blood analyzer is a UV-visible spectrometer. 


i i i if 
ee —OH ae cali —OH eee —OH H,N ee —OH 
CH, CH, CH, CH: 
wv “i 
\LN H HN: 
OH 
phenylalanine tyrosine histidine tryptophan 
\max 257 nm 274 nm 211 nm 280 nm 
logige =. 2.25 3.15 3.8 3.8 


Depending on the UV absorption of the biomolecule to be measured, the spectrometer may 
detect the substance directly, or it may detect a specific “color-developing reagent” that 
changes its UV absorption when it reacts with the molecule of interest. 

An example is the enzyme alkaline phosphatase, which removes the phosphate 
group from many types of biomolecules. Abnormal levels of alkaline phosphatase can 
indicate liver and bone disorders, among other conditions. Alkaline phosphatase gives 
a UV spectrum similar to other proteins, so other proteins would interfere with a direct 
analysis; however, we can measure its distinctive ability to remove phosphate groups. 
We add the colorless compound indoxy! phosphate, which loses its phosphate group 
when it reacts with the alkaline phosphatase enzyme. The product is indoxyl, which 
quickly dimerizes to blue indigo. By setting up the UV-visible spectrometer to measure 
the amount of indigo produced in a certain time period, we can calculate the amount of 
alkaline phosphatase present in the blood. 


OPO Z ~ alkaline OH O 


phosphatase 


ee or \ 


N N 
H H 


indigo, Amax = 602 nm 


indoxyl phosphate indoxyl 


“color-developing reagent” 
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Essential Terms 


1,2-addition 


1,4-addition 


allyl group 
allylic position 


allylic shift 


concerted reaction 


conjugated double bonds 


isolated double bonds: 


cumulated double bonds: 

allene: 
conservation of 

orbital symmetry 
constructive overlap 
cycloaddition 


delocalized orbital 


destructive overlap 


An addition in which two atoms or groups add to adjacent atoms. (p. 778) 


A—B] = ———>  —c—c— 


1,2-additi | | 
a 1,2-addition Al lB 


An addition in which two atoms or groups add to atoms that bear a 1,4-relationship. (p. 778) 
Ne eee 
ea", 
yee ——- 
a 1,4-addition 


The common name for the 2-propenyl group, —CH;— CH=CH)  (p. 777) 


The carbon atom next to a carbon-carbon double bond. The term is used in naming compounds, 
such as an allylic halide, or in referring to reactive intermediates, such as an allylic cation, an 
allylic radical, or an allylic anion. (p. 777) 


allylic position | 
H,C=CH—CHBr—CH, — (CH,),C=CH—C(CH,), 


an allylic halide an allylic cation 


The isomerization of a double bond that occurs through the delocalization of an allylic 
intermediate. (p. 783) 


NB 
H,C=CH—CH,—CH; =5 > H,C=CH—CHBr—CH; + BrCH,—CH=CH—CH, 


allylic shift product 


A reaction in which all bond making and bond breaking occurs in the same step. The E2, Sy2, and 
Diels-Alder reactions are examples of concerted reactions. (p. 798) 

Double bonds separated by one single bond, with interaction by overlap of the p orbitals in the pi 
bonds. (p. 804) 


conjugated isolated cumulated 


Double bonds separated by two or more single bonds. Isolated double bonds react inde 
pendently, as they do in a simple alkene. (p. 770) 

Successive double bonds with no intervening single bonds. (p. 771) 

(cumulene) A compound containing cumulated carbon-carbon double bonds. (p. 771) 

A theory of pericyclic reactions stating that the MOs of the reactants must flow smoothly into the 
MOs of the products without any drastic changes in symmetry. That is, there must be bonding 
interactions to help stabilize the transition state. (p. 798) 

An overlap of orbitals that contributes to bonding. Overlap of lobes with similar phases 
(+ phase with + phase, or — phase with — phase) is generally constructive overlap. (p. 774) 

A reaction of two alkenes or polyenes to form a cyclic product. Cycloadditions often take place 
through concerted interaction of the pi electrons in two unsaturated molecules. (p. 789) 

A molecular orbital that results from the combination of three or more atomic orbitals. When filled, 
these orbitals spread electron density over all the atoms involved. (p. 773) 

An overlap of orbitals that contributes to antibonding. Overlap of lobes with opposite phases 
(+ phase with — phase) is generally destructive overlap. (p. 774) 


Diels-Alder reaction 


dienophile: 
endo rule: 


secondary overlap: 


heat of hydrogenation 


HOMO 


kinetic control 
kinetic product: 

LUMO 

molar absorptivity, ¢ 


molecular orbitals (MOs) 


bonding molecular 
orbitals: 


antibonding molecular 
orbitals: 


nonbonding molecular 
orbitals: 
node 
pericyclic reaction 


reference beam 


resonance energy 


s-cis conformation 
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A synthesis of six-membered rings by a [4 + 2] cycloaddition. This notation means that four pi 
electrons in one molecule interact with two pi electrons in the other molecule to form a new 
ring. (p. 788) 


S | exo 
+ 
lL CN — / H Aad 
CN 


endo 


Diels—Alder adduct 
endo stereochemistry 


cyclopentadiene 
a diene 


acrylonitrile 
a dienophile 


The component with two pi electrons that reacts with a diene in the Diels—Alder reaction. 

The stereochemical preference for electron-poor substituents on the dienophile to assume endo 
positions in a bicyclic Diels-Alder product. (p. 793) 

Overlap of the p orbitals of the electron-withdrawing group of the dienophile with those of 
one of the central atoms (C2 or C3) of the diene. This overlap helps stabilize the transition 
state. With cyclic dienes, it favors endo products. (p. 793) 

The enthalpy of reaction that accompanies the addition of hydrogen to a mole of an unsaturated 
compound. (p. 771) 


talyst | 
catalyst, 


H H 


H, 


AH° = heat of hydrogenation 


An acronym for highest occupied molecular orbital. In a photochemically excited state, this 
orbital is represented as HOMO*. (p. 799) 

Product distribution is governed by the rates at which the various products are formed. (p. 781) 

The product that is formed fastest; the major product under kinetic control. 

An acronym for lowest unoccupied molecular orbital. (p. 799) 


(molar extinction coefficient) A measure of how strongly a compound absorbs light at a par- 
ticular wavelength. It is defined by Beer's law, 


i} 
A= loa( £) = ecl 
s 


where A is the absorbance, /, and /, are the amounts of light passing through the reference 
and sample beams, c is the sample concentration in moles per liter, and / is the path length 
of light through the cell. (p. 805) 

Orbitals that include more than one atom in a molecule. Molecular orbitals can be bonding, 
antibonding, or nonbonding. (p. 773) 

MOs that are lower in energy than the isolated atomic orbitals from which they are made. 
Electrons in these orbitals serve to hold the atoms together. 

MOs that are higher in energy than the isolated atomic orbitals from which they are made. 
Electrons in these orbitals tend to push the atoms apart. 

MOs with the same energy as the isolated atomic orbitals from which they are made. Electrons 
in these orbitals have no effect on the bonding of the atoms. (p. 785) 

A region of a molecular orbital with zero electron density. (p. 774) 

A reaction involving concerted reorganization of electrons within a closed loop of interacting 
orbitals. Cycloadditions are one class of pericyclic reactions. (p. 798) 

A second beam in the spectrometer that passes through a reference cell containing only the 
solvent. The sample beam is compared with this beam to compensate for any absorption by 
the cell or the solvent. (p. 805) 

The extra stabilization provided by delocalization, compared with a localized structure. For dienes 
and polyenes, the resonance energy is the extra stability of the conjugated system compared 
with the energy of a compound with an equivalent number of isolated double bonds. (p. 772) 

A cis-like conformation of a single bond in a conjugated diene or polyene. (p. 777) 
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s-trans conformation A trans-like conformation of a single bond in a conjugated diene or polyene. (p. 777) 


a ao 
SS ZA 


s-cis conformation s-trans conformation 
(cisoid conformation) (transoid conformation) 


symmetry-allowed The MOs of the reactants can flow into the MOs of the products in one concerted step according 
to the rules of conservation of orbital symmetry. In a symmetry-allowed cycloaddition, there 
is constructive overlap (+ phase with + phase, — phase with — phase) between the HOMO 
of one molecule and the LUMO of the other. (p. 799) 

symmetry-forbidden The MOs of the reactants are of incorrect symmetries to flow into those of the products in one 
concerted step. (p. 800) 

thermodynamic control (equilibrium control) Product distribution is governed by the stabilities of the products. 
Thermodynamic control operates when the reaction mixture is allowed to come to 
equilibrium. (p. 781) 

thermodynamic product: The most stable product; the major product under thermodynamic control. 

UV-visible spectroscopy The measurement of the absorption of ultraviolet and visible light as a function of wavelength. 
Ultraviolet light consists of wavelengths from about 100 to 400 nm. Visible light is from about 
400 nm (violet) to 750 nm (red). (p. 810) 


Woodward-Hoffman rules Aset of symmetry rules that predict whether a particular pericyclic reaction is symmetry-allowed 
or symmetry-forbidden. (p. 799) 


Essential Problem-Solving Skills in Chapter 15 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Show how to construct the molecular orbitals of ethylene, butadiene, and the allylic 
system. Show the electronic configurations of ethylene, butadiene, and the allyl 
cation, radical, and anion. Problems 15-36 and 37 


2 Explain which reactions are enhanced by resonance stabilization of the intermediates, 
such as free-radical reactions and cationic reactions. Propose mechanisms to explain 
the enhanced rates and the observed products, and draw resonance forms of the 
stabilized intermediates. Problems 15-25, 26, and 32 


3 Predict the products of Diels-Alder reactions, including the orientation of cycloaddition Problems 15-29, 30, 31, 33, 36, 39, 
with unsymmetrical reagents and the stereochemistry of the products. and 41 


4 Predict which cycloadditions are thermally allowed and which are photochemically 
allowed by comparing the symmetry of the molecular orbitals of the reactants. Problems 15-35 and 36 


5 Use values of Amax from UV-visible spectra to estimate the length of conjugated 
systems, and to distinguish between compounds that differ in their conjugated systems. Problems 15-28, 32, 38, and 40 


Study Problems 815 


Study Problems 


15-24 — Classify the following dienes and polyenes as isolated, conjugated, cumulated, or some combination of these 


classifications. 

(a) cyclohepta-1,3-diene (b) cyclohepta-1,4-diene (c) cycloundeca-1,2-diene 

(d) cyclohepta-1,3,5-triene (e) cyclopenta-1,3,5-diene (f) hexa-1,2,4-triene 
15-25 Predict the products of the following reactions. 

(a) allyl bromide + cyclohexyl magnesium bromide (b) cyclopentadiene + anhydrous HCl 

(c) 2-methylpropene + NBS, light (d) furan + trans-1,2-dicyanoethylene 

(e) buta-1,3-diene + bromine water (f) hexa-1,3,5-triene + bromine in CCl, 


(g) 1-(bromomethyl)-2-methylcyclopentene, heated in methanol 
(h) cyclopentadiene + methyl acrylate, CH, = CH—COOCH; 
(i) O O 
cyclohexa-1,3-diene + CH; e C=C ! CH; 
15-26 = Show how the reaction of an allylic halide with a Grignard reagent might be used to synthesize the following hydrocarbons. 
(a) 4-methylhex-l-ene (b) 2,5,6-trimethylhept-2-ene (c) 1-cyclohexylpent-2-ene 
15-27 Draw the important resonance contributors for the following cations, anions, and radicals. 


(a) (b) (c) COCH, 
we € \a, Ly 
-O 
) 


*CH, 
YTS 
(d) 4-H (e) O () O Or 
H 
H 
O *CH, 


( 
cr *CH) ! 


15-28 — A solution was prepared using 0.0010 g of an unknown steroid (of molecular weight around 255) in 100 mL of ethanol. 
Some of this solution was placed in a 1-cm cell, and the UV spectrum was measured. This solution was found to have 
Amax = 235 nm, with A = 0.74. 
(a) Compute the value of the molar absorptivity at 235 nm. 
(b) Which of the following compounds might give this spectrum? 


co? os? cs? 


15-29 — The diene lactone shown in part (a) has one electron-donating group (— OR) and one electron-withdrawing group 
(C=O). This diene lactone is sufficiently electron-rich to serve as the diene in a Diels—Alder reaction. 
(a) What product would you expect to form when this diene reacts with methyl acetylenecarboxylate, a strong dienophile? 


as 
O C 
OD Il ——_> product A 
Cc Diels—Alder product 
YX LO | (unstable) 
H 
diene lactone 
methyl 
acetylenecarboxylate 


(b) The Diels—Alder product A is not very stable. Upon mild heating, it reacts to produce CO, gas and methyl benzoate 
(PhCOOCHS), a very stable product. Explain how this strongly exothermic decarboxylation takes place. (Hint: Under 
the right conditions, the Diels—Alder reaction can be reversible.) 
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15-30 Predict the products of the following Diels—Alder reactions. Include stereochemistry where appropriate. 


(a) C | (b) Par (c) » | 
+ L W + L 
SSE 6 + | CHO 
O 


qd) oO (e) HNO, ty H_ NO, 
“— + 
+ OH + + 
~~ 
c // / H~ “NO, 


15-31 Predict the products of the following reactions. Include stereochemistry where applicable. 


b 
(a) CHO (b) O 
—_ 
>-F-  o-o- 
—~ 
O 
H3C NO. 
(c) 3 2 (d) O 
DY Oe 
—— 
H H H3CO 


(e) N(CH3)o 


CH 
a 3 
() O O 
C CY 
+ | Lo —> + —> 
SS 
CHO 


15-32 A graduate student was following a procedure to make 3-propylcyclohexa-1,4-diene. During the workup procedure, his 
research adviser called him into her office. By the time the student returned to his bench, the product had warmed to a 
higher temperature than recommended. He isolated the product, which gave the appropriate —C— H stretch in the IR, 
but the C=C stretch appeared around 1630 cm’! as opposed to the literature value of 1650 cm! for the desired product. 
The mass spectrum showed the correct molecular weight, but the base peak was at M—29 rather than at M—43 as expected. 
Because of the anomalous IR spectrum, he took a UV spectrum that showed Ayax at 261 nm. 

(a) Should he have his IR recalibrated or should he repeat the experiment, watching the temperature more carefully? 
What does the 1630 cm! absorption suggest? 

(b) Draw the structure of the desired product, and propose a structure for the actual product. 

(c) Show why he expected the MS base peak to be at M—43, and show how your proposed structure would give an 
intense peak at M—29. 


15-33, = Show how Diels—Alder reactions might be used to synthesize the following compounds. 


(a) (b) (c) CH, COOCH, 
Oe; : LI 
ra / H 


I H CH; 
O 


(d) 4 O (e) 


Study Problems 817 


(g) cl. Cl (h) cl Cl @ Oy 0 
Cl cl ee 
Cl Gl 
| / y a 
Cl a 
chlordane aldrin aN 
15-34 Give the structures of the products represented by letters in this synthesis. 
Part 1 
excess excess 
mCPBA NaOH NaOCl CH;MgBr H,0* H,SO. 
beatae > B > cae aaa =i — 2st 1) 
H,0 HOAc ether : 
mixture of 
diastereomers 
Part 2 
a O; (CH;)9S NaBH, — H,0* H,SO, 
F 
ee Ne aT > H,0 > CH,OH” > G ri > H (C3H,O>) 
Part 3 


A 
E (CgHj.) + H (C3HyO2) ——> I (Cy1Hj 602) 


15-35 ~~ Furan and maleimide undergo a Diels—Alder reaction at 25 °C to give the endo isomer of the product. When the reaction 
takes place at 90 °C, however, the major product is the exo isomer. Further study shows that the endo isomer of the 
product isomerizes to the exo isomer at 90 °C. 


O 
= 
furan: O maleimide: N—H 
~~ 
O 


(a) Draw and label the endo and exo isomers of the Diels—Alder adduct of furan and maleimide. 

(b) Which isomer of the product would you usually expect from this reaction? Explain why this isomer is usually favored. 

(c) Examine your answer to (b) and determine whether this answer applies to a reaction that is kinetically controlled or 
one that is thermodynamically controlled, or both. 

(d) Explain why the endo isomer predominates when the reaction takes place at 25 °C and why the exo isomer predomi- 
nates at 90 °C. 

15-36 (a) Sketch the pi molecular orbitals of hexa-1,3,5-triene (Figure 15-25). 
(b) Show the electronic configuration of the ground state of hexa-1,3,5-triene. 
(c) Show what product would result from the [6 + 2] cycloaddition of hexa-1,3,5-triene with maleic anhydride. 


Ce 


hexa-1,3,5-triene maleic anhydride 


(d) Show that the [6 + 2] cyclization of hexa-1,3,5-triene with maleic anhydride is thermally forbidden but photochemically 
allowed. 
(e) Show the Diels—Alder product that would actually result from heating hexa-1,3,5-triene with maleic anhydride. 
15-37 The pentadieny] radical, H}C—CH— CH=CH — CH;,, has its unpaired electron delocalized over three carbon atoms. 
(a) Use resonance forms to show which three carbon atoms bear the unpaired electron. 
(b) How many MOs are there in the molecular orbital picture of the pentadieny] radical? 
(c) How many nodes are there in the lowest-energy MO of the pentadienyl system? How many in the highest-energy MO? 
(d) Draw the MOs of the pentadieny] system in order of increasing energy. 
(continued) 
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(e) Show how many electrons are in each MO for the pentadieny] radical (ground state). 

(f) Show how your molecular orbital picture agrees with the resonance picture showing delocalization of the unpaired 
electron onto three carbon atoms. 

(g) Remove the highest-energy electron from the pentadieny] radical to give the pentadienyl cation. Which carbon atoms 
share the positive charge? Does this picture agree with the resonance picture? 

(h) Add an electron to the pentadieny! radical to give the pentadienyl anion. Which carbon atoms share the negative 
charge? Does this picture agree with the resonance picture? 

*15-38 A student was studying terpene synthesis, and she wanted to make the compound shown here. First she converted 
3-bromo-6-methylcyclohexene to alcohol A. She heated alcohol A with sulfuric acid and purified one of the components 
(compound B) from the resulting mixture. Compound B has the correct molecular formula for the desired product. 

(a) Suggest how 3-bromo-6-methylcyclohexene might be converted to alcohol A. 

(b) The UV spectrum of compound B shows A,,,x at 269 nm. Is compound B the correct product? If not, suggest a 
structure for compound B consistent with these UV data. 

(c) Propose a mechanism for the dehydration of alcohol A to compound B. 


CH, CH, 
H,SO 9 
An a Compound B= 
heat 
Amax = 269 nm 
Br CH,— i — OH 
CH, 
alcohol A desired product 


*15-39 — Part of a synthesis by E. J. Corey and David Watt (Harvard University) involves the Diels—Alder cycloaddition of 
the following pyrone and cyclohexenone. The initial reaction gives the endo product, which loses carbon dioxide in a 
retro-Diels—Alder to generate a diene with predictable stereochemistry and functionality. IR and UV spectroscopy of the 
final product show that it contains a diene conjugated with an ester, and an unconjugated ketone. Determine the structures 
of the intermediate and the final product, with particular attention to their stereochemistry. 


Z H3C 
O 150°C. |Diels-Alder| _ -CO» 
+ ae Te ——— final product 
24h product 
S~So O 


CO .Me 


15-40 Determine whether each structure is likely to be colored or not. For those that you predict to be colored, indicate the 
extended conjugation by marking the series of continuous sp- hybridized atoms. 


COOH 
( ber : eee 
CH HO OH 
Re care | 
O N HO 
l OH OH O 
CH; 


(h) NO, 


15-41 


Study Problems 819 
(i) O 


PPR? P?- PrP RPP RPL 


Gj) Na* “OOC (k) Cl 


aN. 
_ N SO3" Nat Cl Z 
Nat -O,S N=N 
: < »- OH OH, “NH. 2 


Cl 
Cl 
An important variation of the Diels—Alder reaction is intramolecular, in which the diene and the dienophile are connected. This 
type of Diels—Alder reaction makes two new rings. Draw the compound produced in each of these examples; try to predict 
stereochemistry (using models will help). In some cases, Lewis acid catalysts are used; that can be ignored for this problem. 


(a) (b) O 
ZA 


* SS osir; 


yw OR?2 
Prof. H. Miyaoka, Tokyo U. 
Synthesis Letters, 2011, 547. 
(R and R’ are different alkyl 
groups.) 


(c) (d) 


Prof. H. Zhai, Lanzhou U. Prof. A. Kirschning, Leibnitz U. Hannover 


Organic Letters, 2014, 16, 216. Oreanie Dei crs 2a a 0.28% 
(Ar and Ar“ are different aryl groups.) 


Goals for Chapter 16 


41 Determine whether Hickel’s rule 
applies to a given structure, and 
predict whether the compound 
will be aromatic, antiaromatic, or 
nonaromatic. 


2 Show how to construct the 
molecular orbitals of a conjugated 
cyclic system similar to benzene and 
cyclobutadiene. 


3 Predict whether a given 
heterocyclic structure will be 
aromatic. For heterocycles containing 
nitrogen, determine whether 
nitrogen’s lone pairs are used in the 
aromatic system, and predict whether 
the nitrogen atom is strongly or 
weakly basic. 


4 Use IR, NMR, UV, and mass 
spectra to determine the structures 
of aromatic compounds. Given an 
aromatic compound, predict the 
distinguishing features of its spectra. 


> The gold color of the stringing on 
this tennis racquet is characteristic 

of Zylon® fiber. Zylon is one of the 
strongest polymers known, with a 
breaking strength about 1.6 times that 
of Kevlar®. It is also heat resistant, 
stable to 780 °C, and highly resistant 
to stretching. Zylon's remarkable 
strength and stability result from 

its structure, composed entirely of 
aromatic rings with single bonds 
between them. In addition to tennis 
racquets, Zylon is used in protective 
firefighting equipment, racing suits, 
sailcloth, and high-strength tethers for 
racing and aerospace applications. 
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Aromatic Compounds 


N N 
OS 
O O 
Zylon® . 


16-1 Introduction: The Discovery of Benzene 


In 1825, Michael Faraday isolated a pure compound of boiling point 80 °C from the oily 
mixture that condensed from illuminating gas, the fuel burned in gaslights. Elemental 
analysis showed an unusually small hydrogen-to-carbon ratio of 1:1, corresponding to an 
empirical formula of CH. Faraday named the new compound “bicarburet of hydrogen.” 
Eilhard Mitscherlich synthesized the same compound in 1834 by heating benzoic acid, 
isolated from gum benzoin, in the presence of lime. As Faraday did, Mitscherlich found 
that the empirical formula was CH. He also used a vapor-density measurement to deter- 
mine a molecular weight of about 78, for a molecular formula of C¢H.. Because the 
new compound was derived from gum benzoin, he named it benzin, now called benzene. 


16-2. The Structure and Properties of Benzene 


Many other compounds discovered in the 19th century seemed to be related 
to benzene. These compounds also had low hydrogen-to-carbon ratios as well as 
pleasant aromas, and they could be converted to benzene or related compounds. 
This group of compounds was called aromatic because of their pleasant odors. 
Other organic compounds without these properties were called aliphatic, meaning 
“fatlike.” As the unusual stability of aromatic compounds was investigated, the 
term aromatic came to be applied to compounds with this stability, regardless of 
their odors. 


16-2 The Structure and Properties of Benzene 


The Kekulé Structure In 1866, Friedrich Kekulé proposed a cyclic structure for ben- 
zene with three double bonds. Considering that multiple bonds had been proposed 
only recently (1859), the cyclic structure with alternating single and double bonds was 
considered somewhat bizarre. 

The Kekulé structure has its shortcomings, however. For example, it predicts two 
different 1,2-dichlorobenzenes, but only one is known to exist. Kekulé suggested (incor- 
rectly) that a fast equilibrium interconverts the two isomers of 1,2-dichlorobenzene. 


Cl Cl 
4 


Cl Cl 


1,2-dichlorobenzene 


The Resonance Representation The resonance picture of benzene is a natural exten- 
sion of Kekulé’s hypothesis. In a Kekulé structure, the C—C single bonds would be 
longer than the double bonds. Spectroscopic methods have shown that the benzene 
ring is planar and all the bonds are the same length (1.397 A). Because the ring is pla- 
nar and the carbon nuclei are positioned at equal distances, the two Kekulé structures 
must differ only in the positioning of the pi electrons. 

Benzene is actually a resonance hybrid of the two Kekulé structures. This 
representation implies that the pi electrons are delocalized, with a bond order of 
15 between adjacent carbon atoms. The carbon—carbon bond lengths in benzene 
are shorter than typical single-bond lengths, yet longer than typical double-bond 
lengths. 


all C—C bond double bond 
lengths 1.397 A 134A 
<> _ ~S single bond 
7 2 1.48 A 
bond order = 1+ butadiene 


resonance representation 


combined representation 


The resonance-delocalized picture explains most of the structural properties of 
benzene and its derivatives—the benzenoid aromatic compounds. Because the pi bonds 
are delocalized over the ring, we often inscribe a circle in the hexagon rather than draw 
three localized double bonds. This representation helps us remember there are no local- 
ized single or double bonds, and it prevents us from trying to draw supposedly different 
isomers that differ only in the placement of double bonds in the ring. We often use 
Kekulé structures in drawing reaction mechanisms, however, to show the movement 
of individual pairs of electrons. 
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Kekulé structure 
of benzene 


During the 1860s, benzene’s multiple 
unsaturations were difficult to explain. 
An apocryphal story recounts how 
Kekulé fell asleep while contemplating 
this problem and had a dream in which 
the atoms danced before his eyes. 
They twisted in a snake-like motion, 
and then one of the snakes seized 

its own tail. When he awoke, Kekulé 
realized that a cyclic structure, together 
with three double bonds, explained 
benzene’s formula and properties. 


822 CHAPTER 16 Aromatic Compounds 


August Kekulé (1829-1896) PROBLEM 16-1 

was a German organic chemist. He Write Lewis structures for the Kekulé representations of benzene. Show all the valence 
was the founder of the theory of electrons. 

chemical structure in general and 
of the eponymous Kekulé structure 
of benzene in particular. For his 
exemplary achievements, Kekulé 
was awarded the Copley Medal 
(1885) and was ennobled by Kaiser 
Wilhelm Il of Germany in 1895. 
Kekulé died before the first Nobel 
Prize in Chemistry (1901) was ever 
awarded; however, his former 
students won three of the first five 
Nobel Prizes in Chemistry (1901, 
1902, and 1905). The Unusual Reactions of Benzene Benzene is actually much more stable than we 
would expect from the simple resonance-delocalized picture. Both the Kekulé struc- 
ture and the resonance-delocalized picture show that benzene is a cyclic conjugated 
triene. We might expect benzene to undergo the typical reactions of polyenes. In fact, 
its reactions are quite unusual. For example, an alkene decolorizes potassium perman- 
ganate by reacting to form a glycol (Section 8-14). The purple permanganate color dis- 
appears, and a precipitate of manganese dioxide forms. When permanganate is added 
to benzene, however, no reaction occurs. 


Using this resonance picture, we can draw a more realistic representation of ben- 
zene (Figure 16-1). Benzene is a ring of six sp” hybrid carbon atoms, each bonded to 
one hydrogen atom. All the carbon-carbon bonds are the same length, and all the bond 
angles are exactly 120°. Each sp” carbon atom has an unhybridized p orbital perpen- 
dicular to the plane of the ring, and six electrons occupy this circle of p orbitals. 

At this point, we can define an aromatic compound to be a cyclic compound con- 
taining some number of conjugated double bonds and having an unusually large resonance 
energy. Using benzene as the example, we will consider how aromatic compounds differ 
from aliphatic compounds. Then we will discuss why an aromatic structure confers extra 
stability and how we can predict aromaticity in some interesting and unusual compounds. 


H 
KMnO,, H,O 
+. + MnO, 
H 
KMnO,, H,O 
ss no reaction 


Most alkenes decolorize solutions of bromine in carbon tetrachloride (Section 8-10). 
The red bromine color disappears as bromine adds across the double bond. When 
bromine is added to benzene, no reaction occurs, and the red bromine color remains. 


H Br 
Br, 
CCl, 
H H 
Br, 
CCl, no reaction 


FIGURE 16-1 Benzene is a flat ring i 5 
of sp? hybrid carbon atoms with their 1.397A 

unhybridized p orbitals all aligned and 

overlapping. The ring of p orbitals 120° H 

contains six electrons. The carbon- 

carbon bond lengths are all 1.397 A, Gt 

and all the bond angles are exactly nH 


120°. 
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Addition of a catalyst such as ferric bromide to the mixture of bromine and ben- 
zene causes the bromine color to disappear slowly. HBr gas is evolved as a by-product, 
but the expected addition of Bry does not take place. Instead, the organic product 
results from substitution of a bromine atom for a hydrogen, and all three double bonds 
are retained. 


is not formed 


The Unusual Stability of Benzene Benzene’s reluctance to undergo typical alkene 
reactions suggests that it must be unusually stable. By comparing molar heats of 
hydrogenation, we can get a quantitative idea of its stability. Benzene, cyclohex- 
ene, and the cyclohexadienes all hydrogenate to form cyclohexane. Figure 16-2 
shows how the experimentally determined heats of hydrogenation are used to 
compute the resonance energies of cyclohexa-1,3-diene and benzene, based on the 
following reasoning: 


1. Hydrogenation of cyclohexene is exothermic by 120 kJ/mol (28.6 kcal/mol). 

2. Hydrogenation of cyclohexa-1,4-diene is exothermic by 240 kJ /mol (57.4 kcal/mol), 
about twice the heat of hydrogenation of cyclohexene. The resonance energy of the 
isolated double bonds in cyclohexa-1,4-diene is about zero. 

3. Hydrogenation of cyclohexa-1,3-diene is exothermic by 232 kJ/mol (55.4 kcal/mol), 
about 8 kJ (1.8 kcal) less than twice the value for cyclohexene. A resonance energy 
of 8 kJ (1.8 kcal) is typical for a conjugated diene. 

4. Hydrogenation of benzene requires higher pressures of hydrogen and a more 
active catalyst. This hydrogenation is exothermic by 208 kJ /mol (49.8 kcal/mol), 
about 151 kJ (36.0 kcal) less than three times the value for cyclohexene. 


AH? = 208 kJ/mol 
catalyst 3 x cyclohexene = 359 kJ/mol 
+ 3H, > = 
high pressure resonance energy = 151 kJ/mol 


Sees (-359 predicted) FIGURE 16-2 The molar heats of 
‘ 151 kJ hydrogenation and the relative energies 
(-240 predicted) |. onance of cyclohexene, cyclohexa-1,4-diene, 


energy energy cyclohexa-1,3-diene, and benzene. The 
; dashed lines represent the energies 


that would be predicted if every double 


fo 2 ey land bond had the same energy as the 
TESONANCE double bond in cyclohexene. 
energy 
C) -240 
kJ/mol 
-232 
kJ/mol -208 
kJ/mol 
-120 
kJ/mol 


C) energy 
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FIGURE 16-3 Cyclobutadiene and 
cyclooctatetraene have alternating 
single and double bonds similar to 
those of benzene. These compounds 


were mistakenly expected to be 
aromatic. 


———_ 


SSS 
QPS 


“tub” conformation of 
cyclooctatetraene 


The huge 151 kJ/mol (36 kcal/mol) resonance energy of benzene cannot be 
explained by conjugation effects alone. The heat of hydrogenation for benzene is actu- 
ally smaller than that for cyclohexa-1,3-diene. The hydrogenation of the first double 
bond of benzene is endothermic, the first endothermic hydrogenation we have encoun- 
tered. In practice, this reaction is difficult to stop after the addition of 1 mole of H, 
because the product (cyclohexa-1,3-diene) hydrogenates more easily than benzene 
itself. Clearly, the benzene ring is exceptionally unreactive. 


ATT vdeosenation 
benzene: -208kJ (-49.8 kcal) 
catalyst cyclohexa-1,3-diene: -232 kJ (—55.4 kcal) 
+ 4H, —> 
. AH® = +24kJ (+5.6 kcal) 


PROBLEM 16-2 


Using the information in Figure 16-2, calculate the values of AH® for the following reactions: 


catalyst catalyst 
-Ox=O -Om=O 
(c) Ss 2 H, catalyst Ss 


Failures of the Resonance Picture For many years, chemists assumed that ben- 
zene’s large resonance energy resulted from having two identical, stable resonance 
structures. They thought that other hydrocarbons with analogous conjugated systems 
of alternating single and double bonds would show similar stability. These cyclic 
hydrocarbons with alternating single and double bonds are called annulenes. For 
example, benzene is the six-membered annulene, so it can be named [6]annulene. 
Cyclobutadiene is [4]annulene, cyclooctatetraene is [8]annulene, and larger annu- 
lenes are named similarly. 


1 oO O CO 


cyclobutadiene benzene cyclooctatetraene cyclodecapentaene 
[4]annulene [6]annulene [8 ]annulene [10]annulene 


For the double bonds to be completely conjugated, the annulene must be planar 
so the p orbitals of the pi bonds can overlap. As long as an annulene is assumed to be 
planar, we can draw two Kekulé-like structures that seem to show a benzene-like reso- 
nance. Figure 16-3 shows proposed benzene-like resonance forms for cyclobutadiene 
and cyclooctatetraene. Although these resonance structures suggest that the [4] and 
[8]annulenes should be unusually stable (like benzene), experiments have shown that 
cyclobutadiene and cyclooctatetraene are not unusually stable. These results imply that 
the simple resonance picture is incorrect. 

Cyclobutadiene has never been isolated and purified. It undergoes an extremely fast 
Diels—Alder dimerization. To avoid the Diels—Alder reaction, cyclobutadiene has been 
prepared at low concentrations in the gas phase and as individual molecules trapped in 
frozen argon at low temperatures. This is not the behavior we expect from a molecule 
with exceptional stability! 

In 1911, Richard Willstatter synthesized cyclooctatetraene and found that it reacts 
like a normal polyene. Bromine adds readily to cyclooctatetraene, and permanganate 
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oxidizes its double bonds. This evidence shows that cyclooctatetraene is much less 
stable than benzene. In fact, structural studies have shown that cyclooctatetraene is not 
planar. It is most stable in a “tub” conformation, with poor overlap between adjacent 
pi bonds. 


PROBLEM 16-3 


(a) Draw the resonance forms of benzene, cyclobutadiene, and cyclooctatetraene, showing 
all the carbon and hydrogen atoms. 

(b) Assuming that these molecules are all planar, show how the p orbitals on the sp” hybrid 
carbon atoms form continuous rings of overlapping orbitals above and below the plane 
of the carbon atoms. 


PROBLEM 16-4 


Show the product of the Diels—Alder dimerization of cyclobutadiene. (This reaction is similar 
to the dimerization of cyclopentadiene, discussed in Section 15-11.) 


16-3 The Molecular Orbitals of Benzene 


Visualizing benzene as a resonance hybrid of two Kekulé structures cannot 
fully explain the unusual stability of the aromatic ring. As we have seen with other 
conjugated systems, molecular orbital theory provides the key to understanding 
aromaticity and predicting which compounds will have the stability of an aromatic 
system. 

Benzene has a planar ring of six sp” hybrid carbon atoms, each with an unhybrid- 
ized p orbital that overlaps with the p orbitals of its neighbors to form a continuous 
ring of orbitals above and below the plane of the carbon atoms. Six pi electrons are 
contained in this ring of overlapping p orbitals. 

The six overlapping p orbitals create a cyclic system of molecular orbitals. Cyclic 
systems of molecular orbitals differ from linear systems such as buta-1,3-diene 
and the allyl system. A two-dimensional cyclic system requires two-dimensional 
MOs, with the possibility of two distinct MOs having the same energy. We can 
still follow the same principles in developing a molecular orbital representation for 
benzene, however. 


1. There are six atomic p orbitals that overlap to form the benzene pi system. 
Therefore, there must be six molecular orbitals. 

2. The lowest-energy molecular orbital is entirely bonding, with constructive over- 
lap between all pairs of adjacent p orbitals. There are no vertical nodes in this 
lowest-lying MO. 

3. The number of nodes increases as the MOs increase in energy. 

4. The MOs should be evenly divided between bonding and antibonding MOs, 
with the possibility of nonbonding MOs in some cases. 

5. We expect that a stable system will have filled bonding MOs and empty anti- 
bonding MOs. 


Figure 16-4 shows the six 7 molecular orbitals of benzene as viewed from above, 
showing the sign of the top lobe of each p orbital. The first MO (77,) is entirely bonding, 
with no nodes. It is very low in energy because it has six bonding interactions and the 
electrons are delocalized over all six carbon atoms. The top lobes of the p orbitals all 
have the same sign, as do the bottom lobes. The six p orbitals overlap to form a continu- 
ously bonding ring of electron density. 


PROBLEM-SOLVING HINT 


These principles, used in drawing 


the MOs of benzene, are applicable 
to many MO problems. 


all bonding 
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FIGURE 16-4 The six 7 molecular 
orbitals of benzene, viewed from 
above. The number of nodal planes 
increases with energy, and there 6 
are two degenerate MOs at each 

intermediate energy level. 


all antibonding 


-node antibonding 


I 
I 
i 
ua) bonding = (------) -node | 7 
| 
| 
| 
I 
I 


1 all bonding 


In a cyclic system of overlapping p orbitals, the intermediate energy levels are 
degenerate (equal in energy), with two orbitals at each energy level. Both 7 and 773 
have one nodal plane, as we expect at the second energy level. Notice that 77, has four 
bonding interactions and two antibonding interactions, for a total of two net bonding 
interactions. Similarly, 77; has two bonding interactions and four nonbonding interac- 
tions, also totaling two net bonding interactions. There are no antibonding interactions 
in 773, but in this MO there is no electron density on the two carbon atoms that lie on 
the node. Although we cannot use the number of bonding and antibonding interactions 
as a quantitative measure of an orbital’s energy, it is clear that 7 and 73 are bonding 
MOs, but not as strongly bonding as 77). 


antibonding bonding 
bonding bonding 
nonbonding 


eemnn aay * 


1 
1 
f 
! 
| 
| 
1 


The next orbitals, 77° and 7, are also degenerate, with two nodal planes in each. 
The 7 orbital has two antibonding interactions and four nonbonding interactions; it is 
an antibonding (**) orbital. Its degenerate partner, 773, has four antibonding interactions 
and two bonding interactions, for a total of two antibonding interactions. This degenerate 
pair of MOs, zr and 7%, are about as strongly antibonding as 77, and 77; are bonding. 


nonbonding 


- node 
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antibonding bonding 
i 


antibonding antibonding 


1 
i 
1 
f 
i} 
1 
f 
node 


The all-antibonding 77 has three nodal planes. Each pair of adjacent p orbitals is 
out of phase and interacts destructively. 


all antibonding 


The Energy Diagram of Benzene The energy diagram of the benzene MOs 
(Figure 16-5) shows them to be symmetrically distributed above and below the non- 
bonding line (the energy of an isolated p orbital). The all-bonding and all-antibonding 
orbitals (ar, and 7) are lowest and highest in energy, respectively. The degenerate 
bonding orbitals (7 and 73) are higher in energy than 7, but still bonding. 
The degenerate pair 7 and 75 are antibonding, yet not as high in energy as the 
all-antibonding 7 orbital. 

The Kekulé structure for benzene shows three pi bonds, representing six 
electrons (three pairs) involved in pi bonding. Six electrons fill the three bonding 
MOs of the benzene system. This electronic configuration explains the unusual 
stability of benzene. The first MO is all-bonding and is particularly stable. The 
second and third (degenerate) MOs are still strongly bonding, and all three of 
these bonding MOs delocalize the electrons over several nuclei. This configura- 
tion, with all the bonding MOs filled (a “closed bonding shell’), is energetically 
very favorable. 
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Application: Herbicide 


People and animals cannot make the 
benzene nucleus, a key component 

of the essential amino acid phenylala- 
nine. They must obtain phenylalanine 
in their diet. Plants and bacteria can 
synthesize the aromatic ring, however, 
and they synthesize their own phe- 
nylalanine. Glyphosate (the common 
herbicide known as Roundup®) blocks 
the synthesis of phenylalanine in plants. 
Compounds that block these pathways 
in bacteria are being developed as poten- 
tial antibiotics. 


H,N—CH—COOH 


© 


phenylalanine 


1 
HO— | —(CH,NHCH,COOH 
OH 


glyphosate 


energy 


nonbonding 
Nini ip ee 


FIGURE 16-5 Energy diagram of 
the molecular orbitals of benzene. 
Benzene’s six a electrons fill the 
three bonding orbitals, leaving the 
antibonding orbitals vacant. 
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16-4 The Molecular Orbital Picture of Cyclobutadiene 


Although we can draw benzene-like resonance structures (Figure 16-3) for cyclobu- 
tadiene, experimental evidence shows that cyclobutadiene is unstable. Its instability 
is explained by the molecular orbitals, shown in Figure 16-6. Four sp” hybrid 
carbon atoms form the cyclobutadiene ring, and their four p orbitals overlap to 
form four molecular orbitals. The lowest-energy MO is 7, the all-bonding MO 
with no nodes. 

The next two orbitals, 7 and 73, are degenerate (equal energy), each having 
one symmetrically situated nodal plane. Each of these MOs has two bonding inter- 
actions and two antibonding interactions. The net bonding order is zero, so these 
two MOs are nonbonding. The final MO, 7, has two nodal planes and is entirely 
antibonding. 

Figure 16-7 is an energy diagram of the four cyclobutadiene MOs. The lowest-lying 
MO (7) is strongly bonding, and the highest-lying MO (*') is equally antibonding. 
The two degenerate nonbonding orbitals are intermediate in energy, falling on the 
nonbonding line (the energy of an isolated p orbital). 


FIGURE 16-6 The pi molecular 
orbitals of cyclobutadiene. There are 
four MOs: the lowest-energy bonding 
orbital, the highest-energy antibonding 
orbital, and two degenerate 
nonbonding orbitals. 


all antibonding 


-- node 


node 


antibonding bonding bonding antibonding 


bondin 
7 antibonding 


all bonding 


FIGURE 16-7 An electronic energy 
diagram of cyclobutadiene shows that 
two electrons are unpaired in separate 
nonbonding molecular orbitals. 


nonbonding 7 
line TES aN ee 
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The localized structure of cyclobutadiene shows two double bonds, implying four pi 
electrons. Two electrons fill 77,, the lowest-lying orbital. Once 77, is filled, two orbitals 
of equal energy are available for the remaining two electrons. If the two electrons go 
into the same orbital, they must have paired spins and they must share the same region 
of space. Because electrons repel each other, less energy is required for the electrons 
to occupy different degenerate orbitals, with unpaired spins. This principle is another 
application of Hund’s rule (Section 1-2). 

The electronic configuration in Figure 16-7 indicates that cyclobutadiene should 
be unstable. Its highest-lying electrons are in nonbonding orbitals (7 and 773) and are 
therefore very reactive. According to Hund’s rule, the compound exists as a diradical 
(two unpaired electrons) in its ground state. Such a diradical is expected to be extremely 
reactive. Thus, molecular orbital theory successfully predicts the dramatic stability dif- 
ference between benzene and cyclobutadiene. 


The Polygon Rule The patterns of molecular orbitals in benzene (Figure 16-5) 
and in cyclobutadiene (Figure 16-7) are similar to the patterns in other annulenes: 
The lowest-lying MO is the unique one with no nodes; thereafter, the molecular 
orbitals occur in degenerate (equal-energy) pairs until only one highest-lying MO 
remains. In benzene, the energy diagram looks like the hexagon of a benzene ring. 
In cyclobutadiene, the pattern looks like the diamond of the cyclobutadiene ring. 

The polygon rule states that the molecular orbital energy diagram of a regular, 
completely conjugated cyclic system has the same regular polygonal shape as the com- 
pound, with one vertex (the all-bonding MO) at the bottom. The nonbonding line cuts 
horizontally through the center of the polygon. Figure 16-8 shows how the polygon rule 
predicts the MO energy diagrams for benzene, cyclobutadiene, and cyclooctatetraene. 
The pi electrons are filled into the orbitals in accordance with the aufbau principle 
(lowest-energy orbitals are filled first) and Hund’s rule. 


PROBLEM 16-5 


Does the MO energy diagram of cyclooctatetraene (Figure 16-8) appear to be a particularly 
stable or unstable configuration? Explain. 


The localized structure 
of cyclobutadiene shows 
two double bonds. 


Be Ps 
C—C: 
Ul 

7 \ 
H H 
The MO diagram for a 


square cyclobutadiene 
suggests that the true 
picture is a diradical. 


PROBLEM-SOLVING HINT 


The polygon rule gives you a 

fast way to draw an electronic 
configuration. It also provides a 
quick check on molecular orbitals 


you might draw, to see which 
are bonding, antibonding, and 
nonbonding. 

When inscribed in a circle, the 
polygon is sometimes called a Frost 
circle or a Frost-Musulin diagram. 


nonbonding | : ve Pane / Papers - 
- TAP a4 “ are 


benzene cyclobutadiene cyclooctatetraene 


FIGURE 16-8 The polygon rule 
predicts that the MO energy diagrams 
for these annulenes will resemble the 
polygonal shapes of the annulenes. 


16-5 Aromatic, Antiaromatic, and Nonaromatic 
Compounds 


Our working definition of aromatic compounds has included cyclic compounds 
containing conjugated double bonds with unusually large resonance energies. At this 
point we can be more specific about the properties that are required for a compound 
(or an ion) to be aromatic. 

Aromatic compounds are those that meet the following criteria: 


1. The structure must be cyclic, containing some number of conjugated pi bonds. 


2. Each atom in the ring must have an unhybridized p orbital. (The ring atoms are 
usually sp” hybridized or occasionally sp hybridized.) 
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3. The unhybridized p orbitals must overlap to form a continuous ring of parallel 
orbitals. In most cases, the structure must be planar (or nearly planar) for 
effective overlap to occur. 


4. Delocalization of the pi electrons over the ring must /ower the electronic energy. 
An antiaromatic compound meets the first three criteria, but delocalization of the 
pi electrons over the ring increases the electronic energy. 


Aromatic structures are more stable than their open-chain counterparts. For 
example, benzene is more stable than hexa-1,3,5-triene. 


Se 


more stable (aromatic) less stable 


Cyclobutadiene meets the first three criteria for a continuous ring of overlap- 
ping p orbitals, but delocalization of the pi electrons increases the electronic energy. 
Cyclobutadiene is less stable than its open-chain counterpart (buta-1,3-diene), and it 


is antiaromatic. 
— ——— 
a me, 


less stable (antiaromatic) more stable 


A cyclic compound that does not have a continuous, overlapping ring of p orbitals 
cannot be aromatic or antiaromatic. It is said to be nonaromatic, or aliphatic. Its electronic 
energy is similar to that of its open-chain counterpart. For example, cyclohexa-1,3-diene 
is about as stable as cis,cis-hexa-2,4-diene. 


ZO 
---aaliceoniilies——s CH, 
Jeu, 


16-6 Huckel’s Rule 


(nonaromatic) 


About 1931, Erich Hiickel developed a shortcut for predicting which of the annulenes 
and related compounds are aromatic and which are antiaromatic. In using Hiickel’s 
rule, we must be certain that the compound under consideration meets the criteria for 
an aromatic or antiaromatic system. 


To qualify as aromatic or antiaromatic, a cyclic compound must have a con- 
tinuous ring of overlapping p orbitals, usually in a planar conformation. 


Once these criteria are met, Hiickel’s rule applies: 


Hiickel’s Rule: If the number of pi electrons in the cyclic system is: 
(4N + 2), the system is aromatic. 
(4N), the system is antiaromatic. 

N is an integer, commonly 0, 1, 2, or 3. 


Common aromatic systems have 2, 6, or 10 pi electrons, for VN = 0, 1, or 2. 
Antiaromatic systems might have 4, 8, or 12 pi electrons, for N = 1, 2, or 3. 


Benzene is [6Jannulene, cyclic, with a continuous ring of overlapping p orbitals. 
There are six pi electrons in benzene (three double bonds in the classical structure), 
so itis a (4N+2) system, with NV = 1. Hiickel’s rule predicts benzene to be aromatic. 

As with benzene, cyclobutadiene ([4]annulene) has a continuous ring of overlapping 
p orbitals. But it has four pi electrons (two double bonds in the classical structure), which 
is a (4N) system with N = 1. Hiickel’s rule predicts cyclobutadiene to be antiaromatic. 

Cyclooctatetraene is [8]annulene, with eight pi electrons (four double bonds) in the 
classical structure. It is a (4N) system, with N = 2. If Hiickel’s rule were applied to 
cyclooctatetraene, it would predict antiaromaticity. However, cyclooctatetraene is a stable 
hydrocarbon with a boiling point of 153 °C. It does not show the high reactivity associ- 
ated with antiaromaticity, yet it is not aromatic either. Its reactions are typical of alkenes. 

Cyclooctatetraene would be antiaromatic if Hiickel’s rule applied, so the conjuga- 
tion of its double bonds is energetically unfavorable. Remember that Hiickel’s rule 
applies to a compound only if there is a continuous ring of overlapping p orbitals, usu- 
ally in a planar system. Cyclooctatetraene is more flexible than cyclobutadiene, and 
it assumes a nonplanar “tub” conformation that avoids most of the overlap between 
adjacent pi bonds. Hiickel’s rule simply does not apply. 


little pi overlap 


eight pi electrons 


normal double- 
bond overlap 


PROBLEM 16-6 


Make a model of cyclooctatetraene in the tub conformation. Draw this conformation, and 
estimate the angle between the p orbitals of adjacent pi bonds. 


Large-Ring Annulenes As with cyclooctatetraene, larger annulenes with (4) systems 
do not show antiaromaticity because they have the flexibility to adopt nonplanar con- 
formations. Even though [12]Jannulene, [16Jannulene, and [20]annulene are (4) 
systems (with N = 3, 4, and 5, respectively), they all react as partially conjugated 
polyenes. 


ODES 


[12]annulene [16]annulene [20]annulene 


Aromaticity in the larger (4N+2) annulenes depends on whether the molecule can 
adopt the necessary planar conformation. In the all-cis [10]annulene, the planar confor- 
mation requires an excessive amount of angle strain. The [10]annulene isomer with two 
trans double bonds cannot adopt a planar conformation either, because two hydrogen 
atoms interfere with each other. Neither of these [10]annulene isomers is aromatic, 
even though each has (4N+2) pi electrons, with N = 2. If the interfering hydrogen 
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PROBLEM-SOLVING HINT 


Huckel's rule is commonly used to 
determine aromaticity and antiaro- 


maticity. A continuous, planar ring 
of overlapping p orbitals is required 
for the rule to apply. Otherwise, the 
system is nonaromatic. 
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PROBLEM-SOLVING HINT 


Predicting planarity in large, floppy 
annulenes is often difficult. If the 
annulene is aromatic if planar, then 
the resonance energy (AH) 

favors planarity, but the entropy 
factor (—TAS) usually favors a more 
disordered conformation. Which 
factor prevails is hard to predict, and 
may depend on the temperature 
and solvent. 

If the annulene is antiaromatic if 
planar, then both the resonance 
energy and the entropy favor 

a more disordered, nonplanar 
conformation unless the molecule 
is somehow locked in a planar 
conformation. 


atoms in the partially trans isomer are removed, the molecule can be planar. When these 
hydrogen atoms are replaced with a bond, the aromatic compound naphthalene results. 


all-cis two trans naphthalene 
nonaromatic nonaromatic aromatic 


Some of the larger annulenes with (4+ 2) pi electrons can achieve planar conformations. 
For example, the following [14]annulene and [18 ]annulene have aromatic properties. 


OU 


[14]annulene (aromatic) [18 ]annulene (aromatic) 


a >) 
PROBLEM 16-7 
Classify the following compounds as aromatic, antiaromatic, or nonaromatic. 

X y 


PROBLEM 16-8 


One of the following compounds is much more stable than the other two. Classify each as 
aromatic, antiaromatic, or nonaromatic. 


OO Oo 


methylheptalene methylazulene methylpentalene 


16-7 Molecular Orbital Derivation of Hiickel’s Rule 


Benzene is aromatic because it has a filled shell of equal-energy orbitals. The degener- 
ate orbitals 7 and 77; are filled, and all the electrons are paired. Cyclobutadiene, by 
contrast, has an open shell of electrons. There are two half-filled orbitals easily capable 
of donating or accepting electrons. To derive Hiickel’s rule, we must show under what 
general conditions there is a filled shell of orbitals. 


(vacant orbitals not shown) (vacant orbitals not shown) 
j j open S 
e e e e e e . . 
filled e ° e ° e e missing 


o++ || © + 
@) = 4h @) th 


aromatic: (4N + 2) electrons antiaromatic: 4N electrons 


shells ° 2 electrons 


FIGURE 16-9 Pattern of molecular orbitals in a cyclic conjugated system. In a cyclic conjugated 
system, the lowest-lying MO is filled with two electrons. Each of the additional shells consists of two 
degenerate MOs, with space for four electrons. If a molecule has (4N+2) pi electrons, it will have a 
filled shell. If it has (44) electrons, there will be two unpaired electrons in two degenerate orbitals. 
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Recall the pattern of MOs in a cyclic conjugated system. There is one all-bonding, 
lowest-lying MO, followed by degenerate pairs of bonding MOs. (There is no need to 
worry about the antibonding MOs because they are vacant in the ground state.) The 
lowest-lying MO is always filled (two electrons). Each additional shell consists of two 
degenerate MOs, requiring four electrons to fill a shell. Figure 16-9 shows this pattern 
of two electrons for the lowest orbital and then four electrons for each additional shell. 

A compound has a filled shell of orbitals if it has two electrons for the lowest-lying 
orbital, plus (4) electrons, where N is the number of filled pairs of degenerate orbitals. 
The total number of pi electrons in this case is (4N+2). If the system has a total of only 
(4N) electrons, it is two electrons short of filling N pairs of degenerate orbitals. There 
are only two electrons in the Nth pair of degenerate orbitals. This is a half-filled shell, 
and Hund’s rule predicts these electrons will be unpaired (a diradical). 


( PROBLEM 16-9 


(a) Use the polygon rule to draw an energy diagram (as in Figures 16-5 and 16-7) for the 
MOs of a planar cyclooctatetraenyl system. 

(b) Fill in the eight pi electrons for cyclooctatetraene. Is this electronic configuration 
aromatic or antiaromatic? Could the cyclooctatetraene system be aromatic if it gained 
or lost electrons? 

*(c) Draw pictorial representations (as in Figures 16-4 and 16-6) for the three bonding 

MOs and the two nonbonding MOs of cyclooctatetraene. The antibonding MOs are 
difficult to draw, except for the all-antibonding MO. 


XN 
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Up to this point, we have discussed aromaticity using the annulenes as examples. 
Annulenes are uncharged molecules having even numbers of carbon atoms with alter- 
nating single and double bonds. Hiickel’s rule also applies to systems having odd num- 
bers of carbon atoms and bearing positive or negative charges. We now consider some 
common aromatic ions and their antiaromatic counterparts. 


PROBLEM-SOLVING HINT 


Using the polygon rule and the 
following steps, draw energy 
diagrams for the MOs of cyclic, 
completely conjugated systems. 
1. Draw a regular polygon with 
the same number of sides as the 
conjugated ring. Place one vertex 
(corresponding to the 
all-bonding MO) at the bottom. 

. The height of each vertex 
corresponds to the energy of 
one of the MOs. Each MO can 
accommodate two electrons. 

. Draw a nonbonding line 
horizontally through the center 
of the polygon. MOs below this 
line are bonding, and are usually 
filled in stable compounds. MOs 
above this line are antibonding, 
and are usually empty in stable 
compounds. MOs that fall on the 
line are nonbonding, and may or 
may not be filled. 

. Add the number of pi electrons 
in the system. Add two for each 
pi bond in the resonance forms, 
plus one for a radical or two for 
a nonbonding electron pair that 
occupies a p orbital, such as 
those on a carbanion, a nitrogen 
atom, or an oxygen atom. 
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antiaromatic 
H H 
H 
H H 
pk, = 16 


more stable 
(aromatic) 


Aromatic Compounds 


less stable 


16-8A The Cyclopentadienyl lons 


We can draw a five-membered ring of sp*hybrid carbon atoms with all the 
unhybridized p orbitals lined up to form a continuous ring. With five pi electrons, 
this system would be neutral, but it would be a radical because an odd number 
of electrons cannot all be paired. With four pi electrons (a cation), Hiickel’s rule 
predicts this system to be antiaromatic. With six pi electrons (an anion), Hiickel’s 
rule predicts aromaticity. 


two electrons 
in p orbital 


empty 
p orbital 


four electrons six electrons aromatic 
cyclopentadienyl cation cyclopentadienyl anion 


Because the cyclopentadienyl! anion (six pi electrons) is aromatic, it is unusually 
stable compared with other carbanions. It can be formed by abstracting a proton from 
cyclopentadiene, which is unusually acidic for an alkene. Cyclopentadiene has a pK, of 
16, compared with a pK, of 46 for the allylic protons in cyclohexene. In fact, cyclopen- 
tadiene is nearly as acidic as water and more acidic than many alcohols. It is entirely 
ionized by potassium fert-butoxide: 


H 


H SoH 
+ ~OC(CH;); <> = + HOC(CH,), 
pk, = 18 


H H 
the cyclopentadienyl anion 
(six pi electrons) 


Cyclopentadiene is unusually acidic because loss of a proton converts the non- 
aromatic diene to the aromatic cyclopentadieny] anion. Cyclopentadiene contains an 
sp’ hybrid (— CH, — ) carbon atom without an unhybridized p orbital, so there can be 
no continuous ring of p orbitals. Deprotonation of the —-CH,— group leaves an orbital 
occupied by a pair of electrons. This orbital can rehybridize to a p orbital, completing 
a ring of p orbitals containing six pi electrons: the two electrons on the deprotonated 
carbon, plus the four electrons in the original double bonds. 


-OC(CH;), “<=? 


cyclopentadiene cyclopentadieny] anion 
nonaromatic aromatic 


When we say the cyclopentadieny! anion is aromatic, this does not necessarily 
imply that it is as stable as benzene. As a carbanion, the cyclopentadieny] anion reacts 
readily with electrophiles. Because this ion is aromatic, however, it is more stable than 
the corresponding open-chain ion. 


Hiickel’s rule predicts that the cyclopentadieny! cation, with four pi electrons, 
is antiaromatic. In agreement with this prediction, the cyclopentadienyl cation is not 
easily formed. Protonated cyclopenta-2,4-dien-1-ol does not lose water (to give the 
cyclopentadienyl cation), even in concentrated sulfuric acid. The antiaromatic cation 
is simply too unstable. 


i 
H ou, H OH H 
H,SO, z 
=e — <-> + HO 
cyclopenta-2,4-dien-1-ol (does not occur) not formed 


(four pi electrons) 


Using a simple resonance approach, we might incorrectly expect both of the 
cyclopentadieny! ions to be unusually stable. Shown next are resonance structures that 
spread the negative charge of the anion and the positive charge of the cation over all five 
carbon atoms of the ring. With conjugated cyclic systems such as these, the resonance 
approach is a poor predictor of stability. Hiickel’s rule, based on molecular orbital theory, 
is a much better predictor of stability for these aromatic and antiaromatic systems. 


+ + O-+O + 7 


cyclopentadienyl] anion: six pi electrons, aromatic 


Q-Q-0-0-9 


cyclopentadienyl cation: four pi electrons, antiaromatic 
The resonance picture gives a misleading suggestion of stability. 


{ PROBLEM 16-10 


(a) Draw the molecular orbitals for the cyclopropeny] case. 


H 


H 


(Because there are three p orbitals, there must be three MOs: one all-bonding MO and 
one degenerate pair of MOs.) 

(b) Draw an energy diagram for the cyclopropenyl MOs. (The polygon rule is helpful.) 
Label each MO as bonding, nonbonding, or antibonding, and add the nonbonding line. 
Notice that it goes through the approximate average of the MOs. 

(c) Add electrons to your energy diagram to show the configuration of the cyclopropenyl 
cation and the cyclopropeny] anion. Which is aromatic and which is antiaromatic? 


{ PROBLEM 16-11 


Repeat Problem 16-10 for the cyclopentadieny] ions. Draw one all-bonding MO, then a pair 

of degenerate MOs, and then a final pair of degenerate MOs. Draw the energy diagram, fill 

in the electrons, and confirm the electronic configurations of the cyclopentadieny! cation 
L and anion. 
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less stable 
(antiaromatic) 
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more stable 
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<> 


<-> —, 


= 


less stable 


16-8B The Cycloheptatrienyl lons 


As with the five-membered ring, we can imagine a flat seven-membered ring with seven 
p orbitals aligned. The cation has six pi electrons, and the anion has eight pi electrons. 
Once again, we can draw resonance forms that seem to show either the positive charge 
of the cation or the negative charge of the anion delocalized over all seven atoms of 
the ring. By now, however, we know that the six-electron system is aromatic and the 
eight-electron system is antiaromatic (if it remains planar). 


“OO -O-O- © 


cycloheptatrieny! cation (tropylium ion): six pi electrons, aromatic 


-“O-9-0-0-0 


cycloheptatrienyl anion: eight pi electrons, antiaromatic (if planar) 
The resonance picture gives a misleading suggestion of stability. 


The cycloheptatrieny! cation is easily formed by treating the corresponding alcohol 
with dilute (0.01 molar) aqueous sulfuric acid. This is our first example of a hydrocar- 
bon cation that is stable in aqueous solution. 


H_ OH H 
H H (pH <3) H H 
H*, H,O 
aS — = 
H H H H 
H H H H 


tropylium ion, six pi electrons 


The cycloheptatrienyl cation is called the tropylium ion. This aromatic ion is much 
less reactive than most carbocations. Some tropylium salts can be isolated and stored 
for months without decomposing. Nevertheless, the tropylium ion is not necessarily as 
stable as benzene. Its aromaticity simply implies that the cyclic ion is more stable than 
the corresponding open-chain ion. 

Although the tropylium ion forms easily, the corresponding anion is difficult to 
form because it is antiaromatic. Cycloheptatriene (pK, = 39) is barely more acidic 
than propene (pK, = 43), and the anion is very reactive. This result agrees with 
the prediction of Hiickel’s rule that the cycloheptatrienyl anion is antiaromatic if 
it is planar. 


HH 7 
B 7 
Ss + B—H 
cycloheptatriene cycloheptatrieny! anion 


pk, = 39 eight pi electrons 
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16-8C The Cyclooctatetraene Dianion 


We have seen that aromatic stabilization leads to unusually stable hydrocarbon anions 
such as the cyclopentadienyl! anion. Dianions of hydrocarbons are rare and are usually 
much more difficult to form. Cyclooctatetraene reacts with potassium metal, however, 
to form an aromatic dianion. 


+ 2K —? = + 2K 


ten pi electrons 


The cyclooctatetraene dianion has a planar, regular octagonal structure with C—C 
bond lengths of 1.40 A close to the 1.397 A bond lengths in benzene. Cyclooctatetraene 
itself has eight pi electrons, so the dianion has ten: (4N+2), with N = 2. The cyclooc- 
tatetraene dianion is easily prepared because it is aromatic. 


(— = 
PROBLEM 16-12 PROBLEM-SOLVING HINT 
Explain why each compound or ion should be aromatic, antiaromatic, or nonaromatic. Use Hiickel’s rule (and the criteria 
Lo for its application), rather than 
| resonance, to determine which 
+ oT — on annulenes and ions are aromatic, 
- < ) antiaromatic, and nonaromatic. 
(a) (b) © \— / 
the cyclonona- the cyclonona- Se 
tetraene cation tetraene anion the [16]annulene dianion 
(d) (e) (f) the [20]annulene dication 
the [18]annulene dianion 
Ne J 
( >) 
PROBLEM 16-13 
The following hydrocarbon has an unusually large dipole moment. Explain how a large dipole 
moment might arise. 
\ yh 
r 


PROBLEM 16-14 


When 3-chlorocyclopropene is treated with AgBF,, AgCl precipitates. The organic product 

can be obtained as a crystalline material, soluble in polar solvents such as nitromethane but 

insoluble in hexane. When the crystalline material is dissolved in nitromethane containing 

KCI, the original 3-chlorocyclopropene is regenerated. Determine the structure of the crystal- 
L line material, and write equations for its formation and its reaction with chloride ion. 
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PROBLEM 16-15 


The polarization of a carbonyl group can be represented by a pair of resonance structures: 


\ 7 \t+ oe 
C=O. <-> C—O: 
/ . / ve 


Cyclopropenone and cycloheptatrienone are more stable than anticipated. Cyclopentadienone, 
however, is relatively unstable and rapidly undergoes a Diels—Alder dimerization. Explain. 


i 6 2 


cyclopropenone cycloheptatrienone cyclopentadienone 


16-8D Summary of Annulenes and Their lons 

This list summarizes applications of Htickel’s rule to a variety of cyclic pi systems. 
These systems are classified according to the number of pi electrons: The 2, 6, and 10 7 
electron systems are aromatic, whereas the 4 and 8 7 electron systems are antiaromatic 
if they are planar. 


2 nm electron systems (aromatic) 


> cyclopropenyl cation (cyclopropenium ion) 


4 1 electron systems (antiaromatic) 


iW De i: 


cyclobutadiene cyclopropenyl anion cyclopentadieny! cation 


6 m1 electron systems (aromatic) Heterocyclic 6 m systems (aromatic) 


OD OCG 


cyclopentadieny! anion cycloheptatrieny! cation pyridine pyrrole furan 
(cyclopentadienide ion) (tropylium ion) 


8 m electron systems (antiaromatic if planar) 


cyclooctatetraene cycloheptatrienyl cyclononatetraenyl pentalene 
(not planar) anion cation 
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10 x electron systems (aromatic) Heterocyclic 10 1 systems 
_ (aromatic) 
\ N N7 
: H 
naphthalene azulene cyclononatetraenyl — cyclooctatetraeny] indole quinoline 
anion dianion 


(Naphthalene can also be considered as two fused benzenes.) 


12 m electron systems (antiaromatic if planar) 


CaCO 


{12]annulene heptalene 
(not planar) 


16-9 Heterocyclic Aromatic Compounds 


The criteria for Hiickel’s rule require a ring of atoms, all with unhybridized p orbitals 
overlapping in a continuous ring. In discussing aromaticity, we have considered only com- 
pounds composed of rings of sp” hybrid carbon atoms. Heterocyclic compounds, with 
rings containing sp’-hybridized atoms of other elements, can also be aromatic. Nitrogen, 
oxygen, and sulfur are the most common heteroatoms in heterocyclic aromatic compounds. 


16-9A Pyridine 

Pyridine is an aromatic nitrogen analog of benzene. It has a six-membered heterocyclic 
ring with six pi electrons. Pyridine has a nitrogen atom in place of one of the six C—H 
units of benzene, and the nonbonding pair of electrons on nitrogen replaces benzene’ s 
bond to a hydrogen atom. These nonbonding electrons are in an sp” hybrid orbital in 
the plane of the ring (Figure 16-10). They are perpendicular to the pi system and do 
not overlap with it. 

Pyridine shows all the characteristics of aromatic compounds. It has a reso- 
nance energy of 113 kJ/mol (27 kcal/mol) and it usually undergoes substitution 
rather than addition. Because it has an available pair of nonbonding electrons, pyri- 
dine is basic (Figure 16-11). In an acidic solution, pyridine protonates to give the 


839 


pyridine 


FIGURE 16-10 The pi bonding structure of pyridine. Pyridine has six delocalized electrons in its cyclic pi system. The two 


nonbonding electrons on nitrogen are in an sp* orbital, and they do not interact with the pi electrons of the ring. 
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FIGURE 16-11 Pyridine is basic, 
with nonbonding electrons available 
to abstract a proton. The protonated 
pyridine (a pyridinium ion) is still 
aromatic. 
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pyridine, pkj, = 8.8 


pyridinium ion, pK, = 5.2 


Application: Biochemistry 


Porphobilinogen, a substituted pyrrole, 

is the building block of the heme ring, 
which has many physiological functions, 
such as the transport and storage of oxy- 
gen. The macrocyclic (large ring) structure 
of heme is also aromatic, with 18 7 elec- 
trons in the conjugated cyclic system. 


i CH,NH> 


H5C 
a 
NH 
— 
CH,CH,COOH 
porphobilinogen 


H5C 


CH,CH,COO- 


CH,CH,COO- 


CH; 


‘CH; 


heme, found in hemoglobin 
and myoglobin 


pyridinium ion. The pyridinium ion is still aromatic because the additional proton 
has no effect on the electrons of the aromatic sextet: It simply bonds to pyridine’ s 
nonbonding pair of electrons. 


16-9B Pyrrole 


Pyrrole is an aromatic five-membered heterocycle, with one nitrogen atom and two 
double bonds (Figure 16-12). Although it may seem that pyrrole has only four pi elec- 
trons, the nitrogen atom has a lone pair of electrons. The pyrrole nitrogen atom is sp 

hybridized, and its unhybridized p orbital overlaps with the p orbitals of the carbon 
atoms to form a continuous ring. The lone pair on nitrogen occupies the p orbital, and 
(unlike the lone pair of pyridine) these electrons take part in the pi bonding system. 
These two electrons, added to the four pi electrons of the two double bonds, complete 
an aromatic sextet. Pyrrole has a resonance energy of 92 kJ/mol (22 kcal/mol). 


PROBLEM 16-16 


(a) Explain how pyrrole is isoelectronic with the cyclopentadieny] anion. 
(b) Specifically, what is the difference between the cyclopentadieny! anion and pyrrole? 
(c) Draw resonance forms to show the charge distribution on the pyrrole structure. 


Pyrrole (pk, = 13.6) is a much weaker base than pyridine (pK, = 8.8). This 
difference is due to the structure of the protonated pyrrole (Figure 16-13). To form a 
bond to a proton requires the use of one of the electron pairs in the aromatic sextet. In 
the protonated pyrrole, the nitrogen atom is bonded to four different atoms (two carbon 
atoms and two hydrogen atoms), requiring sp* hybridization and leaving no unhybrid- 
ized p orbital. The protonated pyrrole is nonaromatic. In fact, a sufficiently strong acid 
actually protonates pyrrole at the 2-position, on one of the carbon atoms of the ring, 
rather than on nitrogen. 


pyrrole 


orbital structure of pyrrole 
(six pi electrons, aromatic) 


FIGURE 16-12 The pi bonding structure of pyrrole. The pyrrole nitrogen atom is sp? hybridized, with a 

lone pair of electrons in the p orbital. This p orbital overlaps with the p orbitals of the carbon atoms to form a 
continuous ring. Counting the four electrons of the double bonds and the two electrons in the nitrogen p orbital, 
there are six pi electrons. 


16-9 
5 
4a — H 
1 + / 
-‘N—H + HO qq oa + “OH 
on nec) 
2 
pyrrole, pK, = 13.6 N-protonated pyrrole, pK, = 0.4 
(weak base) (strong acid) 
H 
+ ~OH 
H 


N-protonated pyrrole 
(nonaromatic) 


pyrrole 
(aromatic) 


16-9C Pyrimidine and Imidazole 


Pyrimidine is a six-membered heterocycle with two nitrogen atoms situated in a 
1,3- arrangement. Both nitrogen atoms are similar to the nitrogen in pyridine. Each 
has its lone pair of electrons in the sp” hybrid orbital in the plane of the aromatic ring. 
These lone pairs are not needed for the aromatic sextet, and they are basic, like the lone 


pair of pyridine. 
; 45 TNA 5 we 
6 Ss ae SSN: 
CO Ge OC 
: : : =N— oe 2 
NL UN: NN H eg 7 
2 o| 


pyrimidine imidazole 


a 
purine 


Imidazole is an aromatic five-membered heterocycle with two nitrogen atoms. 
The lone pair of one of the nitrogen atoms (the one not bonded to a hydrogen) is 
in an sp’ orbital that is not involved in the aromatic system; this lone pair is basic. 
The other nitrogen uses its third sp” orbital to bond to hydrogen, and its lone pair is 
part of the aromatic sextet. As in the pyrrole nitrogen atom, this imidazole N—H 
nitrogen is not very basic. Once imidazole is protonated, the two nitrogens become 
chemically equivalent. Either nitrogen can lose a proton and return to an imidazole 
molecule. 
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FIGURE 16-13 Pyrrole is a very 
weak base. The pyrrole nitrogen 
atom must become sp? hybridized 

to abstract a proton. This eliminates 
the unhybridized p orbital needed for 
aromaticity. 


PROBLEM-SOLVING HINT 


Practice spotting basic and nonbasic 
nitrogen atoms. Most nonbasic 
(pyrrole-like) nitrogens have three 


single bonds, and a lone pair in a 

p orbital. Most basic (pyridine-like) 
nitrogens have a double bond in the 
ring, and their lone pair in an sp? 
hybrid orbital. 


HY + NG NL — INS NS oN ge = Ni JN + Ht 
4 H uw H aw H H~ 
imidazole protonated imidazole imidazole 


Purine has an imidazole ring fused to a pyrimidine ring. Purine has three basic 
nitrogen atoms and one pyrrole-like nitrogen. 
Pyrimidine and purine derivatives serve in DNA and RNA to specify the genetic 


code. Imidazole derivatives enhance the catalytic activity of enzymes. We will consider 


these important heterocyclic derivatives in more detail in Chapters 23 and 24. 
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Application: Chemotherapy 


Blocking DNA synthesis usually kills more 
cancer cells than healthy cells because 
cancer cells divide rapidly, which requires 
rapid DNA synthesis. A number of purine 
and pyrimidine analogs are useful as anti- 
cancer drugs. For example, 5-fluorouracil 
blocks the enzyme that produces thymi- 
dine, a key base in DNA, and kills many 
cancer cells as well as some healthy cells. 


O 
FE. H 


5-fluorouracil 


Application: Sulfur in Coal 


Coal contains thiophene and other 
organic and inorganic sulfur-containing 
compounds. Burning the coal releases 
SO; into the air, which contributes to 
acid rain. Microorganisms have evolved 
to use thiophene and other sulfur com- 
pounds as food sources. Such microor- 
ganisms show promise for desulfurizing 
coal to produce a cleaner-burning 
product. 
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# 
PROBLEM 16-17 


Show which of the nitrogen atoms in purine are basic, and which one is not basic. For the 
nonbasic nitrogen, explain why its nonbonding electrons are not easily available to become 
protonated. 


( PROBLEM 16-18 


The proton NMR spectrum of 2-pyridone gives the chemical shifts shown. 


H 7.26 O 
6.15 H ae H 6.57 H3C : ee 
7.31H N O wo 
H | 
H 
2-pyridone thymine 


(a) Is 2-pyridone aromatic? 

(b) Use resonance forms to explain your answer to (a). Also explain why the protons at 
6 7.31 and 6 7.26 are more deshielded than the other two (6 6.15 and 6 6.57). 

(c) Thymine is one of the heterocyclic bases found in DNA. Do you expect thymine to be 
aromatic? Explain. 

(d) The structure of 5-fluorouracil is shown in the box at the side of the page. Is 5-fluorouracil 
aromatic? Explain. 


16-9D Furan and Thiophene 


Furan is an aromatic five-membered heterocycle similar to pyrrole, but in furan the 
heteroatom is oxygen instead of nitrogen. The classical structure for furan (Figure 16-14) 
shows that the oxygen atom has two lone pairs of electrons. The oxygen atom is sp 
hybridized, and one of the lone pairs occupies an sp” hybrid orbital. The other lone 
pair occupies the unhybridized p orbital, combining with the four electrons in the 
double bonds to give an aromatic sextet. Furan has a resonance energy of 67 kJ/mol 
(16 kcal/mol). 


—— 
:C—H 
—— 
cyclopentadienyl 


six pi electrons 


— —— 
=N—H :S* 
—, —— 
pyrrole thiophene 


six pi electrons six pi electrons 


six pi electrons 


FIGURE 16-14  Pyrrole, furan, and thiophene are isoelectronic with the cyclopentadienyl anion. In furan and thiophene, the pyrrole N— 
H bond is replaced by a nonbonding pair of electrons in the sp* hybrid orbital. 
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Thiophene is similar to furan, with a sulfur atom in place of the furan oxygen. 
The bonding in thiophene is similar to that in furan, except that the sulfur atom uses 
an unhybridized 3p orbital to overlap with the 2p orbitals on the carbon atoms. The 
resonance energy of thiophene is 121 kJ/mol (29 kcal/mol). 


( PROBLEM 16-19 


Explain why each compound is aromatic, antiaromatic, or nonaromatic. 


/ Mes =N eo @ 
(a) “0” (b) © Ng 


isoxazole 1,3-thiazole 


pyran 
>NH> 
S 
S N: 
(f eS @ loko 
N NO 
H | 
rr 1,2-dihydropyridine H 
y-pyrone cytosine 


XS 


( PROBLEM 16-20 


Borazole, B3N3H,, is an unusually stable cyclic compound. Propose a structure for borazole, 
and explain why it is aromatic. 


16-10 Polynuclear Aromatic Hydrocarbons 


The polynuclear aromatic hydrocarbons (abbreviated PAHs or PNAs) are composed 
of two or more fused benzene rings. Fused rings share two carbon atoms and the bond 
between them. 


Naphthalene Naphthalene (Ci Hg) is the simplest fused aromatic compound, con- 
sisting of two fused benzene rings. We represent naphthalene by using one of the three 
Kekulé resonance structures or using the circle notation for the aromatic rings. 


H 4H H 4H 
; : H H H H 
wh 2 
> 
: ; H H H H 
H 4H H 4H 


naphthalene 


The two aromatic rings in naphthalene contain a total of 10 pi electrons. Two iso- 
lated aromatic rings would contain 6 pi electrons in each aromatic system, for a total 
of 12. The smaller amount of electron density gives naphthalene less than twice the 
resonance energy of benzene: 252 kJ/mol (60 kcal/mol), or 126 kJ (30 kcal), per aro- 
matic ring, compared with benzene’s resonance energy of 151 kJ/mol (36 kcal/mol). 


Anthracene and Phenanthrene As the number of fused aromatic rings increases, the 
resonance energy per ring continues to decrease and the compounds become more 
reactive. Tricyclic anthracene has a resonance energy of 351 kJ/mol (84 kcal/mol), 
or 117 kJ (28 kcal), per aromatic ring. Phenanthrene has a slightly higher resonance 
energy of 381 kJ/mol (91 kcal/mol), or about 127 kJ (30 kcal), per aromatic ring. 
Each of these compounds has only 14 pi electrons in its three aromatic rings, compared 
with 18 electrons for three separate benzene rings. 


PROBLEM-SOLVING HINT 


A heteroatom with lone pairs (such 
as N, O, P. or S) can contribute at 
most one pair of electrons toward 
an aromatic system. If using one 
lone pair from the heteroatom 
gives an aromatic system, then it 
will usually share the electron pair. 
Pyrrole and furan are examples. 

But if using a lone pair from 

the heteroatom would give an 
antiaromatic system, then the lone 
pairs will not overlap with the pi 
system. The nitrogen in pyridine and 
the oxygen in Problem 16-19(h) are 
examples. 


H H 


H H 
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The black material in diesel exhaust 
consists of small particles that are rich 
in polynuclear aromatic hydrocarbons. 


xc 6 
a0) 

\ 
\ 

xc Ue 

xc Ue 
x 
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H H H H H 
anthracene phenanthrene 
(Only one Kekulé structure is shown for each compound.) 


Because they are not as strongly stabilized as benzene, anthracene and phenan- 
threne can undergo addition reactions that are more characteristic of their nonaromatic 
polyene relatives. Anthracene undergoes 1,4-addition at the 9- and 10-positions to give 
a product with two isolated, fully aromatic benzene rings. Similarly, phenanthrene 
undergoes 1,2-addition at the 9- and 10-positions to give a product with two fully 
aromatic rings. (Because they are less likely to be substituted, the bridgehead carbon 
atoms of fused aromatics are often left unnumbered.) 


H H H H 4H Br 
H 
Br, 
——_—_ 
CCl, 
H 
H H H H 4H Br 
(mixture of cis and — 
H 


phenanthrene (mixture of cis and trans) 


Z 
PROBLEM 16-21 


(a) Draw all the Kekulé structures of anthracene and phenanthrene. 

(b) Propose mechanisms for the two additions shown. 

(c) In Chapter 8, most of the additions of bromine to double bonds gave entirely anti 
stereochemistry. Explain why the addition to phenanthrene gives a mixture of syn 
and anti stereochemistry. 

(d) When the product from (c) is heated, HBr is evolved and 9-bromophenanthrene results. 
Propose a mechanism for this dehydrohalogenation. 


Larger Polynuclear Aromatic Hydrocarbons Larger polynuclear aromatic hydrocarbons 
have more fused rings than anthracene and phenanthrene, and they have less resonance 
energy per ring and are more reactive. In drawing most of these large PAHs, we must 
select which Kekulé structures to use to make their rings appear aromatic. There is a high 


16-11 


level of interest in the larger PAHs because they are formed in most combustion processes 
and many of them are carcinogenic (capable of causing cancer). The following three com- 
pounds, for example, are present in tobacco smoke. These compounds are so hazardous 
that laboratories must install special containment facilities to work with them, yet smokers 
expose their lung tissues to them every time they smoke a cigarette. 


DO oP ae 


pyrene benzo[a]pyrene dibenzopyrene 


Benzo[a]pyrene, one of the most thoroughly studied carcinogens, is formed when- 
ever organic compounds undergo incomplete combustion. For example, benzo[a]pyrene is 
found in chimney soot, in broiled steaks, and in cigarette smoke. Long before our ancestors 
learned to use fire, they were exposed to benzo[a]pyrene in the smoke and ash from forest 
fires. Its carcinogenic effects appear to result from its epoxidation to arene oxides, which 
can be attacked by nucleophilic sites of DNA. The resulting DNA derivatives cannot be 
properly transcribed. On replication, they cause errors that produce mutations in the genes. 


1 


te 
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benzo[a]pyrene 4,5-benzo[a]pyrene oxide 7,8-benzo[a]pyrene oxide 
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arene oxide 
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DNA polymer DNA polymer 


cytidine DNA derivative 
(a DNA base) 


16-11 Aromatic Allotropes of Carbon 


What do you get when you make an extremely large polynuclear aromatic hydrocarbon, 
with millions or billions of benzene rings joined together? You get graphite, one of the 
oldest-known forms of pure elemental carbon. Let’s consider how aromaticity plays a 
role in the stability of both the old and the new forms of carbon. 


Application: Carcinogenesis 


Benzola]pyrene in soot was the culprit 
for a large number of skin cancers in 
young boys who cleaned chimneys in 
the 1700s. The body transforms this 
compound to 4,5-benzo[a]pyrene oxide, 
a reactive epoxide that forms a covalent 
bond with DNA. 
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16-11A Allotropes of Carbon: Diamond 


We don’t normally think of elemental carbon as an organic compound. Historically, 
carbon was known to exist as three allotropes (elemental forms with different proper- 
ties): amorphous carbon, diamond, and graphite. 

“Amorphous carbon” refers to charcoal, soot, coal, and carbon black. These mate- 
rials are mostly microcrystalline forms of graphite. They are characterized by small 
particle sizes and large surface areas with partially saturated valences. These small 
particles readily absorb gases and solutes from solution, and they form strong, stable 
dispersions in polymers, such as the dispersion of carbon black in tires. 

Diamond is the hardest naturally occurring substance known. Diamond has a 
crystalline structure containing tetrahedral carbon atoms linked together in a three- 
dimensional lattice (Figure 16-15). This lattice extends throughout each crystal, so that 
a diamond is actually one giant molecule. Diamond is an electrical insulator because the 
electrons are all tightly bound in sigma bonds (length 1.54 A, typical of C—C single 
bonds), and they are unavailable to carry a current. 


FIGURE 16-15 Structures of 
diamond, graphite, and graphene. 
Diamond is a lattice of tetrahedral 
carbon atoms linked in a rigid three- 
dimensional array. Graphite consists of 
planar layers of fused aromatic rings. 
Graphene is a single layer of graphite 
one atom thick. 


diamond graphite graphene, a single layer of graphite 


16-11B Graphite 


Graphite has the layered planar structure shown in Figure 16-15. Within a layer, the C— C 
bond lengths are all 1.415 A which is fairly close to the C—C bond length in benzene 
(1.397 A). Between layers, the distance is 3.35 A which is about twice the van der Waals 
radius for carbon, suggesting there is little or no bonding between layers. The layers can 
easily cleave and slide across each other, making graphite a good lubricant. This layered 
structure also helps to explain graphite’s unusual electrical properties: It is a good electrical 
conductor parallel to the layers, but it resists electrical currents perpendicular to the layers. 

We picture each layer of graphite as a nearly infinite lattice of fused aromatic rings. 
All the valences are satisfied (except at the edges), and no bonds are needed between 
layers. Only van der Waals forces hold the layers together, consistent with their ability 
to slide easily over one another. The pi electrons within a layer can conduct electri- 
cal currents parallel to the layer, but electrons cannot easily jump between layers, so 
graphite is resistive perpendicular to the layers. 

Because of its aromaticity, graphite is slightly more stable than diamond, and the 
transition from diamond to graphite is slightly exothermic (AH° = —2.9 kJ/mol, or 
—0.7 kcal/mol). Fortunately for those who have invested in diamonds, the favorable 
conversion of diamond to graphite is exceedingly slow. Diamond (3.51 g/cm*) has 
a higher density than graphite (2.25 g/cm®), implying that graphite might be con- 
verted to diamond under very high pressures. Indeed, small industrial diamonds can 
be synthesized by subjecting graphite to pressures over 125,000 atm and temperatures 
around 3000 °C, using catalysts such as Cr and Fe. 

Andre Geim and Konstantin Novoselov (University of Manchester) received the 
2010 Nobel Prize in Physics for producing and characterizing graphene, which is a 
single layer of graphite one atom thick. They used adhesive tape to pull one layer away 
from the surface of a piece of graphite. Single-layer graphene is transparent, strong, 
and an excellent electrical conductor. It has been used to make transistors, and it holds 
great promise for touch-screen monitors if it can ever be mass-produced in large sheets. 


16-12 Fused Heterocyclic Compounds 


16-11C Fullerenes 


Around 1985, Kroto, Smalley, and Curl (Rice University) isolated a molecule of 
formula C¢q from the soot produced by using a laser (or an electric arc) to vaporize 
graphite. Molecular spectra showed that Cgo is unusually symmetrical: It has only 
one type of carbon atom by °C NMR (6143 ppm), and there are only two types of 
bonds (1.39 A and 1.45 A). Figure 16-16 shows the structure of C¢o, which was named 
buckminsterfullerene in honor of the American architect R. Buckminster Fuller, 
whose geodesic domes used similar five- and six-membered rings to form a curved roof. 
The C¢y molecules are sometimes called “buckyballs,” and these types of compounds 
(Co and similar carbon clusters) are called fullerenes. 

A soccer ball has the same structure as C¢o, with each vertex representing a carbon 
atom. All the carbon atoms are chemically the same. Each carbon serves as a bridgehead for 
two six-membered rings and one five-membered ring. There are only two types of bonds: 
the bonds that are shared by a five-membered ring and a six-membered ring (1.45 A) 
and the bonds shared between two six-membered rings (1.39 A). Compare these bond 
lengths with a typical double bond (1.33 A), a typical aromatic bond (1.40 A), and a typi- 
cal single bond (1.48 A between sp” carbons). It appears that the six-membered rings are 
aromatic, but the double bonds are partially localized between the six-membered rings, 
(Figure 16-16). These double bonds are less reactive than typical alkene double bonds, 
yet they do undergo some of the addition reactions of alkenes. 

Nanotubes (Figure 16-16) were discovered around 1991. These structures begin 
with half of the Cg, sphere, fused to a cylinder composed entirely of fused six-membered 
rings (as in a layer of graphite). Nanotubes have aroused interest because they are 
electrically conductive only along the length of the tube and they have an enormous 
strength-to-weight ratio. Thousands of tons of nanotubes are produced commercially 
each year. They are often added to polymer resins to make the cured polymers stronger, 
more heat resistant, or electrically conductive. They are also used as scaffolding to 
promote bone growth in tissue cultures, and as tips for atomic force microscope probes. 
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buckyball (C¢o) carbon nanotube 


FIGURE 16-16 Structure of C¢o 


and a carbon nanotube. Each carbon in 
Cg is a bridgehead carbon for a five- 
membered ring and two six-membered 
rings. A nanotube is a cylinder composed 
of aromatic six-membered rings similar 


to graphite. The end of the tube is half 


of a Céo sphere. Notice how the five- 
membered rings cause the structure to 


curve at the end of the tube. 


16-12 Fused Heterocyclic Compounds 


Purine is one of many fused heterocyclic compounds whose rings share two atoms 
and the bond between them. For example, the following compounds all contain fused 
heterocyclic aromatic rings: 


6 4 ‘ 4 


7 7 \ 8 be 7 


H H H 


Ne 4 teh 3 N: ; ~~ 3 
seEOCEOCECOT CCT CS: 
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purine indole benzimidazole quinoline benzofuran benzothiophene 
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I _N(CH2CH3)2 
COOH 
Vis 
CH, —Cmn H 
. 
\ NH) 
- 
H 
L-tryptophan, an amino acid benziodarone, a vasodilator LSD, a hallucinogen quinine, an antimalarial drug 


FIGURE 16-17 Examples of biologically active fused heterocycles. 


The properties of fused-ring heterocycles are generally similar to those of the simple 
heterocycles. Fused heterocyclic compounds are common in nature, and they are also 
used as drugs to treat a wide variety of illnesses. Figure 16-17 shows some fused 
heterocycles that occur naturally or are synthesized for use as drugs. 


PROBLEM 16-22 


F COOH Ciprofloxacin is a member of the fluoroquinolone class of antibiotics. 
| (a) Which of its rings are aromatic? 
oe N N (b) Which nitrogen atoms are basic? 


N hogs A (c) Which pon would you expect to appear between 66 and 68 in the proton NMR 
spectrum? 


ciprofloxacin 


16-13 Nomenclature of Benzene Derivatives 


Benzene derivatives have been isolated and used as industrial reagents for well over 
100 years. Many of their names are rooted in the historical traditions of chemistry. The 
following compounds are usually called by their historical common names, and almost 
never by the systematic IUPAC names: 


on on on OCH, 


common name: phenol toluene aniline anisole 
(benzenol) (methylbenzene) (benzenamine) (methoxybenzene) 


O 


oo oe OO 


common name: styrene acetophenone benzaldehyde benzoic acid 
(vinylbenzene) (methyl phenyl ketone) 


Many compounds are named as derivatives of benzene, with their substituents 
named just as though they were attached to an alkane. 


CH, e 
Ve \ _OH 
\ ‘, 
CH, 
tert-butylbenzene nitrobenzene ethynylbenzene benzenesulfonic acid 


(phenylacetylene) 
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Disubstituted benzenes are named using the prefixes ortho-, meta-, and para- to 


specify the substitution patterns. These terms are abbreviated o-, m-, and p-. Numbers 
can also be used to specify the substitution in disubstituted benzenes. 


ra 


1,2 or ortho 1,3 or meta 1,4 or para 
Cl Cl 
on © ~ oO - 
CO,H HO 
common name: o-dichlorobenzene m-chloroperoxybenzoic acid p-nitrophenol 
IUPAC name: 1,2-dichlorobenzene 3-chloroperoxybenzoic acid 4-nitrophenol 


With three or more substituents on the benzene ring, numbers are used to indicate 
their positions. Assign the numbers as you would with a substituted cyclohexane, to 
give the lowest possible numbers to the substituents. The carbon atom bearing the | |f the substitution pattern is 
functional group that defines the base name (as in phenol or benzoic acid) is assumed | ¥NKnown or unimportant, a structure 


PROBLEM-SOLVING HINT 


to be Cl. might be drawn with ambiguous 

positioning. For example, the 

NO, NO, COOH following structure might imply 

HO ortho-, meta-, or para-nitrophenol, 
or possibly a mixture of isomers. 
OH 
O,N NO, NO, HO OH 
1,3,5-trinitrobenzene 2,4-dinitrophenol 3,5-dihydroxybenzoic acid 


Many disubstituted benzenes (and polysubstituted benzenes) have historical names. 
Some of these are obscure, with no obvious connection to the structure of the molecule. 


CH, CH, COOH 
oO. iol on oe - 
CH, H.C CH, HO 
common name: m-xylene mesitylene o-toluic acid p-cresol 
IUPAC name: 1,3-dimethylbenzene 1,3,5-trimethylbenzene 2-methylbenzoic acid 4-methylphenol 


When the benzene ring is named as a substituent on another molecule, it is called 
a phenyl group. The pheny! group is used in the name just like the name of an alkyl 
group, and it is often abbreviated Ph (or #) in drawing a complex structure. 


CH,—C=C—CH, CH,—CH,—OH 
or Ph—CH, —C=C—CH, or Ph,O or PhCH,CH,OH 
1-phenylbut-2-yne diphenyl] ether 3-phenoxycyclohexene 2-phenylethanol 
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The seven-carbon unit consisting of a benzene ring and a methylene (—-CH, — ) 
group is often named as a benzyl group. Be careful not to confuse the benzyl group 
(seven carbons) with the phenyl group (six carbons). 


CH,Br CH,OH 
PROBLEM-SOLVING HINT 
A benzene ring substituent is a 
phenyl group (6 carbons). 
A benzyl group contains an addi- 
tional CH» group (7 carbons total). a phenyl group a benzyl group benzyl bromide benzyl alcohol 


(a-bromotoluene) 


Aromatic hydrocarbons are sometimes called arenes. An aryl group, abbreviated 
Ar, is the aromatic group that remains after the removal of a hydrogen atom from an 
aromatic ring. The phenyl! group, Ph, is the simplest aryl group. The generic aryl group 
(Ar) is the aromatic relative of the generic alkyl group, which we symbolize by R. 


Examples of aryl groups 
ae ass 4 
Application: Capsaicin 
» » a a 
Capsaicin is the main flavor | 
component of chili peppers (genus aN 2 
Capsicum). It is a strong irritant to NO, H3C N, 
mammals, but not to birds, who eat, the phenyl group the o-nitrophenyl group _—the p-tolyl group _ the 3-pyridyl group 


digest, and disperse the Capsicum 

seeds unharmed. Capsaicin produces 

a piquant burning sensation in the 

mouth (“heat”) that many people find Ar—MgBr Ar,O or Ar—O—Ar’ Ar—NH, Ar—SO,H 

pleasantly spicy. Capsaicin is also used an goo a diary] ether an arylamine an arylsulfonic acid 
romide 


Examples of the use of a generic aryl group 


medicinally in ointments and dermal 
patches to relieve pain in muscles and 
joints. 


( PROBLEM 16-23 


Draw and name all the chlorinated benzenes having from one to six chlorine atoms. 
N 


2 
PROBLEM 16-24 


Name the following compounds: 


CH,CH,C=CH CH=CH, 
NO, 
(a) (b) (©) (a) 
CH, 
COOH OH 
CH,OCH,CH, 
La . |e © or () C.,, (h) © 
OCH; 

Br NO, 


capsaicin 


16-14 Physical Properties of Benzene and Its Derivatives 


The melting points, boiling points, and densities of benzene and some derivatives are 
given in Table 16-1. Benzene derivatives tend to be more symmetrical than similar 
aliphatic compounds, so they pack better into crystals and have higher melting points. 


16-14 Physical Properties of Benzene and Its Derivatives 


TABLE 16-1 Physical Properties of Benzene Derivatives 
Compound mp (°C) bp (°C) Density (g/mL) 
benzene 6 80 0.88 
toluene =95 111 0.87 
ethylbenzene =95 136 0.87 
styrene —31 146 0.91 
ethynylbenzene —45 142 0.93 
fluorobenzene —41 85 1.02 
chlorobenzene —46 132 1.11 
bromobenzene —31 156 1.49 
iodobenzene —31 188 1.83 
nitrobenzene 6 211 1.20 
phenol 43 182 1.07 
anisole —37 156 0.98 
benzoic acid 122 249 1.31 
benzyl alcohol —15 205 1.04 
aniline —6 186 1.02 
o-xylene —26 144 0.88 
m-xylene —48 139 0.86 
p-xylene 13 138 0.86 
o-dichlorobenzene —17 181 1.31 
m-—dichlorobenzene —25 173 1.29 
p-dichlorobenzene 54 170 1.46 


For example, benzene melts at 6 °C, whereas hexane melts at —95 °C. Similarly, para- 
disubstituted benzenes are more symmetrical than the ortho and meta isomers, and they 
pack better into crystals and have higher melting points. 

The relative boiling points of many benzene derivatives are related to their dipole 
moments. For example, the dichlorobenzenes have boiling points that follow their 
dipole moments. Symmetrical p-dichlorobenzene has zero dipole moment and the 
lowest boiling point. m-Dichlorobenzene has a small dipole moment and a slightly 
higher boiling point. o-Dichlorobenzene has the largest dipole moment and the highest 
boiling point. Even though p-dichlorobenzene has the lowest boiling point, it has the 
highest melting point of the dichlorobenzenes because it packs best into a crystal. 


Cl Cl Cl Cl 
Cl Cl 
o-dichlorobenzene m-dichlorobenzene p-dichlorobenzene 
bp 181 °C bp 173 °C bp 170°C 
mp -17°C mp -25 °C mp 54 °C 


Benzene and other aromatic hydrocarbons are slightly denser than the nonaromatic 
analogs, but they are still less dense than water. The halogenated benzenes are denser 
than water. Aromatic hydrocarbons and halogenated aromatics are generally insoluble 
in water, although some derivatives with strongly polar functional groups (phenol, 
benzoic acid, etc.) are moderately soluble in water. 


851 


Application: Anesthetic 


OH 


propofol 


Propofol (2,6-diisopropylphenol) is a safe 
and effective intravenous 

anesthetic when used in an operating 
room under careful supervision. Pop star 
Michael Jackson died from the adminis- 
tration of propofol in 

combination with other drugs in a home 
setting to treat insomnia. 


Application: Pesticide 


Mothballs are composed of either 
p-dichlorobenzene or naphthalene. 
These two compounds are used because 
they are crystalline solids with high vapor 
pressures. Vapors permeate the clothes in 
a sealed closet or bag, but the odor dis- 
sipates when the clothes are aired out. 
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CHAPTER 16 


Aromatic Compounds 


16-15 Spectroscopy of Aromatic Compounds 


Infrared Spectroscopy (Review) Aromatic compounds are readily identified by their 
infrared spectra because they show a characteristic C=C stretch around 1600 cm |. 
This is a lower C=C stretching frequency than for isolated alkenes (1640 to 
1680 cm!) or conjugated dienes (1620 to 1640 cm !) because the aromatic bond 
order is only about 15. The aromatic bond is therefore less stiff than a normal double 


bond, and it vibrates at a lower frequency. 


O- 0) t= 


bond order = 15 | 
v = 1600cm™! 


Similarly to alkenes, aromatic compounds show unsaturated —C—H stretching 
just above 3000 cm‘! (usually around 3030 cm™'). The combination of the aromatic 
C=C stretch around 1600 cm™! and the =C —H stretch just above 3000 cm leaves 
little doubt of the presence of an aromatic ring. The sample spectra labeled Compounds 
4,5, and 7 in Chapter 12 (pages 635-636) show compounds containing aromatic rings. 


NMR Spectroscopy (Review) Aromatic compounds give readily identifiable 'H NMR 
signals around 6 7 to 6 8, strongly deshielded by the aromatic ring current (Section 13-5B). 
In benzene, the aromatic protons absorb around 6 7.2. The signals may be moved farther 
downfield by electron-withdrawing groups such as carbonyl, nitro, or cyano groups, or 
upfield by electron-donating groups such as hydroxy, alkoxy, or amino groups. 

Nonequivalent aromatic protons that are ortho or meta usually split each other. 
The spin-spin splitting constants are about 8 Hz for ortho protons and 2 Hz for meta 
protons. Figures 13-11, 13-18, 13-24, 13-29, and 13-31 show proton NMR spectra of 
aromatic compounds. 

Aromatic carbon atoms absorb around 6120 to 6150 in the C NMR spectrum. 
Alkene carbon atoms can also absorb in this spectral region, but the combination of 
'3C NMR with 'H NMR or IR spectroscopy usually leaves no doubt about the presence 
of an aromatic ring. 


Mass Spectrometry The most common mass spectral fragmentation of alkylbenzene 
derivatives is the cleavage of a benzylic bond to give a resonance-stabilized benzylic 
cation. For example, in the mass spectrum of n-butylbenzene (Figure 16-18), the base 
peak is at m/z 91, from the benzyl cation. The benzyl cation may rearrange to give 
the aromatic tropylium ion. Alkylbenzenes frequently give ions corresponding to the 
tropylium ion at m/z 91. 


Ultraviolet Spectroscopy The ultraviolet spectra of aromatic compounds are quite 
different from those of nonaromatic polyenes. For example, benzene has three absorp- 
tions in the ultraviolet region: an intense band at A,,,, = 184nm (€ = 68,000), a 
moderate band at Ay, = 204nm(€ = 8800), and a characteristic low-intensity 
band of multiple absorptions centered around 254 nm (€ = 200 to 300). In the UV 
spectrum of benzene in Figure 16-19, the absorption at 184 nm does not appear 
because wavelengths shorter than 200 nm are not accessible by standard UV-visible 
spectrometers. 

All three major bands in the benzene spectrum correspond to 7 — 7* transitions. 
The absorption at 184 nm corresponds to the energy of the transition from one of the 
two HOMOs to one of the two LUMOs. The weaker band at 204 nm corresponds to a 
“forbidden” transition that would be impossible to observe if benzene were always an 
unperturbed, perfectly hexagonal structure. 
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FIGURE 16-18 The mass spectrum 
of n-butylbenzene has its base peak 
at m/z 91, corresponding to cleavage 
of a benzylic bond. The fragments are 
a benzyl cation and a propyl radical. 
The benzyl cation rearranges to the 
tropylium ion, detected at m/z 91. 


The most characteristic part of the spectrum is the band centered at 
254 nm, called the benzenoid band. About three to six small, sharp peaks (called 
fine structure) usually appear in this band. Their molar absorptivities are weak, 
usually 200 to 300. These benzenoid absorptions correspond to additional forbidden 
transitions. 

Simple benzene derivatives show most of the characteristics of benzene, includ- 
ing the moderate band in the 210-nm region and the benzenoid band in the 260-nm 
region. Alkyl and halogen substituents increase the values of A,,,, by about 5 nm, 
as shown by the examples in Table 16-2. An additional conjugated double bond 
can increase the value of A,,,x by about 30 nm, as shown by the UV spectrum of 
styrene in Figure 16-19. 


248 


a 
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a) 


benzene 


180 200 220 240 260 280 300 


FIGURE 16-19 Ultraviolet spectra 
of benzene and styrene. 
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Essential Terms 


TABLE 16-2 Ultraviolet Spectra of Benzene and Some Derivatives 


Compound Structure Moderate Band Benzenoid Band 
» max(nm) € » max(nm) € 
benzene Ss 204 8,800 254 250 
CH,CH, 
ethylbenzene CY 208 7,800 260 220 
CH, 
m-xylene ad 212 7,300 264 300 
a CH, 
a Br 
bromobenzene 210 7,500 258 170 
QQ 
ANS 
styrene 248 15,000 282 740 
QQ 


PROBLEM 16-25 


The UV spectrum of 1-phenylprop-2-en-1-ol shows an intense absorption at 220 nm and a 
weaker absorption at 258 nm. When this compound is treated with dilute sulfuric acid, it rear- 
ranges to an isomer with an intense absorption at 250 nm and a weaker absorption at 290 nm. 
Suggest a structure for the isomeric product and propose a mechanism for its formation. 


aliphatic compound 
allotropes 


annulenes 


aromatic compound 


antiaromatic compound 


arenes 


An organic compound that is not aromatic. (p. 821) 


Different forms of an element with different properties. For example, diamond, graphite, and 
fullerenes are different allotropic forms of elemental carbon. (p. 846) 


Cyclic hydrocarbons with alternating single and double bonds. (p. 824) 


[6]annulene (benzene) [10]annulene (cyclodecapentaene) 


A cyclic compound containing some number of conjugated double bonds, characterized by an 
unusually large resonance energy. (pp. 822, 829) 

To be aromatic, all its ring atoms must have unhybridized p orbitals that overlap to form a con- 
tinuous ring. In most cases, the structure must be planar and have (4N+2) pi electrons, with N 
being an integer. Delocalization of the pi electrons over the ring results in a lowering of the 
electronic energy. 

A compound that has a continuous ring of p orbitals, as in an aromatic compound, but delocaliza- 
tion of the pi electrons over the ring increases the electronic energy. (p. 830) 

In most cases, the structure must be planar and have (4N) pi electrons, with N being an integer. 

Aromatic hydrocarbons, usually based on the benzene ring as a structural unit. (p. 850) 
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aryl group (abbreviated Ar) The aromatic group that remains after taking a hydrogen atom off an aromatic ring; the 


benzenoid band 

benzyl group (PhCH2— ) 
buckminsterfullerene 
degenerate orbitals 
diamond 


fullerenes 


fused rings 
heterocyclic compound 
aromatic heterocycle: 


Hiickel’s rule 


Kekulé structure 
nanotubes 
nonaromatic compound 


ortho 
meta 
para 


phenyl group (Ph or @) 


polygon rule 


polynuclear aromatic 


compounds 


aromatic equivalent of the generic alkyl group (R). (p. 850) 


The weak band around 250 to 270 nm in the UV spectra of benzenoid aromatics. This band is 
characterized by multiple sharp absorptions (fine structure). (p. 853) 


The seven-carbon unit consisting of a benzene ring and a methylene group. (p. 850) 

(“buckyballs”) A common name for the Cgg molecule with the same symmetry as a soccer ball. 
The arrangement of five-membered and six-membered rings is similar to that in a geodesic 
dome. (p. 847) 

Orbitals having the same energy. (p. 826) 

The hardest, densest, and most transparent allotrope of carbon. “A girl's best friend,” according 
to Marilyn Monroe. (p. 846) 


A common generic term for carbon clusters similar to Cgp (buckminsterfullerene) and compounds 
related to them. (p. 847) 


Rings that share a common carbon-carbon bond and its two carbon atoms. (p. 843) 
(heterocycle) A cyclic compound in which one or more of the ring atoms is not carbon. (p. 839) 


A heterocyclic compound that fulfills the criteria for aromaticity and has a substantial 
resonance energy. 


A cyclic molecule or ion that has a continuous ring of overlapping p orbitals will be 


1. aromatic if the number of pi electrons is (4N+2), with N being an integer. 
2. antiaromatic if the number of pi electrons is (4N), with N being an integer. (p. 830) 


A classical structural formula for an aromatic compound, showing localized double bonds. 
(p. 821) 


A common term for carbon tubes consisting of a cylinder of fused graphite-like six-membered 
rings and ending with half of a Cgg sphere. (p. 847) 


Neither aromatic nor antiaromatic; lacking the continuous ring of overlapping p orbitals 
required for aromaticity or antiaromaticity. (p. 830) 


Having a 1,2-relationship on a benzene ring. (p. 849) 
Having a 1,3-relationship on a benzene ring. (p. 849) 
Having a 1,4-relationship on a benzene ring. (p. 849) 


ortho (1,2) meta (1,3) para (1,4) 


The benzene ring, minus one hydrogen atom, when named as a substituent on another 
molecule. (p. 849) 


The energy diagram of the MOs of a regular, completely conjugated cyclic system has the same 
polygonal shape as the compound, with one vertex (the all-bonding MO) at the bottom. The 
nonbonding line cuts horizontally through the center of the polygon. (p. 829) 


Energy diagrams 


a oo «> 4 to 


cyclobutadiene cyclopentadienyl cation cyclopentadieny] anion tropylium ion 


benzene 


Aromatic compounds with two or more fused aromatic rings. Naphthalene is a polynuclear 
aromatic 


hydrocarbon (PAH or PNA). Indole is a polynuclear aromatic heterocycle. (p. 843) 


CO 
H 


naphthalene indole 
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resonance energy 


tropylium ion 
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The extra stabilization provided by delocalization, compared with a localized structure. For aromatic 
compounds, the resonance energy is the extra stabilization provided by the delocalization of 
the electrons in the aromatic ring. (p. 823) 


The cycloheptatrienyl cation. This cation is aromatic (see the energy diagram above), and is 


frequently found at m/z 91 in the mass spectra of alkylbenzenes. (p. 836) 


Essential Problem-Solving Skills in Chapter 16 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 


Explain how to construct the molecular orbitals of a conjugated cyclic system similar to 
benzene and cyclobutadiene. Use the polygon rule to draw the energy diagram, and fill 
in the electrons to show whether a given compound or ion is aromatic or antiaromatic. 


Problems 16-11 and 16-48 


Use Huckel’s rule to predict whether a given annulene, heterocycle, or ion will be 
aromatic, antiaromatic, or nonaromatic. 


Problems 16-29, 32, 33, 35, 40, 
43, 44, 50, and 51 


For heterocycles containing nitrogen atoms, determine whether nitrogen’s lone pairs 
are used in the aromatic system, and predict whether the nitrogen atom is strongly 
or weakly basic. 


Problems 16-34, 35, 43, and 44 


Recognize fused aromatic systems such as polynuclear aromatic hydrocarbons and 
fused heterocyclic compounds, and use the theory of aromatic compounds to explain 
their properties. 


Problems 16-33 and 43 


Name aromatic compounds, and draw their structures from the names. 


Problems 16-26, 27, and 28 


Predict the properties of aromatic compounds and the effects that aromatic rings 
have on neighboring parts of the molecule. 


Problems 16-29, 33, 36, 39, 41, 
and 47 


Given an aromatic compound, predict the distinguishing features of its spectra. 


Use IR, NMR, UV, and mass spectra to determine the structures of aromatic compounds. 


Problems 16-38, 44, 45, 46, 48, 
and 51 


Study Problems 


16-26 Draw the structure of each compound. 
(a) p-nitroanisole (b) 2,3-dimethoxyphenol 
(d) 3-nitroaniline (e) p-chlorotoluene 
(g) o-bromostyrene (h) 3,4-dimethoxybenzaldehyde 
(j) potassium cyclopentadienide (k) 2-phenylpropan-2-ol 
(m) o-toluenesulfonic acid (n) m-xylene 
16-27. Name the following compounds: 
(a) Cl (b) OCH, (c) COOH 
| as 
ZA 
NO, NY Br 
Cl Br 
CH, 
(e) COOH (f) OH (8) | CHCH,CH, 
Cl Cl 
Cl 
Cl 


CHO 


(c) 
(f) 
(i) 
() 


m-aminobenzoic acid 
o-divinylbenzene 
tropylium bromide 
benzyl ethyl ether 


(0) 2-benzylpyridine 


(d) 


OCH, 


CH,O* . . 


Study Problems 857 


16-28 = Draw and name all the phenols, methylphenols, and hydroxyphenols. 
16-29 — Four pairs of compounds are shown. In each pair, one of the compounds reacts more quickly, or with a more favorable 
equilibrium constant, than the less ee system. In each case, explain the enhanced reactivity. 


(a) O (b) LO. Cl O. CCl 


LS ionizes more readily inn [J 
1a more basic than a 
(d) HO O_O HO 
“on more easily — CL is more acidic than Ww 
ZA 


16-30 One of the following hydrocarbons is much more acidic than the others. Indicate which one, and explain why it is unusu- 


TTT" 


16-31 In Kekulé’s time, cyclohexane was unknown, and there was no proof that benzene must be a six-membered ring. 
Determination of the structure relied largely on the known numbers of monosubstituted and disubstituted benzenes, 
together with the knowledge that benzene did not react similarly to a normal alkene. The following C¢Hg structures were 


the likely candidates: 


(localized double bonds) 


(a) Show where the six hydrogen atoms are in each structure. 

(b) For each structure, draw all the possible monobrominated derivatives (C¢H;Br) that would result from randomly sub- 
stituting one hydrogen with a bromine. Benzene was known to have only one monobromo derivative. 

(c) For each of the structures that had only one monobromo derivative in part (b), draw all the possible dibromo 
derivatives. Benzene was known to have three dibromo derivatives, but resonance theory was unknown at 
the time. 

(d) Determine which structure was most consistent with what was known about benzene at that time: Benzene 
gives one monobrominated derivative and three dibrominated derivatives, and it gives negative chemical tests 
for an alkene. 

(e) The structure that was considered the most likely structure for benzene is called Ladenburg benzene, after the chemist 
who proposed it. What factors would make Ladenburg benzene relatively unstable, in contrast with the stability 
observed with real benzene? 

16-32 = The following molecules and ions are grouped by similar structures. Classify each as aromatic, antiaromatic, or 
nonaromatic. For the aromatic and antiaromatic species, give the number of pi electrons in the ring. 


(b) 


A A A () cy ay o % ‘ 
a fa i @) UN, AS 2 
‘¢, cS e { y) (2 Cl S ~ | 


H 


—~~- 


Zt 


(continued) 
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16-33 


16-34 


16-35 


(e) CO O. (f) H H H H 
| | | | NZ SN SN ON Nn? NC 
2 7 7 au 
H 


(g) u CH, 


BO Gd6¢ 


Azulene is a deep-blue hydrocarbon with resonance energy of 205 kJ/mol (49 kcal/mol). Azulene has ten pi electrons, so 
it might be considered as one large aromatic ring. Its electrostatic potential map shows one ring to be highly electron-rich 

(red) and the other to be electron-poor (blue). The dipole moment is unusually large (1.0 D) for a hydrocarbon. Show how 
this charge separation might arise. 


— 
= 


azulene 


Each of the following heterocycles includes one or more nitrogen atoms. Classify each nitrogen atom as strongly basic or 
weakly basic, according to the availability of its lone pair of electrons. 


(a) AN (b) H © or? ( 


d) H =~ 
, N YS 
Ds/ , ZN 
a h 
O 
Some of the following compounds show aromatic properties, and others do not. 


1. Predict which ones are likely to be aromatic, and explain why they are aromatic. 
2. Predict which nitrogen atoms are more basic than water and which are less basic. 


(a) t (b) O (c) O (dd) oO (e) 
| | O 
O || | 
O SS : Y 
Y 2 @® 4H (h) =H @® 4H (j) NH, 
Oo a aA 
N N | A 
+ N~ So 
H 
(kj) 4H (@) (m) (Ce) (0) O 


OO wm Od 


Study Problems 859 
16-36 The benzene ring alters the reactivity of a neighboring group in the benzylic position much as a double bond alters the 
reactivity of groups in the allylic position. 


H 
of 
H,C=CH—CH,—R € \-cn.— € \-cuar ( \-< 
H 


allylic position benzyl group benzylic position benzyl radical 


Benzylic cations, anions, and radicals are all more stable than simple alkyl! intermediates. 


(a) Use resonance forms to show the delocalization (over four carbon atoms) of the positive charge, unpaired electron, 
and negative charge of the benzyl cation, radical, and anion. 


(b) Toluene reacts with bromine in the presence of light to give benzyl bromide. Propose a mechanism for this reaction. 


h 
€ Sa, # Br —> € Sc: + HBr 


toluene benzyl bromide 


(c) Which of the following reactions will have the faster rate and give the better yield? Use a drawing of the transition 
state to explain your answer. 


N aOCH, 

CH,Br ~CH,OH CH,OCH, 
N aOCH, 

CH,Br ~CH,OH CH,OCH, 


Before spectroscopy was invented, Kérner’s absolute method was used to determine whether a disubstituted benzene 
derivative was the ortho, meta, or para isomer. K6rner’s method involves adding a third group (often a nitro group) and 


determining how many isomers are formed. For example, when o-xylene is nitrated (by a method shown in Chapter 17), 
two isomers are formed. 


16-37 


CH, CH, O,N CH, 


CH, CH, CH, 


(a) How many isomers are formed by nitration of m-xylene? 
(b) How many isomers are formed by nitration of p-xylene? 
(c) A turn-of-the-century chemist isolated an aromatic compound of molecular formula CgH,Br>. He carefully nitrated 


this compound and purified three isomers of formula C5H;Br,NO>. Propose structures for the original compound and 
the three nitrated derivatives. 
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16-38 = For each NMR spectrum, propose a structure consistent with the spectrum and the additional information provided. 
(a) Elemental analysis shows the molecular formula to be CgH7OCI. The IR spectrum shows a moderate absorption at 
1602 cm‘! and a strong absorption at 1690 cm“!. 


200 180 160 140 120 100 80 60 40 20 0 
CDCl 
js ee 
Le 
= 
(a) CgH7OClI 9) 


i) 


TMS 
10 9 5 « 3 2 i 0 
6 (ppm) 
(b) The mass spectrum shows a double molecular ion of ratio 1:1 at m/z 184 and 186. 
200 180 160 140 120 100 80 60 40 20 0 


nium Stn amistad el Coon Oo 


6 (ppm) 


Nn 


SESSA BESoor 
4 


16-39 — Recall (Section 16-10) that two positions of anthracene sometimes react more like polyenes than 


like aromatic compounds. O O 
(a) Draw a Kekulé structure that shows how the reactive positions of anthracene are the ends of nana 
a diene, appropriate for a Diels—Alder reaction. 
(b) The Diels—Alder reaction of anthracene with maleic anhydride is a common organic lab 
experiment. Predict the product of this Diels—Alder reaction. 


maleic anhydride 


16-40 


16-41 


16-42 


*16-43 


Study Problems 861 


Bipheny] has the following structure. 

(a) Is biphenyl a (fused) polynuclear aromatic hydrocarbon? 

(b) How many pi electrons are there in the two aromatic rings of biphenyl? How does this num- 
ber compare with that for naphthalene? 

(c) The heat of hydrogenation for biphenyl is about 418 kJ/mol (100 kcal/mol). Calculate the 
resonance energy of biphenyl. 

(d) Compare the resonance energy of bipheny! with that of naphthalene and with that of two benzene rings. Explain the 
difference in the resonance energies of naphthalene and bipheny]. 

Anions of hydrocarbons are rare, and dianions of hydrocarbons are extremely rare. The following hydrocarbon reacts with 


two equivalents of butyllithium to form a dianion of formula [CyHo]*~ . Propose a structure for this dianion, and suggest why it 
forms so readily. 


biphenyl] 


+ 2CH.Li — [CH dit, + 2CHof 


How would you convert the following compounds to aromatic compounds? 
(a) (b) ° Pp Cl (d) = Re vH (e) (f) VO 
OH ~/ “H [ AL 
Cl 


The ribonucleosides that make up ribonucleic acid (RNA) are composed of b-ribose (a sugar) 
and four heterocyclic “bases.” The general structure of a ribonucleoside is shown here. 


The four heterocyclic bases are cytosine, uracil, guanine, and adenine. Cytosine and uracil are 
called pyrimidine bases because their structures resemble pyrimidine. Guanine and adenine are called 
purine bases because their structures resemble purine. 


OH OH 


a ribonucleoside 


NH, O O NH, 
H H 
Sn NT n~~-N SN Nn ne SN 
a ox had| oo ox 
Ao Ao Ly | atte KA? 
H H H 


H H 


pyrimidine cytosine uracil purine guanine adenine 


*16-44 


(a) Determine which rings of these bases are aromatic. 

(b) Predict which nitrogen atoms are basic. 

(c) Do any of these bases have easily formed tautomers that are aromatic? (Consider moving a proton from nitrogen to a 
carbonyl group to form a phenolic derivative.) 


Consider the following compound, which has been synthesized and characterized: 


(a) Assuming this molecule is entirely conjugated, do you expect it to be aromatic, antiaro- (CH ;);C C(CH;)3 
matic, or nonaromatic? \ 

(b) Why was this molecule synthesized with three tert-butyl substituents? Why not make I=N, 
the unsubstituted compound and study it instead? (CH,),C . 


(c) Do you expect the nitrogen atom to be basic? Explain. Why doesn’t nitrogen’s lone 
pair overlap with the double bonds to give a total of six electrons in the pi system? 

(d) Atroom temperature, the proton NMR spectrum shows only two singlets of ratio 1:2. The smaller signal remains 
unchanged at all temperatures. As the temperature is lowered to — 110 °C, the larger signal broadens and separates 
into two new singlets, one on either side of the original chemical shift. At —110 °C, the spectrum consists of three 
separate singlets of areas 1:1:1. Explain what these NMR data indicate about the bonding in this molecule. How does 
your conclusion based on the NMR data agree with your prediction in part (a)? 


862 CHAPTER 16 Aromatic Compounds 


16-45 — A student found an old bottle labeled “thymol” on the stockroom shelf. After noticing a pleasant odor, she obtained the 
following mass, IR, and NMR spectra. The NMR peak at 6 4.8 disappears on shaking with D,O. Propose a structure for 
thymol, and show how your structure is consistent with the spectra. Propose a fragmentation to explain the MS peak at 
m/z 135, and show why the resulting ion is relatively stable. 


100 I 
|. 135 
80 
a i. thymol 
= 60 
3 L M* (150) 
5 40 
s - 
20 |. 
| \, tu iui f u ail, I I 


0 7 I | I T 1 1 T 1 T ji 
10' 20'30'40'50 60. 70. 80 90 100 110 120' 130 140 150° 160 
mlz 


wavelength (um) 


2.5 3 3:5 4 4.5 5 5.5 6 7 8 9 10 11 12 13 14 15 16 
100 fj 1 I mI i 1 1 1 1 1 : 1 1 
i bal 
80 
% 
T 
R 
A 
60]/| N 
s 
M thymol 
40| 7 
A 
N 
c 
E 
20 
0 ! 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 


wavenumber (cm -) 


200 180 160 140 120 100 80 60 40 20 0 
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*16-46 =Anunknown compound gives the following mass, IR, and NMR spectra. Propose a structure, and show how it is consis- 
tent with the spectra. Show the fragmentations that give the prominent peaks at m/z 127 and 155 in the mass spectrum. 
bal 127 155 
Mt 
a0 (170) 
oO 
= 60 
3 L 
= 40 
3 | 
20 | 
0 n rt T [ T T ils T T L a T T 
10 20 30 40 50 60 70 80 90 100 110 120 130 140 150 160 170 180 
wavelength (um) 
ice 3 3:5 4 4.5 5 535 6 7 8 9 10 11 12 13 14 15 16 
Mme Ni To 
80 
% 
T 
R 
A 
60) N 
s 
M 
i 
u 
40], t 
A 
N 
c 
E 
20 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 
wavenumber (cm *) 
200 180 160 140 120 100 80 60 40 20 0 
Offset: 40 ppm 
po 


16-47 


6 (ppm) 


Hexahelicene seems a poor candidate for optical activity because all its carbon atoms 
are sp” hybrids and presumably flat. Nevertheless, hexahelicene has been synthe- 
sized and separated into enantiomers. Its optical rotation is enormous: [a@]p = 3700°. 
Explain why hexahelicene is optically active, and speculate as to why the rotation is 
so large. 


hexahelicene 
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16-48 


16-49 


16-50 


16-51 


Draw just the bonding 7-MO’s for the cycloheptatrienyl cation. Draw the energy diagram to show the relative energies of 
all the MO’s, and show which orbitals the electrons would occupy in the ground state. Predict whether this ion is aromatic, 
antiaromatic, or nonaromatic. 

The proton NMR chemical shifts of the hydrogens in pyridine are shown. These are typical aromatic chemical shifts, 
except that the ortho protons (on the carbons bonded to nitrogen) are deshielded to 6 8.60. A suitable oxidizing agent (such 
as a peroxyacid) can add an oxygen atom to pyridine to give pyridine N-oxide. The effect of this added oxygen atom is to 
shift the ortho protons upfield from 6 8.60 to 6 8.19. The meta protons are shifted downfield from 6 7.25 to 6 7.40. The 
para protons are shifted upfield, from 6 7.64 to 6 7.32. Explain this curious effect, shifting some protons upfield and others 
downfield. 


o 
N H 68.60 Ni LH 88.19 
> oxidation = 
—> || 
AH 57.25 A™H 57.40 
H 657.64 H 67.32 
pyridine pyridine N-oxide 


Chlorophyll is the general name for a family of compounds present in algae and green plants. These molecules use the 
energy in sunlight to convert carbon dioxide and water into carbohydrates and other energy sources. At the heart of 
chlorophyll (shown below) is a large-ring magnesium complex called a chlorin. Circle each double bond in the large 
cyclic conjugated pi system that makes it aromatic. How many pi electrons are in this aromatic system? 


chlorin ring system 


chlorophyll a 


NMR has been used to probe many molecular properties, including aromaticity. One of the interesting electronic effects of 
aromatic systems is the shielding of protons located inside, above, or below the cyclic pi system, often moving the NVR 
peak to the right of TMS and giving it a negative shift value as shown by structure A. Apply this principle to structures B 
({16]-annulene) and C (the dianion of [16]-annulene). Explain the effects observed in the absorptions of the two protons 
shown, with one of them becoming much more shielded and one becoming more deshielded. 


H 65.40 H 68.83 


B, [16]-annulene Cc 
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20 


alkylbenzene 


NO, NO, NH) NH, 
HNO, Fe 
H,SO, ST - CL HCI(aq) . 
R R R R 


alkylnitrobenzene 


alkylated anilines 


tees 


aniline dyes 


Aromatic compounds undergo many reactions, but relatively few reactions that affect 
the bonds in the aromatic ring itself. Most of these reactions are unique to aromatic 
compounds. A large part of this chapter is devoted to electrophilic aromatic substitution, 
the most important mechanism involved in the reactions of aromatic compounds. Many 
reactions of benzene and its derivatives are explained by minor variations of electro- 
philic aromatic substitution. We will study several of these reactions and then consider 
how substituents on the ring influence its reactivity toward electrophilic aromatic sub- 
stitution and the regiochemistry seen in the products. We will also study other reac- 
tions of aromatic compounds, including nucleophilic aromatic substitution, addition 
reactions, reactions of side chains, and special reactions of phenols. 


17-1 Electrophilic Aromatic Substitution 


Like an alkene, benzene has clouds of pi electrons above and below its sigma bond 
framework. Although benzene’s pi electrons are in a stable aromatic system, they are 
available to attack a strong electrophile to give a carbocation. This resonance-stabilized 
carbocation is called a sigma complex because the electrophile is joined to the benzene 
ring by a new sigma bond. 


Goals for Chapter 17 


1 Understand the mechanisms 

of electrophilic and nucleophilic 
aromatic substitutions. Predict the 
products of these reactions and use 
them in syntheses. 


2 Explain how substituents on the 
aromatic ring promote substitution 
at some positions but not at others. 


3 Predict the coupling products of 
organometallic substitutions, and 
use them in syntheses. 


4 Predict the products of oxidation 
and reduction of the aromatic 

ring, including hydrogenation, 
chlorination, and Birch reduction. 
Predict the products of the 
oxidation of phenols. 


<\n 1856, German chemists treated 
aniline and alkyl-substituted anilines with 
sulfuric acid, obtaining deeply colored 
pigments from repeated electrophilic 
aromatic substitutions of anilines with 
each other. This discovery of aniline dyes 
allowed chemists to make synthetic dyes 
much more cheaply and efficiently than 
dyes that were harvested from natural 
resources. For example, the aniline dye 
mauvine quickly replaced royal purple, a 
very expensive dye that was laboriously 
harvested from sea snails. 
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X-H —|H 


attack on an electrophile sigma complex substituted 


—~<_ 


B—H 


The sigma complex (also called an arenium ion) is not aromatic because the 
sp® hybrid carbon atom interrupts the ring of p orbitals. Loss of aromaticity contrib- 
utes to the highly endothermic nature of this first step. The sigma complex regains 
aromaticity either by a reversal of the first step (returning to the reactants) or by loss of 
the proton on the tetrahedral carbon atom, leading to the aromatic substitution product. 

The overall reaction is the substitution of an electrophile (E*) for a proton (H*) 
on the aromatic ring: electrophilic aromatic substitution. This class of reactions 
includes substitutions by a wide variety of electrophilic reagents. Because it enables 
us to introduce functional groups directly onto the aromatic ring, electrophilic aromatic 
substitution is the most important method for synthesis of substituted aromatic 
compounds. 


KEY MECHANISM 17-1 Electrophilic Aromatic Substitution 


Step 1: Attack on the electrophile forms the sigma complex. 


H 4H [| H oH H a. Hw | 
H H H 
H H ——> H <-> H <> H 
eng E E E 
H # H 4H H 4H H 4H 


sigma complex (arenium ion) 


Step 2: Loss of a proton regains aromaticity and gives the substitution product. 


H H H H 


Be Gage — 
H > H \ poE + base-H 


H H H H 
EXAMPLE: lodination of toluene 
Preliminary step: Formation of the electrophile, I* (the iodine cation). 
41, + H* + HNO; —> I* + NO, + HZO 


Step 1: Attack on the electrophile forms the sigma complex. 


H H H 
H IT 
CH CH CH 


3 3 3 CH 


17-2 Halogenation of Benzene 867 
Step 2: Deprotonation regains aromaticity and gives the substitution product. 


HO 


I + HO: —=> +  H30* 
CH; CH; 


(plus other isomers) 


PROBLEM 17-1 


Step 2 of the iodination of benzene shows water acting as a base and removing a proton from the sigma complex. We did not 
consider the possibility of water acting as a nucleophile and attacking the carbocation, as in an electrophilic addition to an 
alkene. Draw the reaction that would occur if water reacted as a nucleophile and added to the carbocation. Explain why this 
type of addition is rarely observed. 


17-2 Halogenation of Benzene 


Bromination of Benzene Bromination follows the general mechanism for electro- 
philic aromatic substitution. Bromine itself is not sufficiently electrophilic to react 
with benzene, and the formation of Br” is difficult. A strong Lewis acid such as FeBr3 
catalyzes the reaction, however, by forming a complex with Bry that reacts like Br™. 
Bromine donates a pair of electrons to FeBr3, forming a stronger electrophile with a 
weakened Br—Br bond and a partial positive charge on one of the bromine atoms. 
Attack by benzene forms the sigma complex. Bromide ion from FeBry, acts as a weak 
base to remove a proton from the sigma complex, giving the aromatic product and 
HBr, and regenerating the catalyst. 


MECHANISM 17-2 Bromination of Benzene 
Step 1: Formation of a stronger electrophile. 


é 
‘ir—Br + FeBr, == |:Br—Br—FeBr, 
Br, - FeBr, intermediate 
(a stronger electrophile than Br,) 


Step 2: Electrophilic attack and formation of the sigma complex. 


H H H H 
H H : H Br H Br H Br 
aay Br-c Br—FeBr, — <2 a —_— y + FeBr; 
H H H H H H H H 
H H H H 


sigma complex 


Step 3: Loss of a proton gives the products. 


Br FeBr; 
Es Ha H Br 


H H 
H 


bromobenzene 
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FIGURE 17-1 The energy diagram 
for the bromination of benzene shows 
that the first step is endothermic and 
rate-limiting and the second step is 
strongly exothermic. 
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rate-limiting 
transition state 


reactants 
+ Br, 
+ FeBr, 


-45 kJ/mol 


CK Br ~FeBr 4 


intermediate products 


Br + HBr 
or + FeBr, 


energy ————> 


reaction coordinate —————> 


Formation of the sigma complex is rate-limiting, and the transition state leading 

to it occupies the highest-energy point on the energy diagram (Figure 17-1). This step 
is strongly endothermic because it forms a nonaromatic carbocation. The second step 
is exothermic because aromaticity is regained and a molecule of HBr is evolved. The 
overall reaction is exothermic by 45 kJ/mol (10.8 kcal/mol). 
Comparison with Alkenes Benzene is not as reactive as alkenes, which react rapidly 
with bromine at room temperature to give addition products (Section 8-8). For example, 
cyclohexene reacts to give trans-1,2-dibromocyclohexane. This reaction is exothermic 
by about 121 kJ/mol (29 kcal/mol). 


H 


AH® = -121 kJ 
(- 29 kcal) 


+ Br, 2 


H 


The analogous addition of bromine to benzene is endothermic because it requires 
the loss of aromatic stability. The addition is not seen under normal circumstances. The 
substitution of bromine for a hydrogen atom gives an aromatic product. The substitu- 
tion is exothermic, but it requires a Lewis acid catalyst to convert bromine to a stronger 
electrophile. 


H H 2” 
i 
+ B, % AH? = +8KJ 
H H Br (+2 kcal) 
H 
H 
H H Br 
FeBr, 
+ IBF, —> + HBr AH? = -45kJ 
bromobenzene 


(80%) 
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Chlorination of Benzene Chlorination of benzene works much like bromination, 
except that aluminum chloride (AICI,) is most often used as the Lewis acid catalyst. 


H Cl 
AICI, 
+ Cl, ——_ = + HCl 
benzene chlorobenzene 
(85%) 
PROBLEM 17-2 PROBLEM-SOLVING HINT 
Propose a mechanism for the aluminum chloride—catalyzed reaction of benzene with chlorine. Note that the three resonance forms 


of the sigma complex show the 


lodination of Benzene —Jodination of benzene requires an acidic oxidizing agent, such positive charge on the three carbon 
as nitric acid. Nitric acid is consumed in the reaction, so it is a reagent (an oxidant) atone ortho and para to the site of 
rather than a catalyst. substitution. 


H I 
+ 31, + HNO; — + NO, + HO 


benzene iodobenzene (85%) 


Iodination probably involves an electrophilic aromatic substitution with the iodine 
cation (I*) acting as the electrophile. The iodine cation results from oxidation of iodine 
by nitric acid. 


H* + HNO, + 41, — I* + NO, + HO 
iodine 
cation 


17-3 Nitration of Benzene 


Benzene reacts with hot, concentrated nitric acid to give nitrobenzene. This sluggish 
reaction is hazardous because a hot mixture of concentrated nitric acid with any 
oxidizable material might explode. A safer and more convenient procedure uses a 
mixture of nitric acid and sulfuric acid. Sulfuric acid is a catalyst, allowing nitration to 
take place more rapidly and at lower temperatures. 


+ HNO, Bi dec oO: H,0 


nitrobenzene (85%) 


The mechanism is shown next. Sulfuric acid reacts with nitric acid to form the nitronium 
ion (‘NO,), a powerful electrophile. The mechanism is similar to other sulfuric acid— 
catalyzed dehydrations. Sulfuric acid protonates the hydroxy group of nitric acid, allow- 
ing it to leave as water and form a nitronium ion. The nitronium ion reacts with benzene 
to form a sigma complex. Loss of a proton from the sigma complex gives nitrobenzene. 


MECHANISM 17-3 Nitration of Benzene 


Preliminary steps: Formation of the nitronium ion, NO}. 
Nitric acid has a hydroxy group that can become protonated and leave as water, similar to the dehydration of an alcohol. 
To uct 1p 
H—O—N=0O: +t H--o—s—o—H — H— o7h — O: + HSO; == = N= O: a H,O: 


we | nitronium ion 
O 


(continued ) 
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Electrophilic aromatic substitution by the nitronium ion gives nitrobenzene. 


Step 1: Attack on the electrophile forms the sigma complex. 


benzene nitronium ion 


OF q OF Hy OF 


sigma complex 


Step 2: Loss of a proton gives nitrobenzene. 


H : re) i 
- 
s ey HSO; 7 Sy 
- as = + H,SO, 
H H H H 
H H 
sigma complex nitrobenzene 


(resonance-delocalized) 


Application: Drug Synthesis 


p-Nitrotoluene is the starting point for 
the syntheses of benzocaine and pro- 
caine, two compounds used as local 
anesthetics. (See Section 19-20C.) 


oe _-OCH)CH>R 


NH 


benzocaine (R = H) 
procaine (R = NEt,) 


benzene 


Aromatic nitro groups are easily reduced to amino (— NH,) groups by treatment 
with an active metal such as tin, zinc, or iron in dilute acid. Nitration followed by reduc- 
tion is often the best method for adding an amino group to an aromatic ring. 


HNO; Zn, Sn, or Fe ff \ 
nC) sar ®ve ag C8 


an alkylbenzene a nitrated alkylbenzene a substituted aniline 


PROBLEM 17-3 


p-Xylene undergoes nitration much faster than benzene. Use resonance forms of the sigma 
complex to explain this accelerated rate. 


17-4 Sulfonation of Benzene 


We have already used esters of p-toluenesulfonic acid as activated derivatives of alcohols 
with a good leaving group, the tosylate group (Section 11-5). p-Toluenesulfonic acid is 
an example of an arylsulfonic acid (general formula Ar — SO3H), which are often used 
as strong acid catalysts that are soluble in nonpolar organic solvents. Arylsulfonic acids 
are easily synthesized by sulfonation of benzene derivatives, an electrophilic aromatic 
substitution using sulfur trioxide (SO3) as the electrophile. 


O O- 
H,SO, | lee 
+ 80, —— : —OH <> S*-OH 
O O- 


sulfur trioxide benzenesulfonic acid (95%) 
“Fuming sulfuric acid” is the common name for a solution of 7% SO3 in H,SOx,. 


Sulfur trioxide is the anhydride of sulfuric acid, meaning that the addition of water to 
SO; gives H,SO,4. Although it is uncharged, sulfur trioxide is a strong electrophile, 
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with three sulfonyl (S =O) bonds drawing electron density away from the sulfur atom. 
Benzene attacks sulfur trioxide, forming a sigma complex. Loss of a proton on the 
tetrahedral carbon and reprotonation on oxygen gives benzenesulfonic acid. 
:0 ae 
oa bs os ja 
Q: O70: io So: 


sulfur trioxide, a powerful electrophile 


MECHANISM 17-4 Sulfonation of Benzene 


Sulfur trioxide is a powerful electrophile. 
Step 1: Attack on the electrophile forms the sigma complex. 


O: 
0: 
O H 


benzene sulfur trioxide sigma complex 
(resonance-delocalized) 


Step 2: Loss of a proton regenerates an aromatic ring. 


Z 
SX 
“SO 


sigma complex benzenesulfonate anion 
Step 3: The sulfonate group may become protonated in strong acid. 
OH 
\; a 
SS 
SO 


benzenesulfonic acid 


Sulfonation is economically important because alkylbenzene sulfonates are widely 
used as detergents. Sulfonation of an alkylbenzene (R = unbranched Cj )—C,,4) gives 
an alkylbenzenesulfonic acid, which is neutralized with base to give an alkylbenzene 
sulfonate detergent. Detergents are covered in more detail in Section 25-4. 


I I 
SO NaOH 
R ——=> R S—OH ——> R S—O- Nat 
ai I I 
O O 
an alkylbenzene an alkylbenzenesulfonic acid an alkylbenzenesulfonate 


detergent 
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Application: Detergents 


Sulfonated aromatic compounds are 
released into the environment from 
industrial and domestic uses of deter- 
gents. Environmental microbes easily 
metabolize alkylbenzenesulfonates with 
unbranched alkyl groups, so these com- 
pounds are considered to be biodegrad- 
able. 

The first synthetic detergents had 
branched alkyl groups. These branched 
alkylbenzenesulfonates are not easily 
biodegradable, and they accumulated in 
the environment. Lakes and rivers began 
to foam, and wildlife suffered from the 
surfactant properties of the detergents, 
which allowed water to wet their nor- 
mally waterproof fur and feathers. 
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PROBLEM 17-4 


Use resonance forms to show that the dipolar sigma complex shown in the sulfonation of 
benzene has its positive charge delocalized over three carbon atoms and its negative charge 
delocalized over three oxygen atoms. 


Desulfonation Sulfonation is reversible, and a sulfonic acid group may be removed 
from an aromatic ring by heating in dilute sulfuric acid. In practice, steam is often 
used as a source of both water and heat for desulfonation. 


SO,H H 


H,A _H', A (heat) | 
—— + 


+ HO H,SO, 


benzenesulfonic acid benzene (95%) 


Desulfonation follows the same mechanistic path as sulfonation, except in the 
opposite order. A proton adds to a ring carbon to form a sigma complex, and then loss 
of sulfur trioxide gives the unsubstituted aromatic ring. Excess water removes SO; from 
the equilibrium by hydrating it to sulfuric acid. 


O 
so; ae H 
2 PRS 
eG == I == + SO, 
H H®? H 
(resonance-delocalized) (SO, + HO “=? H,SO,) 


Protonation of the Aromatic Ring; Hydrogen—Deuterium Exchange Desulfonation 
involves protonation of an aromatic ring to form a sigma complex. Similarly, if 
a proton attacks benzene, the sigma complex can lose either of the two protons 
at the tetrahedral carbon. We can prove that a reaction has occurred by using a 
deuterium ion (D*) rather than a proton and by showing that the product contains 
a deuterium atom in place of hydrogen. This experiment is easily accomplished by 
adding SO; to some D,O (heavy water) to generate D,SO4. Benzene reacts to give a 
deuterated product. 


D 
My H | D D 
ee :O—D . 
D 7 + H—O—D 
H (D,0*) H 
H 


(resonance-delocalized) 


The reaction is reversible, and at equilibrium the final products reflect the D/H 
ratio of the solution. A large excess of deuterium gives a product with all six of the 
benzene hydrogens replaced by deuterium. This reaction serves as a synthesis of 


benzene-d, (CgD¢), acommon NMR solvent. 
D 
D D 
D D 
D 
benzene-d, 


large excess 
D a a 4/D,0 
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17-5 Nitration of Toluene: The Effect of 
Alkyl Substitution 


Up to now, we have considered only benzene as the substrate for electrophilic aromatic 
substitution. To synthesize more complicated aromatic compounds, we need to consider 
the effects other substituents might have on further substitutions. For example, toluene 
(methylbenzene) reacts with a mixture of nitric and sulfuric acids much like benzene 
does, but with some interesting differences: 


1. Toluene reacts about 25 times faster than benzene under the same conditions. 
We say that toluene is activated toward electrophilic aromatic substitution and 
that the methyl group is an activating group. 

2. Nitration of toluene gives a mixture of products, primarily those resulting from 
substitution at the ortho and para positions. Because of this preference, we say 
that the methyl group of toluene is an ortho, para-director. 
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CH, 


CH, CH, CH, 
HNO, 
H,SO, 7 - 
NO, O.N 
NO, 
toluene o-nitrotoluene m-nitrotoluene p-nitrotoluene 
(60%) (4%) (36%) 


These product ratios show that the orientation of substitution is not random. If each 
C—H position were equally reactive, there would be equal amounts of ortho and meta 
substitution and half as much para substitution: 40% ortho, 40% meta, and 20% para. 
This is the statistical prediction based on the two ortho positions, two meta positions, 
and just one para position available for substitution. 


CH, 
ortho ortho 
meta meta 
para 


two ortho positions 

The rate-limiting step (the highest-energy transition state) for electrophilic aro- 
matic substitution is the first step, formation of the sigma complex. This step is where 
the electrophile bonds to the ring, determining the substitution pattern. We can explain 
both the enhanced reaction rate and the preference for ortho and para substitution by 
considering the structures of the intermediate sigma complexes. In this endothermic 
reaction, the structure of the transition state leading to the sigma complex resembles 
the product, the sigma complex (Hammond postulate, Section 4-14). We are justified 
in using the stabilities of the sigma complexes to indicate the relative energies of the 
transition states leading to them. 

When benzene reacts with the nitronium ion, the resulting sigma complex has the 
positive charge distributed over three secondary (2°) carbon atoms. 


NO, NO, NO, 
<—> Sd 
2° 2° oe 


In ortho or para substitution of toluene, the positive charge is spread over two secondary 
carbons and one tertiary (3°) carbon (bearing the CH; group). 


two meta positions one para Lae 


Benzene 


ve 


y NO, 


Application: Nitro Compounds 


Aromatic nitro compounds are com- 
ponents of many drugs and other con- 
sumer products. For example, nitromide 
(3,5-dinitrobenzamide) is a potent anti- 
bacterial agent, and Ultrastiss (5-nitro- 
2-propoxyaniline) is 4100 times as sweet 
as cane sugar. 


e NO, 
| 
H,N—C 
NO, 
nitromide 
(3,5-dinitrobenzamide) 
NH, 
CH,CH,CH,0 
NO, 
Ultrasiiss 


(5-nitro-2-propoxyaniline) 
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Reactions of Aromatic Compounds 


Ortho attack 


CH, : CH. CH, CH, 
y NO, NO, NO, NO, 
H H H 
3° (favorable) 2° 2 
Para attack 

CH, CH, CH, CH, 

2 . . ‘ . 
H NO, H NO, H NO, H NO, 

a 3° (favorable) 2° 


Because the sigma complexes for ortho and para attack have resonance forms 
with tertiary carbocations, they are more stable than the sigma complex for nitration of 
benzene. Therefore, the ortho and para positions of toluene react faster than benzene. 

The sigma complex for meta substitution has its positive charge spread over three 
2° carbons; this intermediate is similar in energy to the intermediate for substitution of 
benzene. Therefore, meta substitution of toluene does not show the large rate enhance- 
ment seen with ortho and para substitution. 


CH, CH, CH, 
—_ —_! <— 
NO, NO, NO, 
H H H 


H 
2 
NO, 2° 2° oe 


Meta attack 
CH, 


The methyl group in toluene is electron-donating; it stabilizes the intermediate sigma 
complex and the rate-limiting transition state leading to its formation. This stabilizing effect 
is large when it is situated ortho or para to the site of substitution and the positive charge is 
delocalized onto the tertiary carbon atom. When substitution occurs at the meta position, 
the positive charge is not delocalized onto the tertiary carbon, and the methyl group has a 
smaller effect on the stability of the sigma complex. Figure 17-2 compares the reaction- 
energy diagrams for nitration of benzene and toluene at the ortho, meta, and para positions. 


FIGURE 17-2 Energy profiles 
with an activating group. The methyl 
group of toluene stabilizes the sigma 
complexes and the transition states 
leading to them. This stabilization 

is most effective when the methyl 
group is ortho or para to the site of 
substitution. 


benzene 


CH, 
ortho, para 
: OL 
NO, 
CH, CH, 
— H 
po 
= CH, NO, 
oO 
@ or H NO, 


+ *NO, 


reaction coordinate —————_> 
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17-6 Activating, Ortho, Para-Directing Substituents 


The methyl! group is not the only substituent that activates the benzene ring toward further 
substitution at the ortho and para positions. In this section, we consider other groups that 
share this effect, and in the next section we look at groups that have the opposite effect. 


17-6A Alkyl Groups 


The results observed with toluene are general for any alkylbenzene undergoing elec- 
trophilic aromatic substitution. Substitution ortho or para to the alkyl group gives a 
transition state and an intermediate with the positive charge shared by the tertiary 
carbon atom. As a result, alkylbenzenes undergo electrophilic aromatic substitution 
faster than benzene, and the products are predominantly ortho- and para-substituted. 
An alkyl group is therefore an activating substituent, and it is ortho, para-directing. 
This effect is called inductive stabilization because the alkyl group donates electron 
density through the sigma bond joining it with the benzene ring. 

The reaction of ethylbenzene with bromine, catalyzed by ferric bromide, is another 
example of an electrophilic aromatic substitution that is enhanced by inductive stabili- 
zation. As with toluene, the rates of formation of the ortho- and para-substituted isomers 
are greatly enhanced with respect to the meta isomer. 


CH,CH, CH,CH, CH,CH, CH,CH, 


Br 
ie ~ ‘ ri 
FeBr, 
Br 
Br 


ethylbenzene o-bromo m-bromo p-bromo 
(38%) (< 1%) (62%) 


e 
PROBLEM 17-5 


(a) Draw a detailed mechanism for the FeBr3-catalyzed reaction of ethylbenzene with 
bromine, and show why the sigma complex (and the transition state leading to it) is 
lower in energy for substitution at the ortho and para positions than it is for substitution 
at the meta position. 

L (b) Explain why m-xylene undergoes nitration 100 times faster than p-xylene. 


a 
PROBLEM 17-6 


Styrene (vinylbenzene) undergoes electrophilic aromatic substitution much faster than 
benzene, and the products are found to be primarily ortho- and para-substituted styrenes. 
Use resonance forms of the intermediates to explain these results. 


S 


17-6B Substituents with Nonbonding Electrons 


Alkoxy Groups Anisole (methoxybenzene) undergoes nitration about 10,000 times 
faster than benzene and about 400 times faster than toluene. This result seems curious 
because oxygen is a strongly electronegative group, yet it donates electron density to sta- 
bilize the transition state and the sigma complex. Recall that the nonbonding electrons of 
an oxygen atom adjacent to a carbocation stabilize the positive charge through resonance. 


sot 
C0; <> Sen 9 "| 


each atom has eight 
valence electrons 


only six 
valence electrons 


The EPM of anisole shows the aromatic 
ring to be electron-rich (red), consistent 
with the observation that anisole is 
strongly activated toward reactions 
with electrophiles. 
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The second resonance form puts the positive charge on the electronegative 
oxygen atom, but it has more covalent bonds, and it provides each atom with an octet 
in its valence shell. This type of stabilization is called resonance stabilization, and 
the oxygen atom is called resonance-donating or pi-donating because it donates 
electron density through a pi bond in one of the resonance structures. Like alkyl 
groups, the methoxy group of anisole preferentially activates the ortho and para 


positions. 
OCH, OCH, OCH, OCH, 
HNO, ne 
H,SO, - 
NO, 
NO, 
anisole o-nitroanisole m-nitroanisole p-nitroanisole 


(31%) (2%) (67%) 


Resonance forms show that the methoxy group effectively stabilizes the 
sigma complex if it is ortho or para to the site of substitution, but not if it is meta. 
Resonance stabilization is provided by a pi bond between the — OCH; substituent 
and the ring. 


Ortho attack 


:OCH, :OCH, +OCH, :OCH, :OCH, 
H H H H 
~ 
NO, —> NO, “*? NO, |) *"~ NO; *—* NO, 


Meta attack 


:OCH, :OCH, :OCH, :OCH, 
+ 
NO, —> H <> on <— Os 
Ze 


Para attack 


:OCH, :OCH, :OCH, +OCH, :OCH, 
—_> <— << <—_ 
} : . . 
tio H NO, H NO, H NO, H NO, 
2 especially stable 


A methoxy group is so strongly activating that anisole quickly brominates in water 
without a catalyst. In the presence of excess bromine, this reaction proceeds to the 
tribromide. 
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:OCH, :OCH, 
Br Br 
3 Br, 
0” + 3HBr 
Br 
anisole 2,4,6-tribromoanisole 
(100%) 


PROBLEM 17-7 


Propose a mechanism for the bromination of ethoxybenzene to give o- and p-bromoethoxy- 
benzene. 


Amine Groups Like an alkoxy group, a nitrogen atom with a nonbonding pair of 
electrons serves as a powerful activating group. For example, aniline undergoes a 
fast bromination (without a catalyst) in bromine water to give the tribromide. Sodium 
bicarbonate is added to neutralize the HBr formed and to prevent protonation of the 
basic amino (— NH,) group (see Problem 17-10). 


‘NH, :NH, 
Br Br 
3 Br, 
H,O ? + 3 HBr 
NaHCO, 
t tralize HB 7 
ogeeyaen ne) Br The EPM of aniline shows the aromatic 
aniline 2,4,6-tribromoaniline ring to be even more electron-rich (red) 
(100%) than that of anisole. 


Nitrogen’s nonbonding electrons provide resonance stabilization to the sigma complex 
if attack takes place ortho or para to the position of the nitrogen atom. 


Ortho attack Para attack 
H._ + ~H H. + 7H 
CNH, a SN’ Br- (NH: “NT Br 
Y7[_ br 
es H = 
__ Br . 
(plus other resonance forms) Br_Br H Br 


(plus other resonance forms) 


PROBLEM 17-8 


Draw all the resonance forms for the sigma complexes corresponding to bromination of 
aniline at the ortho, meta, and para positions. 


Thus, any substituent with a lone pair of electrons on the atom bonded to the 
ring can provide resonance stabilization to a sigma complex. Several examples 
are illustrated next in decreasing order of their activation of an aromatic ring. All 
these substituents are strongly activating, and they are all ortho, para-directing. 
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SUMMARY Activating, Ortho, Para-Directors 


Groups 


(no lone pairs) 
Compounds 


_ eZ . 
:O: iN *OH 


phenoxides anilines phenols pheny] ethers anilides alkylbenzenes 


PROBLEM 17-9 


When bromine is added to two beakers, one containing phenyl tert-buty] ether and the other 
containing cyclohexene, the bromine color in both beakers disappears. What observation 
could you make while performing this test that would allow you to distinguish the alkene 
from the aryl ether? 


17-7 Deactivating, Meta-Directing Substituents 


Nitrobenzene is about 100,000 times /ess reactive than benzene toward electrophilic 
aromatic substitution. For example, nitration of nitrobenzene requires concentrated 
nitric and sulfuric acids at temperatures above 100 °C. Nitration proceeds slowly, giv- 
ing the meta isomer as the major product. 


dinitrobenzenes 
O, NO, NO, NO, 
NO, 
HNO,, 100 °C ‘ re 
H,SO, 
nitrobenzene 
NO, 
ortho (6%) meta (93%) para (0.7%) 


These results should not be surprising. We have already seen that a substituent on 
a benzene ring has its greatest effect on the carbon atoms ortho and para to the substitu- 
ent. An electron-donating substituent activates primarily the ortho and para positions, 
and an electron-withdrawing substituent (such as a nitro group) deactivates primarily 
the ortho and para positions. 


electron-donating electron-withdrawing 


Ww 


G D 
“AF SZ Se 


| | | 


ortho and para most activated deactivated 
strongly affected 
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This selective deactivation leaves the meta positions the most reactive, and meta 
substitution is seen in the products. Meta-directors, often called meta-allowing sub- 
stituents, deactivate the meta position less than the ortho and para positions, allowing 
meta substitution. 

We can show why the nitro group is a strong deactivating group by considering 
its resonance forms. No matter how we position the electrons in a Lewis dot diagram, 
the nitrogen atom always has a formal positive charge. 


0, O. 
J . WA ° 
i a a 
O Hq : O = 


The positively charged nitrogen inductively withdraws electron density from the aro- 
matic ring. This aromatic ring is less electron-rich than benzene, so it is deactivated 
toward reactions with electrophiles. 

The following reactions show why this deactivating effect is strongest at the ortho 
and para positions. Each sigma complex has its positive charge spread over three carbon 
atoms. In ortho and para substitution, one of the carbon atoms bearing this positive charge 
is the carbon attached to the positively charged nitrogen atom of the nitro group. Because 
like charges repel, this close proximity of two positive charges is especially unstable. 


Ortho attack 


+ charges adjacent 


-O O -O O -O O 
* % oS XH 
+N +N +N 
cE H H 
om, E <> E <—_ 
especially unstable 
Meta attack 
-O O -O O -O O 
\. 4 Se AH \._ 4 
+N +N +N 
meta 
ee = 
Para attack 
me) O me) O 
\. @ “FH 
+N +N 
para, <— <> 
Et H E HE 


especially unstable 
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The EPM of nitrobenzene shows the 
aromatic ring to be electron-poor (blue 
tinge), consistent with the observation 
that nitrobenzene is deactivated toward 
reactions with electrophiles. 
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Application: Safer Explosives 


OH 
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O.N NO; 


NO, 

picric acid 
Picric acid (2,4,6-trinitrophenol) was 
used to replace nitroglycerin (see 
Section 11-13B) during World War | as 
a safer high explosive for artillery shells. 
Nitroglycerin is sensitive to shock and 
occasionally detonated within the artillery 
barrel. Picric acid is made from phenol, 
which is activated toward EAS to intro- 
duce the three nitro groups. 
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In the sigma complex for meta substitution, the carbon bonded to the nitro group 
does not share the positive charge of the ring. This is a more stable situation because 
the positive charges are farther apart. As a result, nitrobenzene reacts primarily at the 
meta position. We can summarize by saying that the nitro group is a deactivating group 
and that it is a meta-director (or meta-allower). 

The energy diagram in Figure 17-3 compares the energies of the transition states 
and intermediates leading to ortho, meta, and para substitution of nitrobenzene with 
those for benzene. Notice that a higher activation energy is involved for substitution of 
nitrobenzene at any position, resulting in slower reaction rates than for benzene. 

Just as activating substituents are all ortho, para-directors, most deactivating sub- 
stituents are meta-directors. In general, deactivating substituents are groups with a 
positive charge (or a partial positive charge) on the atom bonded to the aromatic ring. 
As we saw with the nitro group, this positively charged atom repels any positive charge 
on the adjacent carbon atom of the ring. Of the possible sigma complexes, only the 
one corresponding to meta substitution avoids putting a positive charge on this ring 
carbon. For example, the partial positive charge on a carbonyl carbon allows substitu- 
tion primarily at the meta position: 


Ortho attack 


= 5- 
CH3 : en aati ON es + charges adjacent 
6* 6* 
O.N NO, Et H (unfavorable) 
xs E 
+ + 
NO (1) @ + charge here in other 
2 acetophenone resonance forms 
TNT 
fact a Meta attack 
TNT (2,4,6-trinitrotoluene) replaced picric ee 
acid because TNT is more difficult to sO. CH, ORG _CH, 
detonate, making it safer to handle. The 5+ gtC + charge here in other 
standard procedure for casting shaped (4) resonance forms 
charges is to melt the TNT, pour it into (+) Thisktemna complex dees mot plats 
a mold, and allow it to re-solidify in the the positive charge on the ring 
desired shape. Et E carbon bearing the carbonyl group. 
FIGURE 17-3 Energy profiles with Sao NO, NO, 
a deactivating group. Nitrobenzene *P H 
is deactivated toward electrophilic E 
aromatic substitution at any position, 
but deactivation is strongest at the NO, 
ortho and para positions. Reaction ig HE 
occurs at the meta position, but it is benzene 
slower than the reaction with benzene. H 
E 

ro 

a H 

5 E 

a 

a 

oO 

2 

a 

+ *E 


reaction coordinate ————_»> 
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The following summary table lists some common substituents that are deactivat- 


ing and meta-directing. Resonance forms are also given to show how a positive charge 
arises on the atom bonded to the aromatic ring. 


SUMMARY Deactivating, Meta-Directors 


Resonance Forms Example 


O~ 


nitrobenzene 


benzenesulfonic acid 


C)-cen 


benzonitrile 


1 
Ora 


acetophenone 


1 
R (C)-t-ocn, 


methyl benzoate 


7 
Cie, F 
quaternary 


ammonium trimethylanilinium 
iodide 


PROBLEM 17-10 


In an aqueous solution containing sodium bicarbonate, aniline reacts quickly with bromine 
to give 2,4,6-tribromoaniline. Nitration of aniline requires very strong conditions, however, 
and the yields (mostly m-nitroaniline) are poor. 
(a) What conditions are used for nitration, and what form of aniline is present under 
these conditions? 
(b) Explain why nitration of aniline is so sluggish and why it gives mostly meta 
substitution. 
*(c) Although nitration of aniline is slow and gives mostly meta substitution, nitration 
of acetanilide (PhRNHCOCH3) goes quickly and gives mostly para substitution. Use 
resonance forms to explain this difference in reactivity. 
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less electron-rich 


Ortho attack 


(: charge here in = 
eS forms 


+ “Aa 


bromonium ion 
(plus other structures) 


PROBLEM-SOLVING HINT 


Remember which substituents 
are activating and which are 


deactivating. Activators are ortho, 
para-directing, and deactivators 
are meta-directing, except for the 
halogens. 


Reactions of Aromatic Compounds 


17-8 Halogen Substituents: Deactivating, but 
Ortho, Para-Directing 


The halobenzenes are exceptions to the general rules. Halogens are deactivating groups, 
yet they are ortho, para-directors. We can explain this unusual combination of proper- 
ties by considering that 


1. the halogens are strongly electronegative, withdrawing electron density from a 
carbon atom through the sigma bond (inductive withdrawal), and 

2. the halogens have nonbonding electrons that can donate electron density through 
pi bonding (resonance donation). 


These inductive and resonance effects oppose each other. The carbon—halogen 
bond (shown at left) is strongly polarized, with the carbon atom at the positive end 
of the dipole. This polarization draws electron density away from the benzene ring, 
making it less reactive toward electrophilic substitution. 

If an electrophile reacts at the ortho or para position, however, the positive charge 
of the sigma complex is shared by the carbon atom bearing the halogen. The non- 
bonding electrons of the halogen can further delocalize the charge onto the halogen, 
giving a halonium ion structure. This resonance stabilization allows a halogen to be 
pi-donating, even though it is sigma-withdrawing. 


Para attack Meta attack 


ae :Brt Br Br 
(+) 
) as 
- = H 
(+) Ee E 
/, () 
E H E no bromonium ion 


bromonium ion 
(plus other structures) 


Reaction at the meta position gives a sigma complex whose positive charge is not 
delocalized onto the halogen-bearing carbon atom. Therefore, the meta intermediate 
is not stabilized by the halonium ion structure. The following reaction illustrates the 
preference for ortho and para substitution in the nitration of chlorobenzene. 


Cl Cl Cl Cl 
HNO, 
+ 
H,SO, 
NO 
NO, 


chlorobenzene 
para 


(64%) 


ortho 
(35%) 


meta 
(1%) 


Figure 17-4 shows the effect of the halogen atom graphically, with an energy 
diagram comparing energies of the transition states and intermediates for electrophilic 
attack on chlorobenzene and benzene. Higher energies are required for the reactions of 
chlorobenzene, especially for attack at the meta position. 
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Cl 
meta H 
E 
cl" cit 
H 
benzene E 


potential energy ————> 


Cl 


reaction coordinate —————_> 


FIGURE 17-4 Energy profiles with 
halogen substituents. The energies of 
the intermediates and transition states 
are higher for chlorobenzene than for 
benzene. The highest energy results 
from substitution at the meta position; 
the energies for ortho and para 
substitution are slightly lower because 
of stabilization by the halonium ion 
structure. 


PROBLEM 17-11 

Draw all the resonance forms of the sigma complex for nitration of bromobenzene at the 
ortho, meta, and para positions. Point out why the intermediate for meta substitution is less 
stable than the other two. 


SUMMARY Directing Effects of Substituents 


o Donors Halogens Carbonyls 


Kk 
7 alkyl 


—NHCOCH, 


aryl (weak pi donor) 


ortho, para-directing 


meta-directing 


< ACTIVATING DEACTIVATING 


17-9 Effects of Multiple Substituents on Electrophilic 
Aromatic Substitution 


Two or more substituents exert a combined effect on the reactivity of an aromatic 
ring. If the groups reinforce each other, the result is easy to predict. For example, we 
can predict that all the xylenes (dimethylbenzenes) are activated toward electrophilic 
substitution because the two methyl groups are both activating. In the case of a nitro- 
benzoic acid, both substituents are deactivating, so we predict that a nitrobenzoic acid 
is deactivated toward attack by an electrophile. 
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CH, COOH OCH, 
CH, 
NO, NO, 
o-xylene m-nitrobenzoic acid m-nitroanisole 
activated deactivated not obvious 


The orientation of addition is also easy to predict in many cases. For example, in 
m-xylene there are two positions ortho to one of the methyl groups and para to the other. 
Electrophilic substitution occurs primarily at these two equivalent positions. There may 
be some substitution at the position between the two methyl groups (ortho to both), but 
this position is sterically hindered, and it is less reactive than the other two activated posi- 
tions. In p-nitrotoluene, the methyl group directs an electrophile toward its ortho positions. 
The nitro group directs toward the same locations because they are its meta positions. 


CH, CH, 
each is ortho as ae ae 
ieee hindered HNO, 
para to the indere HSO, 
other CH, cH, 
m-xylene 
: NO, 
major product 
(65%) 
CH, CH, 
tho to CH 
Zs HNO, 
3 
H,SO, 
NO, NO, 
p-nitrotoluene mater peodudl 
(99%) 


PROBLEM 17-12 


Predict the mononitration products of the following compounds. 


(a) o-toluenesulfonic acid (b) m-bromotoluene 
(c) o-chlorobenzoic acid (d) p-ethoxybenzoic acid 
(e) m-ethylphenol (f) o-hydroxybenzaldehyde 


When the directing effects of two or more substituents conflict, it is more difficult 
to predict where an electrophile will react. In many cases, mixtures result. For example, 
o-xylene is activated at all the positions, so it gives mixtures of substitution products. 


CH, CH, CH, 
CH H H 
: HNO, oe - 
H,SO, = 
NO, 
o-xylene NO, (42%) 
(58%) 


When there is a conflict between an activating group and a deactivating group, the 
activating group usually directs the substitution. We can make an important generalization: 


Activating groups are usually stronger directors than deactivating groups. 
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In fact, it is helpful to separate substituents into three classes, from strongest to weakest. 
1. Powerful ortho, para-directors that stabilize the sigma complexes through reso- 
nance. Examples are —-OH, — OR, and —NRg groups. 
2. Moderate ortho, para-directors, such as alkyl groups and halogens. 
3. All meta-directors. 


O 


| 
OH, —OR, —NR, > —R,—X > —C—R,—SO,H, —NO, 


If two substituents direct an incoming electrophile toward different reaction sites, 
the substituent in the stronger class predominates. If both are in the same class, mixtures 
are likely. In the case of m-nitroanisole, the stronger group predominates and directs the 
incoming substituent. The methoxy group is a stronger director than the nitro group, 
and substitution occurs ortho and para to the methoxy group. Steric effects prevent 
much substitution at the crowded position ortho to both the methoxy group and the 


nitro group. 
activated 
activated OCH; but crowded OCH; OCH; 
HO,S 
SO; : 
—_ oh 
H,SO, 
“NO; NO, NO, 
activated SO,H 
m-nitroanisole major products 


SOLVED PROBLEM 17-1 PROBLEM-SOLVING HINT 


Predict the major product(s) of bromination of p-chloroacetanilide. To predict products of compounds 
with multiple substituents, look 
for the most strongly activating 
substituent(s). 


SOLUTION 

The amide group (— NHCOCH)) is a strong activating and directing group because the 
nitrogen atom with its nonbonding pair of electrons is bonded to the aromatic ring. The amide 
group is a stronger director than the chlorine atom, and substitution occurs mostly at the posi- 


tions ortho to the amide. Like an alkoxy group, the amide is a particularly strong activating 
group, and the reaction gives some of the dibrominated product. 


Cl 


p-chloroacetanilide 


PROBLEM 17-13 


Predict the mononitration products of the following aromatic compounds. 
(a) p-methylanisole (b) m-nitrochlorobenzene 


(c) p-chlorophenol (d) m-nitroanisole ; 
(continued ) 
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PROBLEM-SOLVING HINT 


When predicting substitution 
products for compounds with 

more than one ring, first decide 
which ring is more activated (or less 
deactivated). Then consider only 
that ring, and decide which position 
is most reactive. 


James Mason Crafts (1839- 
1917) was an American organic 
chemist. He is best known for 
co-developing the Friedel-Crafts 
alkylation and acylation reactions 
with Charles Friedel in 1876. Crafts 
studied chemistry in Germany 

and worked as Robert Bunsen’s 
assistant. His significant research 
work in Paris led him to become 
professor of organic chemistry at 
MIT (Massachusetts Institute of 
Technology) in 1892, where he also 
later served as university president. 
For his distinguished services to sci- 
ence, Crafts was made a chevalier 
of the Legion of Honor (1885) by 
the French government. 


Reactions of Aromatic Compounds 


(e) 1 (f) rf rf 
NH—C—CH, CH,—C—NH C) C—NH, 
CH (Consider the structures of these groups. 
3 


One is activating, and the other is deactivating.) 


o-methylacetanilide 


( PROBLEM 17-14 


Biphenyl is two benzene rings joined by a single bond. The site of substitution for a bipheny] 

is determined by (1) which pheny] ring is more activated (or less deactivated), and (2) which 

position on that ring is most reactive, using the fact that a phenyl substituent is activating 

and ortho, para-directing. 

(a) Use resonance forms of a sigma complex to show why a pheny] substituent should be 
ortho, para-directing. 

(b) Predict the mononitration products of the following compounds. 


(i) O) © (ii) OH (iii) ° 
tn O-O 


= 
< 
~— 


17-10 The Friedel-Crafts Alkylation 


Carbocations are perhaps the most important electrophiles capable of substituting onto 
aromatic rings, because this substitution forms a new carbon-carbon bond. Reactions 
of carbocations with aromatic compounds were first studied in 1877 by the French alka- 
loid chemist Charles Friedel and his American partner, James Crafts. In the presence of 
Lewis acid catalysts such as aluminum chloride (AICI,) or ferric chloride (FeCl;), alkyl 
halides were found to alkylate benzene to give alkylbenzenes. This useful reaction is 
called the Friedel-Crafts alkylation. 


Friedel-Crafts alkylation 


H R 
Lewis acid 
+ R-X ‘ 
(AICI,, FeBry, etc.) 


(X = Cl, Br, D 


For example, aluminum chloride catalyzes the alkylation of benzene by tert-butyl 
chloride. HCl gas is evolved. 


1 
CH, C—CH, 
| AICI, * 
+ ae ee —> CH, + HCl 


CH, 


benzene tert-butyl chloride tert-butylbenzene 


(90%) 


This alkylation is a typical electrophilic aromatic substitution, with the tert-butyl] cation 
acting as the electrophile. The tert-butyl cation is formed by reaction of tert-butyl! chlo- 
ride with the catalyst, aluminum chloride. The tert-butyl cation reacts with benzene 
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to form a sigma complex. Loss of a proton gives the product, tert-butylbenzene. The 
aluminum chloride catalyst is regenerated in the final step. 

Friedel-Crafts alkylations are used with a wide variety of primary, secondary, and 
tertiary alkyl halides. With secondary and tertiary halides, the reacting electrophile is 
probably the carbocation. 


R—X + AICL == R* + X—AICI, 
(R is secondary reacting 
or tertiary) electrophile 


MECHANISM 17-5 Friedel-Crafts Alkylation 


Friedel-Crafts alkylation is an electrophilic aromatic substitution in which an alkyl cation acts as the electrophile. 


EXAMPLE: Alkylation of benzene by the tert-butyl cation. 


Step 1: Formation of a carbocation. 


CH, 


52), 
| 


| 
cH ¢-<tl: 


CH, 
tert-butyl chloride 


i 
7 
CH, 


tert-butyl cation 


Step 2: Electrophilic attack forms a sigma complex. 


- - CH 
CH | _CH, CH | CH, CH | als 


Crouch 


sigma complex 
Step 3: Loss of a proton regenerates the aromatic ring and gives the alkylated product. 


CH, 


CH. | CH, CH, CH, 


= 


FHA [Cle Ach om 


sigma complex 


With primary alkyl] halides, the free primary carbocation is too unstable. The 
actual electrophile is likely a complex of aluminum chloride with the alkyl] halide. In 
this complex, the carbon—halogen bond is weakened (as indicated by dashed lines), 
and there is considerable positive charge on the carbon atom. The mechanism for the 
aluminum chloride-catalyzed reaction of ethyl chloride with benzene is as follows: 


ot 


CH,-CH,-Cl + AIC, <= CH,—CH,--Cl---AIC), 
i 
“oH, SCA, = Q 
CH,CH, : 
: Cl—AIC\, 
(+) 
H 


sigma complex 


887 
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H:Cl—AIcl, 


x CH,CH, + H—Cl + AICI, 
Cie - OF 
H 


PROBLEM 17-15 


Propose products (if any) and mechanisms for the following AICl;-catalyzed reactions: 
(a) chlorocyclohexane with benzene 
(b) methyl chloride with anisole 

*(c) 3-chloro-2,2-dimethylbutane with isopropylbenzene 


Friedel-Crafts Alkylation Using Other Carbocation Sources We have seen several 
ways of generating carbocations, and most of these can be used for Friedel-Crafts 
alkylations. Two common methods are protonation of alkenes and treatment of 
alcohols with BF3. 

Alkenes are protonated by HF to give carbocations. Fluoride ion is a weak nucleo- 
phile and does not immediately attack the carbocation. If benzene (or an activated 
benzene derivative) is present, electrophilic substitution occurs. The protonation step 
follows Markovnikov’s rule, forming the more stable carbocation, which alkylates the 
aromatic ring. 


Co ; Be 
ae 
6 ~~ |e _ 


sigma oe 


Alcohols are another source of carbocations for Friedel—Crafts alkylations. Alcohols 
commonly form carbocations when treated with Lewis acids such as boron trifluoride 
(BF3). If benzene (or an activated benzene derivative) is present, substitution may occur. 


Formation of the cation 


go ee H—O—BF, 


Electrophilic substitution on benzene 


ah 


sigma complex 


The BF; used in this reaction is consumed and not regenerated. A full equivalent of 
the Lewis acid is needed, so we say that the reaction is promoted by BF; rather than 
catalyzed by BF3. 
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PROBLEM 17-16 


For each reaction, show the generation of the electrophile and predict the products. 


(a) benzene + cyclohexene + HF (b) tert-butyl alcohol + benzene + BF; 
(c) tert-butylbenzene + 2-methylpropene + HF (d) propan-2-o0l + toluene + BF; 


Limitations of the Friedel-Crafts Alkylation Although the Friedel-Crafts alkylation 
looks good in principle, it has three major limitations that severely restrict its use. 


Limitation I Friedel-Crafts reactions work only with benzene, activated benzene deriva- 
tives, and halobenzenes. They fail with strongly deactivated systems such as nitrobenzene, 
benzenesulfonic acid, and phenyl ketones. In some cases, we can get around this limitation 
by adding the deactivating group or changing an activating group into a deactivating group 
after the Friedel-Crafts step. 


( >) 
SOLVED PROBLEM 17-2 PROBLEM-SOLVING HINT 


Devise a synthesis of p-nitro-fert-butylbenzene from benzene. Friedel-Crafts reactions fail with 
strongly deactivated systems. 


SOLUTION 

To make p-nitro-tert-butylbenzene, we would first use a Friedel-Crafts reaction to make tert- 
butylbenzene. Nitration gives the correct product. If we were to make nitrobenzene first, the 
Friedel-Crafts reaction to add the tert-butyl group would fail. 


Good 
C(CH3)3 C(CH3)3 


(CH),C—Cl _HNO3 ead, 
~ AIch “H,SO, Ghsonn 
Bad NO, 


HNO, | (CHy)3C~Cl ae 
(reaction fails) 
S80," SO, AIC, 


(deactivated) 
XM ey 


Limitation 2 Like other carbocation reactions, the Friedel-Crafts alkylation is 
susceptible to carbocation rearrangements. As a result, only certain alkylbenzenes 


PROBLEM-SOLVING HINT 


can be made using the Friedel-Crafts alkylation. tert-Butylbenzene, isopropylben- | Alkyl carbocations for Friedel- 
zene, and ethylbenzene can be synthesized using the Friedel—Crafts alkylation because | Crafts alkylations are prone to 
the corresponding cations are not prone to rearrangement. Consider what happens, | "earrangements. 


however, when we try to make n-propylbenzene by the Friedel-Crafts alkylation. 


Ionization with rearrangement gives isopropyl cation 


H 
CH,—CH,—CH,—Cl + AICl, == ae <:C1---AICl, —7 CH,—C—CH, + “AICI, 
H H 
Reaction with benzene gives isopropylbenzene 
CH, 
“AICI, oe 
CH,—C—cH, £ —% + HCl + AICI, 
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Limitation 3 Because alkyl groups are activating substituents, the product of the Friedel— 
Crafts alkylation is more reactive than the starting material. Multiple alkylations are hard 
Friedel-Crafts alkylations are prone to avoid. This limitation can be severe. If we need to make ethylbenzene, we might try add- 
to multiple alkylations. ing some AICI, to a mixture of 1 mole of ethyl chloride and 1 mole of benzene. As some 
ethylbenzene is formed, however, it is activated, reacting even faster than benzene itself. 
The product is a mixture of some (ortho and para) diethylbenzenes, some triethylbenzenes, 
a small amount of ethylbenzene, and some leftover benzene. 


PROBLEM-SOLVING HINT 


CH,CH, CH,CH, CH,CH, 
CH,CH, 
AICI, 
+ CH,CH,—Cl —> + * 
1 mole 1 mole 
CH,CH; + triethylbenzenes + benzene 


The problem of overalkylation can be minimized by using a large excess of 
benzene. For example, if 1 mole of ethyl chloride is used with 50 moles of benzene, 
the concentration of ethylbenzene is always low, and the electrophile is more likely 
to react with benzene than with ethylbenzene. Distillation separates the product from 
excess benzene. This is acommon industrial approach, because a continuous distillation 
can recycle the unreacted benzene. 

In the laboratory, we must often alkylate aromatic compounds that are more 
expensive than benzene. Because we cannot afford to use a large excess of the starting 
material, a more selective method is needed. Fortunately, the Friedel-Crafts acylation, 
discussed in Section 17-11, introduces just one group without danger of polyalkylation 
or rearrangement. 


PROBLEM 17-17 


Predict the products (if any) of the following reactions. 
(a) (excess) benzene + isobutyl chloride + AIC], 

(b) (excess) toluene + butan-1-ol + BF; 

(c) (excess) nitrobenzene + 2-chloropropane + AICI, 
(d) (excess) benzene + 3,3-dimethylbut-l-ene + HF 


PROBLEM 17-18 


Which reactions will produce the desired product in good yield? You may assume that alu- 
minum chloride is added as a catalyst in each case. For the reactions that will not give a good 
yield of the desired product, predict the major products. 


Reagents Desired Product 
(a) benzene + n-butyl bromide n-butylbenzene 
(b) ethylbenzene + tert-butyl chloride p-ethyl-tert-butylbenzene 
(c) bromobenzene + ethyl chloride p-bromoethylbenzene 
(d) benzamide (PhCONH>) + CH3CH>Cl p-ethylbenzamide 
(e) toluene + HNO3, H,SOx, heat 2,4,6-trinitrotoluene (TNT) 


PROBLEM 17-19 


Show how you would synthesize the following aromatic derivatives from benzene. 
(a) p-tert-butylnitrobenzene (b) p-toluenesulfonic acid (ec) p-chlorotoluene 


17-11 The Friedel-Crafts Acylation 


17-11 The Friedel-Crafts Acylation 


An acyl group is a carbonyl group with an alkyl group attached. Acyl groups are 
named systematically by dropping the final -e from the alkane name and adding the 
-oyl suffix. Historical names are often used for the formyl group, the acetyl group, and 
the propionyl group, however. 


1 1 I I 1 
R—C— H-c— cH—c— cicE—c— C)- = 
(formyl) (acetyl) (propionyl) 
acyl group methanoyl ethanoyl propanoy] benzoyl 


An acyl chloride is an acyl group bonded to a chlorine atom. Acyl chlorides 
are made by reaction of the corresponding carboxylic acids with thionyl! chloride. 
Therefore, acyl chlorides are also called acid chlorides. We consider acy! chlorides in 
more detail when we study acid derivatives in Chapter 21. 


1 1 1 
R—-C—Cl CH,—C—cl (C)-e-a 
(an acid chloride) 


an acyl chloride acetyl chloride benzoyl chloride 
I I I 
R—C—OH + Ci—S—cl > R—-C—Cl + SO,f + HCIf 
a carboxylic acid thionyl] chloride an acyl chloride 


In the presence of aluminum chloride, an acyl chloride reacts with benzene (or an 
activated benzene derivative) to give a phenyl ketone: an acylbenzene. The Friedel- 
Crafts acylation is analogous to the Friedel-Crafts alkylation, except that the reagent 
is an acyl chloride instead of an alkyl! halide and the product is an acylbenzene (a “phe- 
none’) instead of an alkylbenzene. 


Friedel-Crafts acylation 


1 
AICI ~ 
oO i cg — > R . wa 


benzene acyl halide an acylbenzene 
(a phenyl ketone) 

Example 1 
0 fe 

| AICI, cH 

+ CH,—C—cl —=> 3 + HCl 
benzene acetyl chloride acetylbenzene (95%) 
(acetophenone) 


17-11A Mechanism of Acylation 


The mechanism of Friedel-Crafts acylation (shown next) resembles that for alkylation, 
except that the electrophile is a resonance-stabilized acylium ion. The acylium ion 
reacts with benzene or an activated benzene derivative via an electrophilic aromatic 
substitution to form an acylbenzene. 


891 
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MECHANISM 17-6 Friedel-Crafts Acylation 


Friedel-Crafts acylation is an electrophilic aromatic substitution with an acylium ion acting as the electrophile. 


Step I: Formation of an acylium ion. 
| wo s « = : 
R—C—Cl + -AICL. <== ee == “AlCl, + [R—C=O. <> R—C}0O! 


acyl chloride complex acylium ion 


Steps 2 and 3: Electrophilic attack forms a sigma complex, and loss of a proton regenerates the aromatic system. 


(+) 


O 9 
| 
AY Cc 
a RL Aaa, “Sp + AIC, 
= ae, : 
R (+) io + HCl 


sigma complex acylbenzene 


Step 4: Complexation of the product. The product complex must be hydrolyzed (by water) to release the free acylbenzene. 
AICI 
it 3 
| i 


0 ‘O° 
Cc c 
s Ss 
R R excess H,0 R 
+ AICl, —-=> or — + aluminum salts 


acylbenzene product complex free acylbenzene 


The product of acylation (the acylbenzene) is a ketone. The ketone’s carbonyl 
group has nonbonding electrons that complex with the Lewis acid (AICI), requiring a 
full equivalent of AICI, in the acylation. The initial product is the aluminum chloride 
complex of the acylbenzene. Addition of water hydrolyzes this complex, giving the 
free acylbenzene. 

The electrophile in, the Friedel-Crafts acylation appears to be a large, bulky 
complex, such as R—C =O AICI. Para substitution usually prevails when the 
aromatic substrate has an ortho, para-directing group, possibly because the elec- 
trophile is too bulky for effective attack at the ortho position. For example, when 
ethylbenzene reacts with acetyl chloride, the major product is p-ethylacetophenone. 


1 
C—CH, 
| (1) AICI, 
+ CH—C—Cl aT 
CH,CH, CH,CH, 
ethylbenzene acetyl chloride p-ethylacetophenone 
(70-80%) 


One of the most attractive features of the Friedel—Crafts acylation is the deactiva- 
tion of the product toward further substitution. The acylbenzene has a carbonyl group 
(a deactivating group) bonded to the aromatic ring. Because Friedel-Crafts reactions 
do not occur on strongly deactivated rings, the acylation stops after one substitution. 
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) 


O 

r—b—a , A 

™ AICI, ma 
R 


Thus, Friedel-Crafts acylation overcomes two of the three limitations of the alkylation: 
The acylium ion is resonance-stabilized, so that no rearrangements occur; and the 
acylbenzene product is deactivated, so that no further reaction occurs. Like the 
alkylation, however, the acylation fails with strongly deactivated aromatic rings. 


SUMMARY Comparison of Friedel-Crafts Alkylation and Acylation 


Alkylation Acylation 


The alkylation cannot be used with strongly deactivated Also true: Only benzene, halobenzenes, and activated derivatives 
derivatives. are suitable. 


The carbocations involved in the alkylation may rearrange. Resonance-stabilized acylium ions are not prone to rearrangement. 


Polyalkylation is commonly a problem. The acylation forms a deactivated acylbenzene, which does not 
react further. 


17-11B The Clemmensen Reduction: Synthesis of Alkylbenzenes 


How do we synthesize alkylbenzenes that cannot be made by Friedel-Crafts alkyla- 

tion? We use the Friedel-Crafts acylation to make the acylbenzene, then we reduce the 

acylbenzene to the alkylbenzene using the Clemmensen reduction: treatment with 

aqueous HCI and amalgamated zinc (zinc treated with mercury salts). 
O 

4 | HUH 

(1) AICI, as Zn(Hg) as 


This two-step sequence can synthesize many alkylbenzenes that are impossible to 
make by direct alkylation. For example, we saw earlier that n-propylbenzene cannot be 
made by Friedel-Crafts alkylation. Benzene reacts with n-propyl chloride and AICI, 
to give isopropylbenzene, together with some diisopropylbenzene. In the acylation, 
however, benzene reacts with propanoy! chloride and AICI; to give ethyl pheny! ketone 
(propiophenone), which is easily reduced to n-propylbenzene. 


1 
: C—CH,CH, CH,CH,CH, 


| (1) AICI 
3 Zn(Hg) 
t Cec -d ag ree 


propanoy! chloride propiophenone n-propylbenzene 


The reagents and conditions for the Clemmensen reduction are similar to those 
used to reduce a nitro group to an amine. Aromatic substitution followed by reduction 
is a valuable process for making compounds with specific substitution patterns, such 
as in the following synthesis. 
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1 


*NH, CI 


Carboxylic acids and acid anhydrides also serve as acylating agents in Friedel— 
Crafts reactions. We consider these acylating agents in Chapters 20 and 21 when we 
study the reactions of carboxylic acids and their derivatives. 


17-11C The Gattermann-Koch Formylation: Synthesis of 
Benzaldehydes 


We cannot add a formyl group to benzene by Friedel-Crafts acylation in the usual 
manner. The problem lies with the necessary reagent, formyl chloride, which is unstable 
and cannot be bought or stored. 


I i 
H—C— H—C—Cl 


formyl] group rt chloride 


Formylation can be accomplished by using a high-pressure mixture of carbon monoxide 
and HC] together with a catalyst consisting of a mixture of cuprous chloride (CuCl) and 
aluminum chloride. This mixture generates the formyl] cation, possibly through a small 
concentration of formyl chloride. The reaction with benzene gives formyl] benzene, 
better known as benzaldehyde. This reaction, called the Gattermann—-Koch synthesis, 
is widely used in industry to synthesize aryl aldehydes. 


| AICI,/CuCl + 7 
CO + HCl —= H—C—E€l ———_> H—C=0Q,| “AIC, 


formyl] chloride formy] cation 
(unstable) 
O 
é 
+ H—C=O —2 C—H + HCl 
benzaldehyde 


PROBLEM 17-20 


Show how you would use the Friedel-Crafts acylation, Clemmensen reduction, and/or 
Gattermann—Koch synthesis to prepare the following compounds: 


PROBLEM-SOLVING HINT 


Friedel-Crafts acylations are 
generally free from rearrangements 


and multiple substitution. They (a) 1 (b) 1 (c) rf 
. oe peacilatee Ph—C—CH,CH(CH,), Ph—C—C(CH,), Ph—C—Ph 
gs, ; isobutyl phenyl ketone tert-butyl phenyl ketone dipheny! ketone 


(d) p-methoxybenzaldehyde (e) 3-methyl-1-phenylbutane 
(f) 1-phenyl-2,2-dimethylpropane (g) n-butylbenzene 


(h) 1 rf 
H3;C —C  \-x-cocn, (from benzene) 
H 


17-12 Nucleophilic Aromatic Substitution 


17-12 Nucleophilic Aromatic Substitution 


Nucleophiles can displace halide ions from ary! halides, particularly if there are 
strong electron-withdrawing groups ortho or para to the halide. Because a nucleophile 
substitutes for a leaving group on an aromatic ring, this class of reactions is called 
nucleophilic aromatic substitution. The following examples show that both ammonia 
and hydroxide ion can displace chloride from 2,4-dinitrochlorobenzene: 


cl NH, 
NO, NO, 
(heat, pressure) 
+ 2NH, ———> + NH; Cl 
NO, NO, 
2,4-dinitrochlorobenzene 2,4-dinitroaniline 
(90%) 
Cl O- Nat OH 
NO, NO, NO, 
2 NaOH H* 
Tee. + NaCl —~> 
+ HO (95%) 
NO, NO, NO, 
2,4-dinitrochlorobenzene 2,4-dinitrophenoxide 2,4-dinitrophenol 


Nucleophilic aromatic substitution is much more restrictive in its applications 
than electrophilic aromatic substitution. In nucleophilic aromatic substitution, a strong 
nucleophile replaces a leaving group such as a halide. The mechanism cannot be the 
Sy2 mechanism because ary] halides cannot achieve the correct geometry for back-side 
displacement. The aromatic ring blocks approach of the nucleophile to the back of the 
carbon bearing the halogen. 

The Sy] mechanism cannot be involved either. Strong nucleophiles are required 
for nucleophilic aromatic substitution, and the reaction rate is proportional to the 
concentration of the nucleophile. Thus, the nucleophile must be involved in the rate- 
limiting step. 

Electron-withdrawing substituents (such as nitro groups) activate the ring toward 
nucleophilic aromatic substitution, suggesting that the transition state is developing a 
negative charge on the ring. In fact, nucleophilic aromatic substitutions are difficult 
without at least one powerful electron-withdrawing group. (This effect is the opposite 
of that for electrophilic aromatic substitution, where electron-withdrawing substituents 
slow or stop the reaction.) 

Nucleophilic aromatic substitutions have been studied in detail. Either of 
two mechanisms may be involved, depending on the reactants. One mechanism is 
similar to the electrophilic aromatic substitution mechanism, except that nucleophiles 
and carbanions are involved rather than electrophiles and carbocations. The other 
mechanism involves “benzyne,” an interesting and unusual reactive intermediate. 


17-12A The Addition—-Elimination Mechanism 


Consider the reaction of 2,4-dinitrochlorobenzene with sodium hydroxide, shown 
in Mechanism 17-7. When hydroxide (the nucleophile) attacks the carbon bearing 
the chlorine, a negatively charged sigma complex results. The negative charge is 
delocalized over the ortho and para carbons of the ring and further delocalized into 
the electron-withdrawing nitro groups. Loss of chloride from the sigma complex gives 
2,4-dinitrophenol, which is deprotonated in this basic solution. 
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MECHANISM 17-7 Nucleophilic Aromatic Substitution (Addition-Elimination) 


The addition—elimination mechanism requires strong electron-withdrawing groups to stabilize a negatively charged sigma complex. 


Step 1: Attack by the nucleophile gives a resonance-stabilized sigma complex. 


ae Cl OH i Cl OH 3 


0 aa 
x ee 4 a 
(slow), 
a NS 


NO» oy Ng 


Step 2: Loss of the leaving group gives the product. 


Cl OH 
= 


(fast) clr + 


NO, 


sigma complex a phenol 


Step 3: This product (a phenol) is acidic, and is deprotonated by the base. 


OH O- 
on _ on O 
OH 
——_> 
NO NO, 


a phenol a phenoxide ion 


After the reaction is complete, acid would be added to reprotonate the phenoxide ion to give the phenol. 


The resonance forms shown in the mechanism box illustrate how nitro groups 
ortho and para to the halogen help to stabilize the intermediate (and the transition 
state leading to it). Without strong resonance-withdrawing groups in these positions, 
formation of the negatively charged sigma complex is unlikely. 


! Cl 
Cl 
7 s 
t Cl 
NO, NO, NO, NO, 
2 2 
activates positions activated not activated 


ortho and para 


PROBLEM 17-21 


Fluoride ion is usually a poor leaving group because it is not very polarizable. Fluoride serves 
as the leaving group in the Sanger reagent (2,4-dinitrofluorobenzene), used in the determina- 
tion of peptide structures (Chapter 24). Explain why fluoride works as a leaving group in 
this nucleophilic aromatic substitution, even though it is a poor leaving group in the Syl and 
Sn2 mechanisms. 


17-12 Nucleophilic Aromatic Substitution 


HL ® 
F 
NO, NO, 
+ R-NH, — + HF 
NO, NO, 
2,4-dinitrofluorobenzene + amine 2,4-dinitrophenyl derivative 


(Sanger reagent) 


17-12B The Benzyne Mechanism: Elimination—Addition 


The addition—elimination mechanism for nucleophilic aromatic substitution requires 
strong electron-withdrawing substituents on the aromatic ring. Under extreme 
conditions, however, unactivated halobenzenes react with strong bases. For example, 
a commercial synthesis of phenol (the “Dow process”’) involves treatment of chloro- 
benzene with sodium hydroxide and a small amount of water in a pressurized reactor 
at 350 °C: 


Cl O° Nat OH 
2 NaOH, 350 °C H* 
———— 
LO + NaCl —> 
chlorobenzene sodium phenoxide phenol 


Similarly, chlorobenzene reacts with sodium amide (NaNHb, an extremely strong base) 
to give aniline, Ph— NH). This reaction does not require high temperatures, taking 
place in liquid ammonia at —33 °C. 

Nucleophilic substitution of unactivated benzene derivatives occurs by a mechanism 
different from the addition—elimination we saw with the nitro-substituted halobenzenes. 
A clue to the mechanism is provided by the reaction of p-bromotoluene with sodium 
amide. The products are a 50:50 mixture of m- and p-toluidine. 


Br NH, 
NH, 
Na* ~NH, 
——> + 
NH, ~33 °C 
CH, CH, CH, 
p-bromotoluene p-toluidine m-toluidine 
(50%) (50%) 


These two products can be explained by an elimination—addition mechanism, called the 
benzyne mechanism because of the unusual intermediate. Sodium amide (or sodium 
hydroxide in the Dow process) reacts as a base, abstracting a proton. The product is a 
carbanion with a negative charge and a nonbonding pair of electrons localized in the 
sp” orbital that once formed the C—H bond. 


«— Sp * hybrid orbitals 


sp’ hybrid 
wr oF see 


Br 


lose Br- 


:NH, 


carbanion 


CH, 
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The carbanion can expel bromide ion to become a neutral species. As bromide 
leaves with its bonding electrons, an empty sp” orbital remains. This orbital overlaps 
with the filled orbital adjacent to it, giving additional bonding between these two carbon 
atoms. The two sp” orbitals are directed 60° away from each other, so their overlap 
is not very effective. This reactive intermediate is called a benzyne because it can be 
symbolized by drawing a triple bond between these two carbon atoms. Triple bonds are 
usually linear, however, so this is a very reactive, highly strained triple bond. 

Amide ion is a strong nucleophile, attacking at either end of the weak, reactive 
benzyne triple bond. Subsequent protonation gives toluidine. About half of the product 
results from attack by the amide ion at the meta carbon, and about half from attack at 
the para carbon. 


NH, NH, 
A AQ Ng AAO cit, BN 
IN] H--NH 
*NH, A Y ? an 
———> > ‘NH, 
H H H H H H 
CH, CH, CH, 
benzyne carbanion p-toluidine 
i 
H £\ H NH F H | NH 
—s : NH, O ‘ are . Les 
Bile ae ae :NH, 
H H H H H H 
CH, CH, CH, 
benzyne carbanion m-toluidine 


In summary, the benzyne mechanism operates when the halobenzene is unactivated 
toward nucleophilic aromatic substitution, and forcing conditions are used with a strong 
base. A two-step elimination forms a reactive benzyne intermediate. Nucleophilic 
attack, followed by protonation, gives the substituted product. This benzyne mechanism 
explains the 50:50 mixture of products obtained from the reaction of p-bromotoluene. 
The benzyne mechanism should be considered whenever a nucleophilic aromatic 
substitution takes place with a powerful base and without strong electron-withdrawing 
groups on the ring. 


MECHANISM 17-8 Nucleophilic Aromatic Substitution (Benzyne Mechanism) 


The benzyne mechanism (elimination—addition) is likely when the ring has no strong electron-withdrawing groups. It usually 
requires a powerful base or high temperatures. 


Step 1: Deprotonation adjacent to the leaving group gives a carbanion. 


x x 
Nuc:> 
Ch v= es Nuc—-H 
H - 


Step 2: The carbanion expels the leaving group to give a “benzyne” intermediate. 


x 
e-0- 
C- 


“benzyne” 
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Step 3: The nucleophile attacks at either end of the reactive benzyne triple bond. 


Nuc 
eee: 
- 
O- 


“benzyne” 


Step 4: Reprotonation gives the product. 


PROBLEM 17-22 


Propose a mechanism that shows why p-chlorotoluene reacts with sodium hydroxide at 


350 °C to give a mixture of p-cresol and m-cresol. 


PROBLEM 17-23 


Propose mechanisms and show the expected products of the following reactions. 
(a) 2,4-dinitrochlorobenzene + sodium methoxide (NaOCH3) 

(b) 2,4-dimethylchlorobenzene + sodium hydroxide, 350 °C 

(c) p-nitrobromobenzene + methylamine (CH; — NH>) 

(d) 2,4-dinitrochlorobenzene + excess hydrazine (H,N—NH)) 


PROBLEM 17-24 


The highly reactive triple bond of benzyne is a powerful dienophile. Predict the product 
of the Diels—Alder reaction of benzyne (from chlorobenzene and NaOH, heated) with 
cyclopentadiene. 


17-13 Aromatic Substitutions Using Organometallic 
Reagents 


Many useful drugs, fabrics, and plastics require the synthesis of aromatic rings with 
alkyl, aryl, or vinyl groups attached in the presence of multiple types of functional 
groups. Section 17-10 discussed the Friedel-Crafts alkylation and its limitations: 
(1) rearrangements and multiple alkylations are common; (2) the reaction fails on deac- 
tivated rings; and (3) it requires strong electrophiles such as AICI; and carbocations, 
which are incompatible with many functional groups. To avoid these limitations, organic 
chemists have developed new coupling reactions (reactions that form carbon-carbon 
bonds) using a wide variety of methods that tolerate many other functional groups. 

Some of the most successful coupling reactions use transition metals that change 
valences easily, adding and eliminating substituents as they pass from one oxidation 
state to another. Section 8-17 showed how transition-metal compounds catalyze the 
exchange of partners that occurs in olefin metathesis. Problem 10-21 (Section 10-9) 
described how organocuprate reagents (Gilman reagents) can couple with alkyl! halides. 
Organocuprate reagents also couple with ary] and vinyl! halides to make substituted ben- 
zenes and elongated alkenes. Recent research has developed many additional coupling 
methods using other transition metals in the reagents and catalysts. 

The 2010 Nobel Prize in Chemistry was awarded to Richard F. Heck (University 
of Delaware), Ei-Ichi Negishi (Purdue University), and Akira Suzuki (Hokkaido 
University) for their development of palladium-catalyzed coupling reactions that form 


PROBLEM-SOLVING HINT 


With strong electron-withdrawing 
groups ortho or para, the addition— 
elimination mechanism is more 


likely. Without these activating 
groups, stronger conditions 
are required, and the benzyne 
mechanism is likely. 
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PROBLEM-SOLVING HINT 


Section 10-9F covered the use of 


lithium dialkylcuprates to couple 
alkyl halides, making larger alkanes. 


new carbon-carbon bonds at sp” hybridized carbons like those in aromatic rings and 
in alkenes. Most of these reactions substitute organic groups for halogen atoms on aro- 
matic rings or in alkenes. First, we consider the use of organocuprates to couple with 
aromatic rings and alkenes, and then look at palladium-catalyzed reactions that form 
substituted aromatic rings. 


17-13A Couplings Using Organocuprate Reagents 


Lithium dialkylcuprate reagents (Gilman reagents) are formed by the reaction of two 
equivalents of an organolithium reagent with cuprous iodide. Reaction of the dialkyl- 
cuprate with an alkyl, aryl, or vinyl halide forms a new carbon-carbon bond. 


Making the organolithium reagent: 
R—X + 2Li —> R—Li + Lix 
(R = alkyl, vinyl, aryl) 
Making the lithium organocuprate: 
2R—-Li + Cul —> RCuLi + Lil 
Coupling of the organocuprate with an alkyl, vinyl, or aryl halide: 


R’—X + R,CuLi — > R—-R + R—-Cu + Lix 


The mechanisms of these organocuprate reactions vary with the type of alky! halide 
and organocuprate used, and they are not well understood. As much as we might like to 
think of organocuprate couplings as simple Sj2 reactions, they cannot be Sy2 because 
these work well with sp” hybrid substrates such as vinyl and aryl halides, which cannot 
undergo Syj2 displacement. The following examples show the wide variety of com- 
pounds that can be made by organocuprate reactions. Note that an aromatic ring can 
be present either in the ary! halide or in the dialkylcuprate reagent. Iodides, bromides, 
and chlorides can be used as the halides. 


Examples: 


1. An aryl halide with an alkyl or vinyl cuprate. 


On Gu — OY 


iodobenzene _ lithium divinylcuprate styrene 


2. A vinyl halide with an aryl cuprate, preserving the stereochemistry of the 
vinyl halide. 


3. An alkyl halide with an aryl cuprate. 


Ore (Qh - 


OCH 
OCH; 4 
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4. An acyl halide with an organocuprate, giving a ketone. 


O 
if SS 
+ Culi ——s> 
yw Cl @ —* 
2 
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E 
PROBLEM 17-25 


What products would you expect from the following reactions? 


(a) I OCH; (b) Br 


OCH; 


+  PhoCuLi 
. LAN oi ~An~Z 


—_ 


7 
PROBLEM 17-26 


What organocuprate reagent would you use for the following substitutions? 


(a) (b) O O 
I Br y 
—— 


17-13B The Heck Reaction 


The Heck reaction is the palladium-catalyzed coupling of an aryl or vinyl halide with 
an alkene to give anew C—C bond at the less substituted end of the alkene, usually 
with trans stereochemistry. 


The Heck Reaction 
Pd catalyst R 


NAN, + ENH X 


> 
base such as Et3N: R 


RX + a 


(R = aryl or vinyl) 
(X = Br or I) 


In most cases, the halide is a bromide or an iodide, and the alkene is typically 
monosubstituted. The palladium catalyst might be Pd(OAc), or PdCly or a variety of 
other palladium compounds. Only a small amount of the expensive palladium catalyst 
is needed. A base such as triethylamine or sodium acetate is added to neutralize the HX 
released in the reaction. Many reactions use triphenylphosphine (PPh3) to complex with 
the palladium, which helps stabilize it and enhances its reactivity. 

The Heck reaction and its variants are used routinely in drug synthesis, where 
the palladium catalysts can be recovered and recycled. Some Heck reactions can use 
water as the solvent, which eliminates the purchase and disposal of hazardous organic 
solvents. The following examples suggest the wide utility of the Heck reaction. 


Examples of the Heck reaction: 


1. An aryl halide with an ary! olefin. 


__Pd(OAc), 
PPh; EtN 


iodobenzene styrene 


trans-stilbene 
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2. An aryl halide with a conjugated acid or ester. 


OEMs Pd(OA 
é. Be 7) 
PPh3, Et.N: 


bromobenzene methyl acrylate 


3. A vinyl halide with a conjugated nitrile. 


LOR ee, & we Pd(OAc)2 


I CN PPh, Et;N: 


(E)- 1-iodobut-I-ene acrylonitrile 


a OCH; 


methyl cinnamate 


a a 
CN 


(2E, 4E)-hepta-2,4-dienenitrile 


4. The industrial synthesis of naproxen, an over-the-counter analgesic and anti- 


inflammatory drug. 


Br 
H,C= _Hj,C=CH) ever sepy 
~ Pd catalyst catalyst 
CH30 CH;0 CH;O 


(Heck reaction) 


5. The industrial synthesis of octyl methoxycinnamate, a common ingredient in 


sunscreens. 
Br 1 
+ H = Zz Cc ~ Pd cola 
C=C€C OH (Heck reaction) 


Cy~ ~~ OH OH Cy~ N O “T) 
> 
CH30 CH30 


“octyl methoxycinnamate” 


(E)-2-ethylhexyl-4-methoxycinnamate 


2 
PROBLEM 17-27 


(a) O 


TL AA 


What products would you expect from the following reactions? 


Pd(OAc)> 
—______> 
PPh3, Et3N 
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E 
PROBLEM 17-28 


What substituted alkene would you use in the Heck reaction to make the following products? 


O 
S 
(1 Pd(OAc)> OCH; 
+ 
‘Phy, EQN 
CH, CH, 

) a q. 2ON 
CY 7 9 Pd(OAc)> (Ly 
‘  PPhy, EQN 


17-13C The Suzuki Reaction (Suzuki Coupling) 


The Suzuki reaction is a palladium-catalyzed substitution that couples an aryl or these types of couplings once required 
vinyl halide with an alkyl, alkenyl, or aryl boronic acid or boronate ester. Many _ heavy metals and other toxic com- 
variations on this fundamental reaction are possible, containing a wide variety Of hounds. It was harder to dispose of the 


functional groups. waste, and (in pharmaceuticals) difficult 
to prove that the products weren't con- 
taminated with toxic spent reagents. 
# Pd catalyst Suzuki coupling gives by-products 

> R—R + B(OH); that are much less toxic, like boric acid 
OH base such as NaOH boric acid and borate esters. These by-products are 
less hazardous and easier to dispose of. 


The Suzuki Reaction (Suzuki Coupling) 


R—xX + R-—B 


(R = aryl or vinyl) 
(X=Br,I,orCl) a boronic acid + NaX 
or a boronate ester, R'B(OR)> 


Like the Heck reaction, the Suzuki coupling can use water as the solvent. Water- 
based Suzuki reactions are attractive both for industrial processes and for labs that want 
to minimize the purchase and disposal of toxic solvents. The following examples show 
the variety of combinations that can be coupled using Suzuki reactions. 


1. A vinyl halide with an alkenylboronate ester, preserving the stereochemistry of 
the reagents. 


OR —e 
a oe Pd(PPh3)4 
NaOH — 


(Z)-vinyl halide (E)-alkenylboronate ester diene with (E, Z) stereochemistry 


2. An aryl halide with an arylboronic acid, using palladium on carbon and water as 
the solvent. 


Hb ae a 10% Pd/C HO 
a 
: Noy K2C03, #20 
p-bromophenol phenylboronic acid p-phenylphenol 


3. Synthesis of the anti-inflammatory drug flurbiprofen by an environmentally effi- 
cient Suzuki coupling that uses water as the solvent and palladium on carbon as 
a reusable catalyst. 
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BPh; Na* 
‘ Pd/C 
H,0 
(Suzuki coupling) 
sodium tetraphenylborate flurbiprofen 


The boronate esters used for Suzuki reactions can be synthesized from com- 
mercially available alkyl-, vinyl-, and arylboronic acids. Alkyl and vinyl boronate 
esters are also synthesized by the hydroboration of double and triple bonds, similar 
to the hydroboration of alkenes and alkynes in Chapters 8 and 9. Note that the boron 
atom generally adds to the less substituted end of a double or triple bond. Also, the 
B and H add to the same side of a triple bond (syn addition) to give a trans alkenyI- 
boronate ester. 


Rw JH _ OR RN _ OR 
C=C qT = > H—C—CH,—B 
Ho ~H SOR Ho SOR 
alkene a dialkoxyborane an alkylboronate ester 
_ OR Rw | 
R—C=C—H + H—B_ foe _ OR 
OR H B 
SOR 
alkyne a dialkoxyborane a trans alkenylboronate ester 


Arylboronate esters are made by a two-step process: First, we convert the aryl 
halide to the aryllithium compound (Chapter 10). Addition of a trialkyl borate (often 
trimethy] borate) allows the organolithium compound to form a carbon—boron bond 
and expel an alkoxide group. 


___B(OMe); _OCH3 . 
Br os Tueeieees Ib B + LiOCH; 
(trimethy] borate) “OCH; 


bromobenzene phenyllithium an arylboronate ester 
(dimethyl phenylboronate) 


The Suzuki reaction occurs by way of an interesting mechanism that is outlined in 
Mechanism 17-9. The first step, insertion of a palladium atom into the R™ X bond to 
give R™ Pd~ X, is similar to the formation of a Grignard reagent by the insertion of 
Mg into the R™ X bond to give R™ Mg X. 

In the second step, the alkyl group from the negatively charged alkylboronate 
replaces the halogen on Pd, expelling a halide ion. In the final step, the two 
alkyl groups on Pd couple together to release the Pd atom in its original (0) oxida- 
tion state. The Pd atom can continue to catalyze more reactions, making it a true 
catalyst. 
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MECHANISM 17-9 The Suzuki Reaction 


Step 1: Oxidative addition to the Pd gives Pd a higher oxidation number. 
R—=X. + Py * R—Pd'—x 


Step 2: Exchange of ligands on Pd occurs. 
OH 


| 
R—Pd!—x + as ia — > R—Ppdi—pR’ 


OH 


formed by addition of 
“OH to R’B(OH), 


Step 3: Reductive elimination from the Pd gives Pd a lower oxidation number. 


R—Pd!—R’ > R—R’ 


PROBLEM 17-29 


What products would you expect from the following Suzuki coupling reactions? 


(a) 
OH  Pd(OA 
Br + Bo _Pd(OAc)2 
OH K3PO,4 
(b) OR 
Br + | “Sy NoR  Pd(PPh3)4 
Zz NaOH 
N 


a S 


PROBLEM 17-30 


Show how you would use Suzuki reactions to synthesize these products from the indicated starting materials. You may use any 
additional reagents you need. 


(a) Br ~~ (b) 
Pic — Br a 
—>= 


17-14 Addition Reactions of Benzene Derivatives 


Although substitution is more common, aromatic compounds may undergo addition if 
forcing conditions are used. These additions are some of the most important industrial 
reactions of aromatic compounds. 


17-14A Chlorination 


When benzene is treated with an excess of chlorine under heat and pressure (or with 
irradiation by light), six chlorine atoms add to form 1,2,3,4,5,6-hexachlorocyclohexane. 
This product is often called benzene hexachloride (BHC) because it is synthesized by 
direct chlorination of benzene. 
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a 
H Cl 


lindane 


H H Cl 
H H H H 
a. Cl, heat, pressure Cl cl 
‘ = or hv H H 
Cl Cl 
H Cl 
benzene benzene hexachloride, BHC 


(eight isomers) 


The addition of chlorine to benzene, believed to involve a free-radical mecha- 
nism, is normally impossible to stop at an intermediate stage. The first addition 
destroys the ring’s aromaticity, and the next 2 moles of Cl, add very rapidly. All eight 
possible stereoisomers are produced in various amounts. The most important isomer 
for commercial purposes is the insecticide lindane, which is used in a shampoo to 
kill head lice. 


17-14B Catalytic Hydrogenation of Aromatic Rings 


Catalytic hydrogenation of benzene to cyclohexane takes place at elevated temperatures 
and pressures, often catalyzed by ruthenium or rhodium-based catalysts. Substituted 
benzenes react to give substituted cyclohexanes; disubstituted benzenes usually give 
mixtures of cis and trans isomers. 


is H ye H 
H H 
3 H,, 1000 psi H H 
> 
Pt, Pd, Ni, Ru, or Rh H H 
H H 
H H 
H H H 
benzene cyclohexane (100%) 
CH, H CH, 
3 H,, 1000 psi 
> 
Ru or Rh catalyst H 
CH 100 °C 
3 CH, 
m-xylene 1,3-dimethylcyclohexane (100%) 


(mixture of cis and trans) 


Catalytic hydrogenation of benzene is the commercial method for producing cyclo- 
hexane and substituted cyclohexane derivatives. The reduction cannot be stopped at an 
intermediate stage (cyclohexene or cyclohexadiene) because these alkenes are reduced 
faster than benzene. 


17-14C Birch Reduction 


In 1944, the Australian chemist A. J. Birch found that benzene derivatives are reduced 
to nonconjugated cyclohexa-1,4-dienes by treatment with sodium or lithium in a mix- 
ture of liquid ammonia and an alcohol. The Birch reduction provides a convenient 
method for making a wide variety of interesting and useful cyclic dienes. 


H H H 
H H H H 
Na or Li 
NH,(/), ROH 
H H H H 
H H H 
benzene cyclohexa-1,4-diene (90%) 
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The mechanism of the Birch reduction (shown next) is similar to the sodium/ 
liquid ammonia reduction of alkynes to trans-alkenes (Section 9-9C). A solution 
of sodium in liquid ammonia contains solvated electrons that can add to benzene, 
forming a radical anion. The strongly basic radical anion abstracts a proton from the 
alcohol in the solvent, giving a cyclohexadienyl radical. The radical quickly adds 
another solvated electron to form a cyclohexadieny] anion. Protonation of this anion 
gives the reduced product. 


MECHANISM 17-10 The Birch Reduction 


The Birch reduction involves twice adding a solvated electron, followed by a proton, to the aromatic ring. 


Preceding step: Formation of solvated electrons in the ammonia solution. 


NH, + Na — NH;°e7 (deep blue solution) + Na* 
solvated electron 


Steps 1 and 2: Addition of an electron, followed by a proton, forms a radical. 


H 
io 


‘“ H—O—R H 
H eed alcohol 


benzene radical anion 


Steps 3 and 4: Addition of a second electron, followed by a proton, gives the product. 


electron 


H H 


radical carbanion cyclohexa-1,4-diene 


The two carbon atoms that are reduced go through anionic intermediates. 
Electron-withdrawing substituents stabilize the carbanions, whereas electron- 
donating substituents destabilize them. Therefore, reduction takes place on carbon 
atoms bearing electron-withdrawing substituents (such as those containing carbonyl 
groups) and not on carbon atoms bearing electron-releasing substituents (such as 
alkyl and alkoxy groups). 


A carbon bearing an electron-withdrawing carbonyl group is reduced 


O 
HoT 
C—OH H pe 
Na H 
NH,, CH,CH,OH H 
7 H 
H 
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CH, 


> 
H,O, 100 °C 


A carbon bearing an electron-releasing alkoxy group is not reduced 


H H 
OCH, H OCH, 
Li, (CH,),COH : 
NH,/THF 
H H 
H H 
(85%) 


Substituents that are strongly electron-releasing (— OCHs , for example) deactivate 
the aromatic ring toward Birch reduction. Lithium is often used with these deactivated 
systems, together with a cosolvent (often THF) and a weaker proton source (tert-butyl 
alcohol). The stronger reducing agent, combined with a weaker proton source, enhances 
the reduction. 


# 
PROBLEM 17-31 


Propose mechanisms for the Birch reductions of benzoic acid and anisole just shown. Show 


| why the observed orientation of reduction is favored in each case. J 


( > 
PROBLEM 17-32 
Predict the major products of the following reactions. 
(a) toluene + excess Cl, (heat, pressure) 
(b) benzamide (PhCONH;) + Na (liquid NH3, CH;CH,OH) 
(c) o-xylene + H, (1000 psi, 100 °C, Rh catalyst) 
(d) p-xylene + Na (liquid NH3, CH;CH,OH) 


excess Li 


(€) CH,O OCH, 
: > NH,()/THF 
~ 
(CH;),;COH 


2,7-dimethoxynaphthalene 


17-15 Side-Chain Reactions of Benzene Derivatives 


Many reactions are not affected by the presence of a nearby benzene ring; yet others 
depend on the aromatic ring to promote the reaction. For example, the Clemmensen 
reduction is occasionally used to reduce aliphatic ketones to alkanes, but it works best 
reducing aryl ketones to alkylbenzenes. Several additional side-chain reactions show 
the effects of a nearby aromatic ring. 


17-15A Permanganate Oxidation 


An aromatic ring imparts extra stability to the nearest carbon atom of its side chains. 
The aromatic ring and one carbon atom of a side chain can survive a vigorous perman- 
ganate oxidation. The product is a carboxylate salt of benzoic acid. (Hot chromic acid 
can also be used for this oxidation.) This oxidation is occasionally useful for making 
benzoic acid derivatives, as long as any other functional groups are resistant to oxida- 
tion. Functional groups such as — NOs, halogens, —-COOH, and —SO3H usually 
survive this brutal oxidation. 


KMnO,, “OH i Ht O 


Kt -O—C NO, HO—C NO, 


17-15 Side-Chain Reactions of Benzene Derivatives 


H O ; 
| I 
H.C . 
od SCH, 1) KMn0y 140. 100°C, HO~ “oH 
| (2) Ht 
H 


(or Na,Cr,O,, H,SO,, heat) 


PROBLEM 17-33 


Predict the major products of treating the following compounds with hot, concentrated potas- 
sium permanganate, followed by acidification with dilute HCl. 


(a) isopropylbenzene (b) p-xylene (c) 
(tetralin) 


17-15B Side-Chain Halogenation 


Alkylbenzenes undergo free-radical halogenation much more easily than alkanes 
because abstraction of a hydrogen atom at a benzylic position gives a resonance- 
stabilized benzylic radical. For example, ethylbenzene reacts with chlorine in the pres- 
ence of light to give a-chloroethylbenzene. Further chlorination can occur to give a 
dichlorinated product. 


CH, 


H 


| 
H—;C — C C 
benzylic 
~ @ O O C) 
+ HCl 


ie i 
H CH, 
Sox H—C—Cl cl—c—cl 
2 Cl, 
:C]——-Cl: —> + Cl —_ 
oe ee h v 
benzylic radical a-chloroethylbenzene chlorine radical dichlorinated 


continues the chain 


Although chlorination shows a preference for a substitution (the a@ position is 
the benzylic carbon bonded to the benzene ring), the chlorine radical is too reactive 
to give entirely benzylic substitution. Mixtures of isomers are often produced. In the 
chlorination of ethylbenzene, for example, there is a significant amount of substitution 
at the B carbon. 


benzylic position 
H H 
aV 8B | | 


a B a B 
CH,CH, Cl—C—CH, H—C—CH,Cl 
Cl; : 3 
hae + + dichlorinated products 
ethylbenzene a-chloroethylbenzene $-chloroethylbenzene 


(56%) (44%) 


909 
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Bromine radicals are not as reactive as chlorine radicals, so bromination is 
more selective than chlorination (Section 4-13C). Bromine reacts exclusively at the 
benzylic position. 


H Br 
al 8 él 
CH,CH, Br—C—CH, Br—C—CH, 
Br, or NBS 
a + (trace) 
ethylbenzene a-bromoethylbenzene a ,a-dibromoethylbenzene 


Either elemental bromine (much cheaper) or N-bromosuccinimide may be used as the 
reagent for benzylic bromination. N-Bromosuccinimide is preferred for allylic bromina- 
tion (Section 15-7) because Br, can add to the double bond. This is not a problem with 
the relatively unreactive benzene ring unless it has powerful activating substituents. 


PROBLEM-SOLVING HINT PROBLEM 17-34 


In predicting reactions on side Propose a mechanism for the bromination of ethylbenzene shown above. 
chains of aromatic rings, consider 


resonance forms that delocalize a 


charge or a radical electron onto ( PROBLEM 17-35 
the ring. 


What would be the ratio of products in the reaction of chlorine with ethylbenzene if chlorine 
randomly abstracted a methyl or methylene hydrogen? What is the reactivity ratio for the 


L benzylic hydrogens compared with the methyl hydrogens? ) 


PROBLEM 17-36 


Predict the major products when the following compounds are irradiated by light and treated 
with (1) 1 equivalent of Br, and (2) excess Bry. 


(a) isopropylbenzene (b) 
(tetralin) 


17-15C Nucleophilic Substitution at the Benzylic Position 


In Chapter 15, we saw that allylic halides are more reactive than most alkyl halides in 
both Sy1 and S,2 reactions. Benzylic halides are also more reactive in these substitu- 
tions, for reasons similar to those for allylic halides. 


First-Order Reactions First-order nucleophilic substitution requires ionization of 
the halide to give a carbocation. In the case of a benzylic halide, the carbocation is 
resonance-stabilized. For example, the 1-phenylethyl cation (2°) is about as stable as 
a 3° alkyl cation. 


1 
is about as stable as Ze. 
CH cis? 


1-phenylethyl cation (2°) tert- ba cation (3°) 


Because they form relatively stable carbocations, benzyl halides undergo Sy1 reactions 
more easily than do most alkyl! halides. 
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CH,CH,OH, A (heat) 
CH,—Br - —* 2 5 CH,—OCH,CH, 


benzyl bromide benzyl ethyl ether 


If a benzylic cation is bonded to more than one phenyl! group, the stabilizing 
effects are additive. An extreme example is the triphenylmethy! cation. This cation is 
exceptionally stable, with three phenyl groups to stabilize the positive charge. In fact, 
triphenylmethy! fluoroborate can be stored for years as a stable ionic solid. 


PROBLEM 17-37 


Propose a mechanism for the reaction of benzyl bromide with ethanol to give benzyl ethyl 
ether (shown above). 


Second-Order Reactions Like allylic halides, benzylic halides are about 100 times 
more reactive than primary alkyl halides in S\2 displacement reactions. The 
explanation for this enhanced reactivity is similar to that for the reactivity of allylic 
halides. 

During Sy2 displacement on a benzylic halide, the p orbital partially bonds with 
the nucleophile and the leaving group also overlaps with the pi electrons of the ring 
(Figure 17-5). This stabilizing conjugation lowers the energy of the transition state, 
increasing the reaction rate. 

Sn2 reactions of benzyl halides efficiently convert aromatic methyl groups to 
functional groups. Halogenation, followed by substitution, gives the functionalized 
product. 


O+ 


-BF, 


triphenylmethy! fluoroborate 


CH, CH,Br CH,OCH, 
Br, NaOCH, 
—_> > 
hv CH,OH 
NO, NO, 
CH, CH,Br CH,CN 
Br Br Br 
Br, NaCN 
> > 
hv acetone 
_ attacking FIGURE 17-5 The transition state 
nucleophile for Sy2 displacement of a benzylic 
halide is stabilized by conjugation with 
the pi electrons in the ring. 
wwH 
H 
leaving 
stabilizing group 


overlap 
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Application: Aspirin 


Aspirin is an anti-inflammatory drug that 
blocks the synthesis of prostaglandins, 
which are powerful hormones that 
regulate smooth muscle and stimulate 
inflammation (Section 25-7). Aspirin 

also blocks synthesis of the related 
thromboxanes, which constrict blood 
vessels and promote the aggregation of 
platelets, the first step in formation of 

a blood clot. Many doctors recommend 
that high-risk patients take a small aspirin 
each day to reduce the danger of clot- 
ting in blood vessels, leading to a heart 
attack, stroke, or embolism. 


( \ 
PROBLEM 17-38 
(a) Based on what you know about the relative stabilities of alkyl cations and benzylic 
cations, predict the product of addition of HBr to 1-phenylpropene. 
(b) Propose a mechanism for this reaction. 
(c) Based on what you know about the relative stabilities of alkyl radicals and benzylic 
radicals, predict the product of addition of HBr to 1-phenylpropene in the presence of 
a free-radical initiator. 
(d) Propose a mechanism for this reaction. F 
i 
‘e + 
PROBLEM 17-39 
Show how you would synthesize the following compounds, using the indicated starting mate- 
rials. 
(a) 3-phenylbutan-1-ol from styrene 
(b) CH, —CH— OCH, (c) CH,CN 
oy from toluene 
from anisole ON 
OCH, 
X ) 


17-16 Reactions of Phenols 


Much of the chemistry of phenols is like that of aliphatic alcohols. For example, 
phenols can be acylated to give esters, and phenoxide ions can serve as nucleophiles 
in the Williamson ether synthesis (Section 14-5). Formation of phenoxide ions 
is particularly easy because phenols are more acidic than water; aqueous sodium 
hydroxide deprotonates phenols to give phenoxide ions. 


1 
OH 1 O—C—CH, 
Ht 
+ CH,—C—OH == + H,O 
C—OH C—OH 
O O 
salicylic acid acetic acid acetylsalicylic acid 
(aspirin) 
OH O- Nat CH,0SO,0CH, OCH, 
NaOH dimethyl sulfate . 
——> —— 
H,O (or CH,D) 
S S : S 


anethole 
(licorice flavoring) 


All the alcohol-like reactions shown involve breaking of the phenolic O—H bond. 


This is a common way for phenols to react. It is far more difficult to break the C—O 
bond of a phenol, however. Most alcohol reactions in which the C—O bond breaks 
are not possible with phenols. For example, phenols do not undergo acid-catalyzed 
elimination or Sy2 back-side attack. 


Phenols also undergo reactions that are not possible with aliphatic alcohols. Let’s 
consider some reactions that are peculiar to phenols. 


17-16A Oxidation of Phenols to Quinones 


Phenols undergo oxidation, but they give different types of products from those 
seen with aliphatic alcohols. Chromic acid oxidation of a phenol gives a conjugated 
1,4-diketone called a quinone. In the presence of air, many phenols slowly autoxidize 
to dark mixtures containing quinones. 


OH O 
Na,Cr,0, 
a 
H,SO, 
CH, CH, 
m-cresol O 


2-methyl-1,4-benzoquinone 


Hydroquinone (benzene-1,4-diol) is easily oxidized because it already has two 
oxygen atoms bonded to the ring. Even very weak oxidants like silver bromide (AgBr) 
can oxidize hydroquinone. Silver bromide is reduced to black metallic silver in a light- 
sensitive reaction: Any grains of silver bromide that have been exposed to light (AgBr*) 
react faster than unexposed grains. 


OH O 
+ 2 AgBr* —7 + 2Agd) + 2HBr 
OH O 
hydroquinone quinone 


(benzene-1,4-diol) (1,4-benzoquinone) 


Black-and-white photographic film is based on this reaction. A film containing 
small grains of silver bromide is exposed by a focused image. Where light strikes the 
film, the grains are activated. The film is then treated with a hydroquinone solution (the 
developer) to reduce the activated silver bromide grains, leaving black silver deposits 
where the film was exposed to light. The result is a negative image, with dark areas 
where light struck the film. 


PROBLEM 17-40 


The bombardier beetle defends itself by spraying a hot quinone solution from its abdomen 
(see photo). This solution is formed by the enzyme-catalyzed oxidation of hydroquinone by 
hydrogen peroxide. Write a balanced equation for this oxidation. 


Quinones occur widely in nature, where they serve as biological oxidation— 
reduction reagents. The quinone coenzyme Q (CoQ) is also called ubiquinone because 
it seems ubiquitous (found everywhere) in oxygen-consuming organisms. Coenzyme Q 
serves as an oxidizing agent within the mitochondria of cells. The following reaction 
shows the reduction of coenzyme Q by NADH (the reduced form of nicotinamide 
adenine dinucleotide), which becomes oxidized to NAD*. 
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Application: Fruit Browning 


The browning of fruit is a common 
example of the oxidation of phenols to 
quinones. Apples, pears, potatoes, and 
so forth contain polyphenol oxidase 
(PPO), an enzyme that catalyzes the oxi- 
dation of naturally occurring derivatives 
of catechol (benzene-1,2-diol) 

by atmospheric oxygen. The products 
are ortho-quinones, which are unstable 
and quickly condense to give brown 
polymers. 

Browning can be controlled by adding 
reducing agents or acidic solutions that 
inhibit the activity of the PPO enzyme. 
Solutions of sodium bisulfite, ascorbic 
acid (vitamin C), and lemon juice are 
commonly added to freshly cut fruit to 
retard browning. 


OH 
catechol 
derivatives 
R OH 
0, | PPO 
O 
ortho-quinones 
(unstable) 
R O 


brown polymer 


When threatened, the bombardier beetle 
mixes hydroquinone and H202 with 
enzymes. Peroxide oxidizes hydroquinone 
to quinone, and the strongly exothermic 
reaction heats the solution to boiling. The 
hot, irritating liquid sprays from the tip of 
the insect's abdomen. 
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O Hw oH O OH H O 
CH,O CH, CH,O CH, Ze Lo 
NH, NH, 
+ || —> rn | 
+ Ht SX + 
CH,O R CH,O R N 
O sugar OH sugar 
coenzyme Q NADH coenzyme Q NAD* 
oxidized form reduced form reduced form oxidized form 
CH, 


| 
R = —(CH,—CH=C—CH,),;—H 


17-16B Electrophilic Aromatic Substitution of Phenols 


Phenols are highly reactive substrates for electrophilic aromatic substitution because 
the nonbonding electrons of the hydroxy group stabilize the sigma complex formed 
by attack at the ortho or para position (Section 17-6B). Therefore, the hydroxy 
group is strongly activating and ortho, para-directing. Phenols are excellent sub- 
strates for halogenation, nitration, sulfonation, and some Friedel—Crafts reactions. 
Because they are highly reactive, phenols are usually alkylated or acylated using 
relatively weak Friedel—Crafts catalysts (such as HF) to avoid overalkylation or 
overacylation. 


OH OH OH 
1 CH(CH;), 
HF 
+ CH,—CH—CH, —> - 


CH(CH,), 


Phenoxide ions, easily generated by treating a phenol with sodium hydroxide, are 
even more reactive than phenols toward electrophilic aromatic substitution. Because 
they are negatively charged, phenoxide ions react with positively charged electrophiles 
to give neutral sigma complexes whose structures resemble quinones. 


H 105) ‘Oy :OF oO 
excess Br Br 
NaOH Br, Br, Br, 
a —> —> —> —> 
Keb a po 
H \ Br H ~ Br Br 


phenoxide ion sigma complex 


Phenoxide ions are so strongly activated that they undergo electrophilic aromatic sub- 
stitution with carbon dioxide, a weak electrophile. The carboxylation of phenoxide ion 
is an industrial synthesis of salicylic acid, which is then converted to aspirin, as shown 


on p. 912. 
%\ 
05 eG. “Oy. 9 ‘Or ® OH 
Ys P| | 
H C—O- C—O COOH 
—" H —_ ee 
H,O 


salicylic acid 
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PROBLEM 17-41 
Predict the products formed when m-cresol (m-methylphenol) reacts with 
1 
(a) NaOH and then ethyl bromide (b) acetyl chloride, CH,— C — Cl 
(c) bromine in CCl, in the dark (d) excess bromine in CCl, in the light 
©) sodium dichromate in H,SO, (f) two equivalents of tert-butyl chloride and AICI ) 
7 
PROBLEM 17-42 
1,4-Benzoquinone is a good Diels—Alder dienophile. Predict the products of its reaction with 
L (a) buta-1,3-diene (b) cyclopenta-1,3-diene 


PROBLEM-SOLVING STRATEGY Synthesis Using Electrophilic Aromatic Substitution 


Aromatic substitutions have been important synthetic tools for over a century. Most important syntheses require more than one 
substitution, and each new substituent affects where the next substitution will react. Therefore, any multistep sequence must be 
planned so that the earlier substituents direct later reactions toward the correct reaction sites. 

Several factors govern these reactions: 


1. The order of substitution determines the product. 


Br <— 0,p-director Br 
In ortho, para mixtures, the 
Br, HNO, para isomer is usually the 
—> ——_> + ortho : 7 
FeBr, H,SO, major product, and it can be 
: separated from other isomers. 
NO, 
NO, <— m-director Br 
HNO, Br, 
— — 
H,SO, FeBr, 


NO, 


Conclusion: To produce the ortho or para product, attach the o,p-director first. To produce the meta product, attach the 
m-director first. Remember that some reactions (such as Friedel-Crafts) do not work well on strongly deactivated rings. 


PROBLEM 17-43 
Predict the major product at the end of each sequence. 
(a) a, (b) 


> > ————_> _—~ 
H,SO, AICI, AIC], _H,SO, 


2. When the directive effects of two substituents conflict, a strongly activating group wins. 


OCH; <— activating OCH; OCH; CH 


o,p-director 


E 
Et 
> + 
CN CN CN 
‘. deactivating E Steric hindrance minimizes 
m-director electrophilic attack between 


two substituents. 
(continued ) 
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PROBLEM 17-44 


Predict the site(s) of electophilic attack on these compounds. 


(a) OH (b) OCH; 


NO, H;C CH; 


3. Friedel-Crafts reactions add acyl and alkyl groups to aromatic compounds, but they have limitations. 


A. In an alkylation, a carbocation intermediate can rearrange: straight-chain alkylbenzenes cannot be produced by simple 


Friedel-Crafts alkylation. 


The major product results 
AIC], from rearrangement of the 


Cl 
si alee ? carbocation. 


XN 


7 
PROBLEM 17-45 


Predict the products. 


(a) (b) Cl 
in Cl AIC, 
Ss AICI, two rearranged 
+ — 
products 


(Hint: hydride shift 
and ring expansion.) 


This limitation can be avoided by using the Friedel-Crafts acylation (no rearrangement, no overalkylation), followed by 
a Clemmensen reduction to convert the acyl group to an alkyl group. If another group is to be added, it can be added to 
the acylbenzene to give meta orientation, or it can be added to the alkylbenzene to give ortho,para orientation. 


O 
De Zn(Hg) 
——— 


O 


—_> 
HCl(aq) 


an acylbenzene an alkylbenzene 
meta-director o,p-director 
(no rearrangement) 


PROBLEM 17-46 


To synthesize m-ethylbenzenesulfonic acid, a student attempted the Friedel—Crafts alkyla- 
tion of benzenesulfonic acid with bromoethane. Do you predict that this reaction was 
successful? If not, propose an alternative synthesis. 


CH,CH, 
2 
CH,3CH,Br 
———— 
FeBr3 
SO3H SO3H 


m-ethylbenzenesulfonic acid 
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B. In alkylation, substitution can occur more than once. es successive group increases — 


activating —> CH; 


ee 
- other 
“AIC isomers 


Overalkylation can be minimized by using a large excess of the starting aromatic pee (benzene in this case), which 
is usually recycled through the process. 


C. Friedel-Crafts reactions do not work on strongly deactivated benzenes, that is, any compound less reactive than halobenzenes. 
" 
Strong deactivating groups are NO», SO3H, CN, CF3, and =—-~C— 


D. Friedel-Crafts reactions do not work on benzenes with unprotected —-NH > and — NR; substituents. The N: complexes 
with the AICI, catalyst and becomes positively charged, thereby becoming a deactivating group. 


= AICI, Amines also react with strongly 
Rat oe | acidic reagents such as HCI and 
N R—N—-R H>SO,, protonating the nitrogen, 
i strongly which makes it meta-directing and 
RCI deactivating; strongly deactivating. Converting the 
“AIC, F-C stops basic amine to an amide (below) also 


protects it against this protonation. 


Workaround: Convert the amine to an amide to protect it from strongly acidic (including Lewis acidic) reagents. The 
amide is still an activating, 0,p-directing group, and it is compatible with Friedel-Crafts and many other reactions. If 
necessary, the amide can be removed at the end of the synthesis. 


strong base O 
x weak basee~. , || O O is called 
NH> HN—C—CH3 Bk BO acetic anhydride, 
O abbreviated Ac,O. 
Ac ,O 
NaOAc Works in Friedel-Crafts reactions. 
The N in the amide does not complex with AlCl. 
amine amide 


NH, HN—C—CH, —CH, 


NH, 
Ac3O SCH OSEr H’ or BEE. 
—> 
NaOAc Alc, "HO, heat heat 
amine amide amine 


4. Other reactions may be useful. 


A. A carboxylic acid (COOH) group can be attached to an aromatic ring by adding an alkyl group and then oxidizing it. 
Additional groups can be added ortho and para at the alkylbenzene stage, or they can be added meta after the oxidation. 
The oxidation is brutal, and OH and NH) substituents do not survive. Halogens, NO», and SO3H survive the KMnO, 
oxidation. 


R~< 0,p-director COOH <— 1m-director 


F-C acylation 
or AES Enon suas 
hear” 


R cannot have a quaternary 
carbon atom bonded to the ring. 


(continued ) 
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PROBLEM 17-47 


Propose a synthetic sequence of this trisubstituted benzene starting from toluene. 


COOH 
NO, 
Cl 
Ne 
B. Reduction of NO, to NH. 
NO, NH) 
Fe or Sn 
re Changes a m-director to an o,p-director. 
HCI (aq) 
Example: 
NO, NO> NH, 
Cl, Fe Places two o,p-directors meta 
—> ———_> 
AIC]; HCI (aq) to each other. 


The conditions of the Clemmensen reduction, [Zn(Hg) + HCl], or [Fe + HCL], also reduce NO> groups. 
C. The SO3H group as a blocking group. 


The SO3H group can be used to block a position on the ring. This is a common procedure to make ortho isomers when 
the para position is more reactive. Use the SO3H group to block the para position, substitute the ortho position, and then 
remove the blocking group. 


SO; Sulfonation is reversible. The sulfonic acid group can be 
HySO,4 removed by steam distillation. 


CH, CH, CH, CH, 
; NO, NO, 
SO; HNO; H,0 
——_—> ——_ —> 
H,SO,4 H,SO, heat 
SO3H SO3H ortho only; 


not mixed with para 
para is major 


PROBLEM 17-48 


Starting from toluene, propose syntheses for ortho-, meta-, and para-chlorobenzoic acid. 
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PROBLEM 17-49 


Starting from toluene, propose a synthesis of this trisubstituted benzene. 


Cl 
COOH 


NH, 


SUMMARY Reactions of Aromatic Compounds 


1. Electrophilic aromatic substitution 
a. Halogenation (Section 17-2) 


Br 
FeBr, 
+ Bry —==- + HBr 


bromobenzene 


. Nitration (Section 17-3) 
+ HNO, 10 Nitration followed by 
reduction gives anilines. 


. Sulfonation (Section 17-4) 


© st SO; 


d. Friedel-Crafts alkylation (Section 17-10) 


AICI C(CH3)3 
3 
oO + (CH3)3C —Cl of + HCl 


tert-butylbenzene 


benzenesulfonic acid 


e. Friedel-Crafts acylation (Section 17-11) 1 
1 C—CH,CH, 
(1) AICI, 
a CH,;CH, Cc Cl (2) H50 4 + HCl 
propiophenone 


f. Gatterman—Koch synthesis (Section 17-11C) 


C—H 
AICL,/CuCl 
Oven 2S iC 


benzaldehyde 


Oo 


(continued ) 
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g. Substituent effects (Sections 17-5 through 17-9) 


Activating, ortho, para-directing: R, OR, OH, OF, NR, (amines, amides) 
Deactivating, ortho, para-directing: —Cl, —Br, —I 

| 
Deactivating, meta-allowing: —NO,, —SO3H, —NR3, —C—=O, —C=N 


2. Nucleophilic aromatic substitution (Section 17-12) 


a x Nuc 
+ Nuc _ +. Xe 
ie . G eG 
a halobenzene strong 


(G = NO; or other strong withdrawing group) nucleophile 


Example cl NH, 
FO vam OC + 
ON ON 


NO, 
2,4-dinitrochlorobenzene 2,4-dinitroaniline 


If G is not a strong electron-withdrawing group, severe conditions are required, and a benzyne mechanism is involved 
(Section 17—12B). 


3. Organometallic Couplings 
a. Organocuprate couplings (Section 17-13A) 


On + (Agar = OY 


iodobenzene lithium divinylcuprate styrene 


b. Heck coupling (Section 17-13B) 


OCH, 
_ Pd(OAc), Z OCH; 
€ \-n . oN ~PPh;, EN: 
bromobenzene methyl] acrylate methyl cinnamate 


c. Suzuki coupling (Section 17-13C) 


OH 10% Pd/C 
wae > 
nok ber 7 oe a wot <>) 


p-bromophenol phenylboronic acid p-phenylphenol 
4. Addition reactions 
a. Chlorination (Section 17-14A) 


H Cc 
H H 
heat and pressure Cl Cl 
Heb ae DESSS Te 
@ + 3 Cl or light H H 
benzene el H «ad cl 


benzene hexachloride (BHC) 


b. Catalytic hydrogenation (Section 17-14B) 


CH,CH; 
on *F 3 Hp 


CH,CH; 


Ru or Rh catalyst 
100 °C, 1000 psi 


o-diethylbenzene 


c. Birch reduction (Section 17-14C) 


: .CH,CH; 


ethylbenzene 


Na or Li 
> 
NH,(/), ROH 


5. Side-chain reactions 
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H 
CH,CH, 
H 

CH,CH, 


1,2-diethylcyclohexane 
(mixture of cis and trans) 


; .CH,CH; 


1-ethylcyclohexa-1,4-diene 


a. The Clemmensen reduction (converts acylbenzenes to alkylbenzenes, Section 17-11B) 


Zn(Hg) 
——~ 
dilute HCl 


O 
O 
C—R 


an acylbenzene 


b. Permanganate oxidation (Section 17-15A) 


hot, concd. KMnO 4 


an alkylbenzene 


c. Side-chain halogenation (Section 17-15B) 


CH,—R 
Or 7 Br, 
—— 
hv 


an alkylbenzene 


d. Nucleophilic substitution at the benzylic position (Section 17-15C) 


The benzylic position is activated toward both Sy1 and S,2 displacements. 


an a-halo alkylbenzene 


6. Oxidation of phenols to quinones (Section 17-16A) 


OH 


Cl 
Na,Cr,0, 
H,SO, 


o-chlorophenol 


an alkylbenzene 


Halogen, -NO,, and -SO,H 
groups survive this brutal 
oxidation. 


(C)-coo Kt 


a benzoic acid salt 


an a-bromo alkylbenzene 


Cl 


O 


2-chloro-1,4-benzoquinone 
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SUMMARY Electrophilic Aromatic Substitution of Benzene 


A catalyst, either a protic acid like HySOy,, or a Lewis acid like FeBr3 or AlCl, is needed for each reaction. 


bromination— Cl chlorination— nitration— 


Section 17-2. Br Section 17-2 NO+ Section 17-3 
+ H—Cl 
+ H—Br + H—OH 


AICI 
cc 4 


— H2SO 
BEBE cae : SO3H 
FeBr3 H 


SO; 


po Ss sulfonation— 
H»SO4 Section 17-4 
cat. 


R—X 
X = Cl, Br, I 


Friedel-Crafts acylation— Friedel-Crafts alkylation— 
new C—C bond; new C—C bond; 

no rearrangement; R can rearrange; 

no over-acylation; can over-alkylate with excess RX; 
Section 17-11 Section 17-10 


SUMMARY Substitutions of Aryl Halides 


Syl and Sy? reactions are not observed for aryl halides. Replacement of X from an sp? carbon requires special conditions, usually 
involving a reactive intermediate or a metal. 


Hy Grignard reaction— Nucleophilic Aromatic Nucleophilic Aromatic 
reacts with acid Substitution— Substitution—benzyne reaction; 
p—C=—R’ chlorides, anhydrides, addition-elimination mechanism; __ elimination-addition mechanism; 
esters, aldehydes, requires strong electron- requires very strong base and/or 
ketones, epoxides; withdrawing substituents; high temperature; 
formation of alcohols; Section 17-12A Section 17-12B 
Sections 10-9, 14-15 


ju 5 € \-nuc € \-paseinve 


II 
le a , Nuc// :Base/Nuc 
heat 


Mex | <__“2 _ 
| 
8 ether solvent € \« | 
| 1. R,CuLi 


Grignard OH — =— Organocuprate 


reagent / 2. Ht coupling— 
HO—B Iso works with vinyl 
__ =>\ also works with viny. 
‘ R R halides and allylic 
pa R Pd halides; 
catalyst catalyst Section 17-13A 
Suzuki coupling— R R Heck reaction— 
couples an aryl or viny] halide W f) product is usually trans with 
with an aryl, vinyl, or alkyl benzene bonding to the less- 
boronic acid or ester; retains substituted carbon; works with 


all stereochemistry; aryl and vinyl halides; 
Section 17-13C Section 17-13B 


GUIDE TO ORGANIC REACTIONS IN 


CHAPTER 17 


Reactions covered in Chapter 17 are shown in red. Reactions covered in earlier chapters are shown in blue. 


Substitution Elimination BOxidation/Reduction 
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Nucleophilic 


>| Nucleophilic 


>| Basic conditions (E2) 


>| Oxidation 


> at sp’ C (S\1, S.2) 
Ch 6, 10, 14, 22 

> at sp? C (Nuc. Arom. Subst.) 
Ch 17, 19 

b> at C=O (Nuc. Acyl Subst.) 
Ch 10, 11, 20, 21, 22 


Electrophilic 


> at sp’ C (Elect. Arom. Subst.) 
Ch 17, 19 


> at C=O (Nuc. Addn.) 
Ch 9, 10, 18, 22 

> a C= 
Ch 22 


C (conjugate addn.) 


Electrophilic 


> at C=C (Elect. Addn.) 
Ch 8, 9, 10 

> at C=C (Carbene Addn.) 
Ch 8 


Radical 


Radical 


> at sp’ C (alkane halogenation) 
Ch 4, 6, 16, 17 

> at sp? C (Sandmeyer rxn) 
Ch 19 


Organometallic 


> Gilman 
Ch 10; 17 

> Suzuki 
Ch ty 


> Heck 
Ch 17 


Essential Terms 


> at C=C (HBr + ROOR) 
Ch 8 


Pericyclic 


> cycloaddition (Diels-Alder) 
Ch 15 


Oxidation 


> epoxidation 
Ch 8, 10, 14 


Reduction 


> hydrogenation 
Ch'8, 9) 17). 18,19 


> E2 dehydrohalogenation 
Ch 7,9 

> tosylate elimination 
Chill 

> Hofmann elimination 
Ch 19 


> epoxidation 
Ch 8, 10, 14 

» oxidative cleavage 
Ch 8, 9,11, 17,22 

> oxygen functional groups 
Ch 11, 18, 19, 20 


Acidic conditions (E1) 


Reduction 


> El dehydrohalogenation 
Ch7 

> dehydration of alcohols 
Chil 


Pericyclic (Cope elimination) 


> Chl19 


> hydride reduction 

Ch 8, 10, 11, 17, 18, 19, 20, 21 
> hydrogenation 

Ch 8, 9, 17, 18, 19 
> metals 

Ch 9, 17, 18, 19 


activating group 


acyl group 

acyl chloride: 
acylium ion 
alkoxy group 


A substituent that makes the aromatic ring more reactive (usually toward electrophilic aromatic 
substitution) than benzene. (p. 873) 


| 
(R—C 
(acid chloride) An acyl group bonded to a chlorine atom, RCOCI. 


(R—-C= 


— A carbonyl group with an alkyl group attached. (p. 891) 


O*) An acyl group fragment with a positive charge. (p. 891) 


(alkoxyl group) A substituent consisting of an alkyl group bonded through an oxygen atom, 


—O—R. (p. 875) 
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benzylic position The carbon atom of an alkyl group that is directly bonded to a benzene ring; the position a toa 
benzene ring. (p. 909) 


The benzylic positions are circled in red. 


benzyne A reactive intermediate in some nucleophilic aromatic substitutions, benzyne is benzene with 
two hydrogen atoms removed. It can be drawn with a highly strained triple bond in the six- 
membered ring. (p. 898) 


H 
H 
3 or O or 
H 
H 


Birch reduction The partial reduction of a benzene ring by sodium or lithium in liquid ammonia. The products are 
usually cyclohexa-1,4-dienes. (p. 906) 


H OCH 
ee Li, CH,CH,OH : 
ples SLL 


NH, (J) 


Clemmensen reduction The reduction of a carbonyl group to a methylene group by zinc amalgam, Zn(Hg), in dilute hydro- 
chloric acid. (p. 893) 


amalgam: An alloy of a metal with mercury. 


deactivating group A substituent that makes the aromatic ring less reactive (usually toward electrophilic aromatic 
substitution) than benzene. (p. 879) 
electrophilic aromatic (EAS) Replacement of a hydrogen on an aromatic ring by a strong electrophile. (p. 866) 


substitution 
H H H H H H 
Hae 
H H —> |H ASS 5 i E + base—H 
Sage E 
H H H H H H 


electrophilic attack sigma complex substituted product 
Friedel-Crafts acylation Formation of an acylbenzene by substitution of an acylium ion on an aromatic ring. (p. 891) 


O 


fo) 
I - © i 
R—C—Cl + AICI, [R—C=0, <> R-—c=o07] => —R 


acylium ion 


an acylbenzene 


Friedel-Crafts alkylation Formation of an alkyl-substituted benzene derivative by substitution of an alkyl carbocation or 
carbocation-like species on an aromatic ring. (p. 886) 
R 


AICI, 
+ R—-Cl —> 
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Gattermann-Koch synthesis The synthesis of benzaldehydes by treating a benzene derivative with CO and HCI using an 


halonium ion 


Heck reaction 
inductive stabilization 
meta-director 


nitration 
nitronium ion 


nucleophilic aromatic 
substitution 


organocuprate 


ortho, para-director 
quinone 


resonance stabilization 


resonance-donating: 


resonance-withdrawing: 


H H 
— 2? 
OCH, o+-CH, 


alkoxy groups are pi-donating 


sigma complex 


sulfonation 
desulfonation: 


Suzuki reaction 


AICl3/CuCl catalyst. (p. 894) 


A positively charged ion that has a positive charge (or partial positive charge) on a halogen 
atom. Typically, in a halonium ion the halogen atom has two bonds and bears a formal plus 
charge. (Specific: chloronium ion, bromonium ion, and so forth.) (p. 882) 


A palladium-catalyzed coupling of an aryl or vinyl halide with an alkene to form a new 
C—C bond at the less substituted end of the alkene. (p. 901) 


Stabilization of a reactive intermediate by donation or withdrawal of electron density through 
sigma bonds. (p. 875) 

(meta-allower) A substituent that deactivates primarily the ortho and para positions, leaving 
the meta position the least deactivated and most reactive. (p. 879) 

Replacement of a hydrogen atom by a nitro group, —NOb,. (p. 869) 

The NOS ion, O=N=o. (p. 869) 

(NAS) Replacement of a leaving group on an aromatic ring by a strong nucleophile. Usually takes 
place by an addition-elimination mechanism or by a benzyne mechanism. (p. 895) 

A compound containing carbon-copper bonds, commonly of formula R2CuLi (Gilman reagent). 
The lithium dialkylcuprate (or diarylcuprate or divinylcuprate) displaces an organohalogen 
bond to form a new C—C. (pp. 537, 899) 


A substituent that activates primarily the ortho and para positions toward attack. (p. 873) 


A derivative of a cyclohexadiene-dione. Common quinones are the 1,4-quinones (para- 
quinones); the less stable 1,2-quinones (ortho-quinones) are relatively uncommon. (p. 913) 


O 
> 
O 


p-quinone o-quinone 


Stabilization of a reactive intermediate by donation or withdrawal of electron density through 
pi bonds. (p. 876) 


(pi-donating) Capable of donating electrons through resonance involving pi bonds. 
(pp. 876, 882) 


(pi-withdrawing) Capable of withdrawing electron density through resonance involving pi 


bonds. (p. 878) 
Cl Cl 
NH, NH, 
a 
oe + + 
- ihe N—O- 


| 
Oo- O- 


nitro groups are pi-withdrawing 


An intermediate in electrophilic aromatic substitution or nucleophilic aromatic substitution with 
a sigma bond between the electrophile or nucleophile and the former aromatic ring. The 
sigma complex bears a delocalized positive charge in electrophilic aromatic substitution and 
a delocalized negative charge in nucleophilic aromatic substitution. (p. 865) 

Replacement of a hydrogen atom by a sulfonic acid group, —SO3H. (p. 870) 

Replacement of the —S$O3H group by a hydrogen. With benzene derivatives, this is done by 
heating with water or steam and acid. (p. 872) 


(Suzuki coupling) A palladium-catalyzed substitution that couples an aryl or vinyl halide with a 
alkyl, aryl, or vinyl boronic acid or boronate ester. (p. 903) 
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Essential Problem-Solving Skills in Chapter 17 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Predict products and propose mechanisms for the common electrophilic aromatic 
substitutions: halogenation, nitration, sulfonation, and Friedel-Crafts alkylation Problems 17-50, 53, 54, 57, 66, 71, 
and acylation. and 77 


2 Draw resonance forms for the sigma complexes resulting from electrophilic attack 
on substituted aromatic rings. Explain which substituents are activating and which Problems 17-53, 54, 60, 64, 67, 


are deactivating, and show why they are ortho,para-directing, or meta-directing. and 71 

3 Predict the position(s) of electrophilic aromatic substitution on molecules 
containing substituents on one or more aromatic rings, and design syntheses Problems 17-52, 53, 54, 57, 60, 
that use the influence of substituents to generate the correct isomers. 63, 67, and 76 

4 Determine which nucleophilic aromatic substitutions are likely, and propose Problems 17-58, 68, 69, 70, 
mechanisms for both the addition-elimination type and the benzyne type. and 73 


5 Predict the coupling products of the organocuprate, Heck, and Suzuki reactions, 
and use these reactions in syntheses. Problems 17-55, 61, 62, 72, and 75 


6 Predict the products of the Birch reduction, hydrogenation, and chlorination of 
aromatic compounds, and use these reactions in syntheses. Problems 17-51, 57, 59, and 74 


7 Explain how the reactions of side chains are affected by the presence of the 
aromatic ring, predict the products of side-chain reactions, and use these 


reactions in syntheses. Problems 17-51, 53, and 74 

8 Predict the products of the reactions of phenols, and use these reactions 
in syntheses. Problems 17-52, 63, 66, and 76 
Problem-Solving Strategy: Synthesis Using Electrophilic Aromatic Problems 17-50, 52, 60, 63, 72, 75, 
Substitution and 76 


Study Problems 


17-50 Predict the major products formed when benzene reacts (just once) with the following reagents. 


(a) tert-butyl chloride, AICI; (b) 1-bromobutane, AICI, 

(c) isobutyl bromide + BF; (d) bromine + iron filings 

(e) isobutylene + HCl (f) sulfuric acid with sulfur trioxide (oleum) 
(g) 1-bromo-2,2-dimethylpropane + AICI, (h) benzoyl bromide + AICI, 

(i) chlorine + a nail (j) methyl iodide, AICI, 

(k) carbon monoxide, HBr, and AICI; /CuCl () CH(CH3)(COCI), AICI; 


17-51 Indane can undergo free-radical chlorination at any of the alkyl positions on 
the aliphatic ring. 


(a) Draw the possible monochlorinated products from this reaction. 

(b) Draw the possible dichlorinated products from this reaction. 

(c) What instrumental technique would be most helpful for determining how 
many products are formed, and how many of those products are monochlorinated and how many are dichlorinated? 

(d) Once the products have been separated, what instrumental technique would be most helpful for determining the struc- 
tures of all the dichlorinated products? 

17-52 Show how you would synthesize the following compounds, starting with benzene or toluene and any necessary acyclic 
reagents. Assume para is the major product (and separable from ortho) in ortho, para mixtures. 


indane 


(a) 1-phenyl-1-bromobutane (b) 1-phenyl-1-methoxybutane (c) 3-phenylpropan-1-ol 

(d) ethoxybenzene (e) 1,2-dichloro-4-nitrobenzene (f) 1-phenylpropan-2-ol 

(g) p-aminobenzoic acid (h) 2-methyl-1-phenylbutan-2-ol (i) 5-chloro-2-methylaniline 
(j) 3-nitro-4-bromobenzoic acid (k) 3-nitro-5-bromobenzoic acid (J) 4-butylphenol 


(m) 2-(4-methylpheny])butan-2-ol 


17-53 


17-54 


17-55 


17-56 


Study Problems 927 


Predict the major products of the following reactions. 
(a) 2,4-dinitrochlorobenzene + NaOCH; (b) phenol + tert-butyl chloride + AICI; 
(c) nitrobenzene + fuming sulfuric acid (d) nitrobenzene + acetyl chloride + AICI, 
(e) p-methylanisole + acetyl chloride + AIC], (f) p-methylanisole + Brg, light 
(g) 1,2-dichloro-4-nitrobenzene + NaNH) (h) p-nitrotoluene + Zn + dilute HCl 
(i) p-ethylbenzenesulfonic acid + steam/H* (j) p-ethylbenzenesulfonic acid + HNO3, H,SO, 
(k) 1 1 (D 
Ph—C—NHPh + CH,CH,—C—Cl, AICI, Rats nO 
indane 
Predict the major products of bromination of the following compounds, using Br, and FeBr; in the dark. 
a) NO, OCH, (b) CH; CF (c) HC 
oO oO 
What products would you expect from the following coupling reactions? 
(a) CuLi 
Be — — 
2 
Pach 
Ay ~ NayCO3, HO H,O 
7 (d) OR 
S B 
el a BR, 
Br ‘a OR 
> 
Pd catalyst, base Br Pd catalyst, base 
_PaOAc) 
PPh; 
O. —-B&N: 
A student added 3-phenylpropanoic acid (PhCH,CH,COOH) to a molten salt consisting of a 1:1 mixture of NaCl and AICl, 
maintained at 170 °C. After 5 minutes, he poured the molten mixture into water and extracted it into dichloromethane. 
Evaporation of the dichloromethane gave a 96% yield of the product whose spectra follow. The mass spectrum of the 
product shows a molecular ion at m/z 132. What is the product? 
wavelength (um) 
2.9 3 eye) 4 4.5 5 5.5 6 7 8 9 10 1 12 13 14 15 16 
um coy ne OSU 
80 
% 
W 
R 
A 
60} N 
s 
M 
I 
il 
40|) t 
A 
N 
c 
E 
20 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 


wavenumber (cm!) 


(continued ) 
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200 180 160 140 120 100 80 60 40 20 0 
13 (CH) (CH) CH) 
C NMR (CH) (CH) (CH) on 
(C)| 206.5 LDC; 
(C) (C) 


'H NMR HTT 


10 9 8 7 6 5 4 3 2 1 0 
6 (ppm) 


17-57 Give the structures of compounds A through H in the following series of reactions. 


ome. 
Coy iz HNO, i 
—____—> 
AICI, H,SO, 
Zn(Hg) 
J HCl 
KMn0, a 
> 
c (hot, concd.) 
CF, Br, 
hy 
NH, (CH,),CO- Kt HBr 
—— —_WwaoHo_— G > 
(excess) 
NaOCH, 
H,N F 


17-58 = The following compound reacts with a hot, concentrated solution of NaOH (in a sealed tube) to give a mixture of two 
products. Propose structures for these products, and give a mechanism to account for their formation. 


Cl 


NaOH, H,O 
————————“—- 


350°C 2 products 


17-59 a-Tetralone undergoes Birch reduction to give an excellent yield of a single product. Predict the structure of the product, 
and propose a mechanism for its formation. 


O 


Na, NH,(/) 
CH,CH,OH 


a-tetralone 


17-60 


17-61 


17-62 


17-63 


17-64 


17-65 


*17-66 


Study Problems 929 


Electrophilic aromatic substitution usually occurs at the 9-position of anthracene. Predict the major products of the 
reactions of anthracene with the following reagents. 


(a) HNO3, H,SO, (b) Bry, FeBr; (c) CH;CH,COCI, AICI, 
(d) isobutylene and HF (e) cyclohexanol and BF; (f) fuming sulfuric acid 
8 9 1 
ISS@) 
6 3 
5 10 4 


Nucleophilic aromatic substitution provides one of the common methods for making phenols. (Another method is discussed 
in Section 19-17.) Show how you would synthesize the following phenols, using benzene or toluene as your aromatic starting 
material, and explain why mixtures of products would be obtained in some cases. 

(a) p-nitrophenol (b) 2,4,6-tribromophenol (c) p-chlorophenol 

(d) m-cresol (e) p-n-butylphenol 

Show how you would use a Suzuki reaction to synthesize Bombykol, the sex hormone of the silk moth, from cis-1-bromopent-1-ene 
and the acetylenic alcohol shown below. 


Br 
—y —> NO NN (CH2)g— CH,OH 
H—C=C—(CH))g—CH,0OH Bombykol 


The most common selective herbicide for killing broadleaf weeds is 2,4-dichlorophenoxyacetic acid (2,4-D). Show how 
you would synthesize 2,4-D from benzene, chloroacetic acid (CICH,COOH), and any necessary reagents and solvents. 


Cl O—CH,COOH 


Cl 
2,4-dichlorophenoxyacetic acid (2,4-D) 


Furan undergoes electrophilic aromatic substitution more readily than benzene; mild reagents and conditions are sufficient. 

For example, furan reacts with bromine to give 2-bromofuran. 

(a) Propose mechanisms for the bromination of furan at the 2-position and at the 3-position. Draw the resonance forms of 
each sigma complex, and compare their stabilities. 

(b) Explain why furan undergoes bromination (and other electrophilic aromatic substitutions) primarily at the 2-position. 


O : Br, O Br 
\ ) dioxane (J 
furan 2-bromofuran 


(a) Draw the three isomers of dihydroxybenzene. 

(b) The isomers have melting points of 175 °C, 197 °C, and 168 °C. Nitration of the isomers at all possible positions was 
once used to determine their structures. The isomer that melts at 175 °C gives two mononitro isomers. The isomer 
that melts at 197 °C gives three mononitro isomers. The isomer that melts at 168 °C gives only one mononitro isomer. 
Show which isomer has which melting point. 

Bisphenol A is an important component of many polymers, including polycarbonates, polyurethanes, and epoxy resins. It 

is synthesized from phenol and acetone with HCl as a catalyst. Propose a mechanism for this reaction. 


Va HCl 
2 Von + ome 2, wok VIL on 
an I 


phenol acetone bisphenol A 
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17-67 


17-68 


*17-69 


17-70 


17-71 


17-72 


*17-73 


Unlike most other electrophilic aromatic substitutions, sulfonation is often reversible (see Section 17-4). When one sample of 
toluene is sulfonated at 0 °C and another sample is sulfonated at 100 °C, the following ratios of substitution products result: 


Reaction Temperature 


Isomer of the Product 0°Cc 100 °C 
o-toluenesulfonic acid 43% 13% 
m-toluenesulfonic acid 4% 8% 
p-toluenesulfonic acid 53% 719% 


(a) Explain the change in the product ratios when the temperature is increased. 

(b) Predict what will happen when the product mixture from the reaction at 0 °C is heated to 100 °C. 

(c) Because the SO3H group can be added to a benzene ring and removed later, it is sometimes called a blocking group. 
Show how 2,6-dibromotoluene can be made from toluene using sulfonation and desulfonation as intermediate steps in 
the synthesis. 

When 1,2-dibromo-3,5-dinitrobenzene is treated with excess NaOH at 50 °C, only one of the bromine atoms is replaced. 

Draw an equation for this reaction, showing the product you expect. Give a mechanism to account for the formation of 

your proposed product. 

When anthracene is added to the reaction of chlorobenzene with concentrated NaOH at 350 °C, an interesting Diels—Alder 

adduct of formula Cz Hj, results. The proton NMR spectrum of the product shows a singlet of area 2 around 6 3 and a 

broad singlet of area 12 around 6 7. Propose a structure for the product, and explain why one of the aromatic rings of 

anthracene reacted as a diene. 

In Chapter 14, we saw that Agent Orange contains (2,4,5-trichlorophenoxy) acetic acid, called 2,4,5-T. This compound is 

synthesized by the partial reaction of 1,2,4,5-tetrachlorobenzene with sodium hydroxide, followed by reaction with sodium 

chloroacetate, CICH;CO,Na. 

(a) Draw the structures of these compounds, and write equations for these reactions. 

(b) One of the impurities in the Agent Orange used in Vietnam was 2,3,7,8-tetrachlorodibenzodioxin (2,3,7,8-TCDD), often 
incorrectly called “dioxin.” Propose a mechanism to show how 2,3,7,8-TCDD is formed in the synthesis of 2,4,5-T. 

(c) Show how the TCDD contamination might be eliminated, both after the first step and on completion of the synthesis. 


,euu seeed 
Cl Cl Cl O Cl 

2,4,5-T 2,3,7,8-tetrachlorodibenzodioxin (TCDD) 
Phenol reacts with three equivalents of bromine in CCl, (in the dark) to give a product of formula Cs;H3;OBr;. When this 
product is added to bromine water, a yellow solid of molecular formula Cs5H,OBry precipitates out of the solution. The IR 
spectrum of the yellow precipitate shows a strong absorption (much like that of a quinone) around 1680 cm™!. Propose 
structures for the two products. 


Starting with benzene and any other reagents you need, show how you would synthesize the compound shown here. 
(Hint: Consider a Pd-catalyzed coupling for the final step.) 


O 
a“ 


A graduate student tried to make o-fluorophenylmagnesium bromide by adding magnesium to an ether solution of 
o-fluorobromobenzene. After obtaining puzzling results with this reaction, she repeated the reaction by using as solvent 
some tetrahydrofuran that contained a small amount of furan. From this reaction, she isolated a fair yield of the compound 
that follows. Propose a mechanism for its formation. 


*17-74 


17-75 


17-76 


17-77 


17-78 


Study Problems 931 


A common illicit synthesis of methamphetamine involves an interesting variation of the Birch reduction. A solution of 
ephedrine in alcohol is added to liquid ammonia, followed by several pieces of lithium metal. The Birch reduction usually 
reduces the aromatic ring (Section 17-14C), but in this case it eliminates the hydroxy group of ephedrine to give metham- 
phetamine. Propose a mechanism, similar to that for the Birch reduction, to explain this unusual course of the reaction. 


HOH ae 
CH, CH3 
. Li 
—__§__—_ 
NHCH; NH(/), EtOH NHCH3 
ephedrine methamphetamine 


Show how you would use a Suzuki reaction to synthesize the following biaryl compound. As starting materials, you may 
use the two indicated compounds, plus any additional reagents you need. 


Make C) from and 
OCH3 
Br 


OCH, 


The antioxidants BHA and BHT are commonly used as food preservatives. Show how BHA and BHT can be made from 


phenol and hydroquinone. 
OH OH 
on (CH3)3C we 
CH; 


OCH; 

BHA BHT 
Triphenylmethanol is insoluble in water, but when it is treated with concentrated sulfuric acid, a bright yellow solution 
results. As this yellow solution is diluted with water, its color disappears and a precipitate of triphenylmethanol reappears. 
Suggest a structure for the bright yellow species, and explain this unusual behavior. 


Phenolphthalein, a common nonprescription laxative, is also an acid—base indicator that is colorless in acid and red in 
base. Phenolphthalein is synthesized by the acid-catalyzed reaction of phthalic anhydride with 2 equivalents of phenol. 


HO Q 
OH 
O 
OH - Oo 
H)SO,4 & OH 
O + 2 HEAL? i a \ 
(e 
O 
O - 
phthalic anhydride C Cr 0 


O | 
O 
phenolphthalein red dianion 
(a) Propose a mechanism for the synthesis of phenolphthalein. 
(b) Propose a mechanism for the conversion of phenolphthalein to its red dianion in base. 


(c) Use resonance structures to show that the two phenolic oxygen atoms are equivalent (each with half a negative 
charge) in the red phenolphthalein dianion. 


Goals for Chapter 18 


41 Draw and name ketones and 
aldehydes, and use spectral 
information to determine their 
structures. 


2 Propose single-step and multistep 
syntheses of ketones and aldehydes 
from compounds containing other 
functional groups. 


3 Predict the products and propose 
mechanisms for the reactions of 
ketones and aldehydes with oxidizing 
and reducing agents, amines, 
alcohols, and phosphorus ylides. 


4 Propose multistep syntheses using 
ketones and aldehydes as starting 
materials and intermediates. Protect 
the carbonyl group if necessary. 


> Canthaxanthin (6,6-carotene-4,4'- 
dione) is one of the carotenoid pigments 
that give flamingos their rosy pink color. 
Flamingo feathers are actually white or 
light gray. The pink carotenoid pigments 
come from the brine shrimp and algae 
they eat, which all contain carotenes. 
The birds’ digestive systems metabolize 
the carotenes, which dissolve in fats that 
are deposited in new feathers as they 
grow. Canthaxanthin is added to the 
food for captive flamingos in zoos to give 
them their characteristic pink coloration. 


932 


Ketones and Aldehydes 


canthaxanthin 


O 


18-1 Carbonyl Compounds 


We will study compounds containing the carbonyl group (C=O) in detail because 
they are of central importance to organic chemistry, biochemistry, and biology. Some 
of the common types of carbonyl compounds are listed in Table 18-1. 

Carbonyl compounds are everywhere. In addition to their uses as reagents and 
solvents, they are constituents of fabrics, flavorings, plastics, and drugs. Naturally 
occurring carbonyl compounds include proteins, carbohydrates, and nucleic acids that 
make up all plants and animals. In the next few chapters, we will discuss the properties 
and reactions of simple carbonyl compounds. Then, in Chapters 23 and 24, we will apply 
this carbonyl chemistry to carbohydrates, nucleic acids, and proteins. 

The simplest carbonyl compounds are ketones and aldehydes. A ketone has two 
alkyl (or aryl) groups bonded to the carbonyl! carbon atom. An aldehyde has one alky! (or 


TABLE 18-1 Common Classes of Carbonyl Compounds 
Class General Formula Class General Formula 
O 
ketones | aldehydes | 
R—C—X’ R—C—H 
carboxylic acids | acid chlorides | 
R—C—OH R—C—Cl 
O 
esters | amides | 
R—C—O—R’ R—C—NH, 


18-2 Structure of the Carbonyl Group 


aryl) group and one hydrogen atom bonded to the carbonyl! carbon atom. Formaldehyde 
is the simplest aldehyde, with two hydrogen atoms bonded to the carbonyl! group. 


O O O O 
| 
Cc Cc Cc Cc 
Js YN AN  aeN 
R R’ R H H H 
ketone aldehyde formaldehyde carbonyl group 
condensed structures: RCOR’ RCHO CH,O 


Ketone: Two alkyl groups bonded to a carbonyl group. 
Aldehyde: One alkyl group and one hydrogen bonded to a carbonyl! group. 


Ketones and aldehydes are similar in structure, and they have similar properties. There 
are some differences, however, particularly in their reactions with oxidizing agents and 
with nucleophiles. In most cases, aldehydes are more reactive than ketones, for reasons 
we discuss shortly. 


18-2 Structure of the Carbonyl Group 


The carbonyl carbon atom is sp” hybridized and bonded to three other atoms through 
coplanar sigma bonds oriented about 120° apart. The unhybridized p orbital overlaps 
with a p orbital of oxygen to form a pi bond. The double bond between carbon and 
oxygen is similar to an alkene C=C double bond, except that the carbonyl double bond 
is shorter, stronger, and polarized. 


length energy 
[>> 5 
ketone C=O bond 123A 745 kJ/mol 
Ru, (F€) (178 kcal/mol ) 
120° 7CT-Qe P 
RM alkene C=C bond 134A 611 KI/mol 
(146 kcal/mol) 


The double bond of the carbonyl group has a large dipole moment because oxygen 
is more electronegative than carbon, and the bonding electrons are not shared equally. 
In particular, the less tightly held pi electrons are pulled more strongly toward the oxygen 
atom, giving ketones and aldehydes larger dipole moments than most alkyl! halides and 
ethers. We can use resonance forms to symbolize this unequal sharing of the pi electrons. 


R R 
Ko oie 
C=O: <> *C—O: 
VA / oe 
R R 
major minor 


The first resonance form is more important because it involves more bonds, filled 
octets, and less charge separation. The contribution of the second structure is evidenced 
by the large dipole moments of the ketones and aldehydes shown here. 


‘Oo ral 
. iF c ith H bs H ‘Oat 
ompare with: — BOR 
xs. Yes . | H cr “CH 
H CH, H,C CH, H 3 3 
w= 27D “= 29D “= 19D “= 130D 


acetaldehyde acetone chloromethane dimethyl ether 
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This polarization of the carbonyl group contributes to the reactivity of ketones and 
aldehydes: The positively polarized carbon atom acts as an electrophile (Lewis acid), 
and the negatively polarized oxygen acts as a nucleophile (Lewis base). 


18-3 Nomenclature of Ketones and Aldehydes 


IUPAC Names Systematic names of ketones are derived by replacing the final -e in 
the alkane name with -one. The “alkane” name becomes “alkanone.” In open-chain 
ketones, we number the longest chain that includes the carbonyl carbon from the end 
closest to the carbonyl! group, and we indicate the position of the carbonyl group by a 
number. In cyclic ketones, the carbonyl carbon atom is assigned the number 1. 


1 (tan es 1 
CH,—C—CH,—CH, | CH,—CH—C—CH—CH, C—CH,—CH, 
1 2 3 4 1 > 3 4 5 1 > 3 
old IUPAC names in blue: 2-butanone 2,4-dimethy1-3-pentanone 1-phenyl-1-propanone 
new IUPAC names in green: butan-2-one 2,4-dimethylpentan-3-one 1-phenylpropan-1-one 
O O 
\ O OH 
‘ : ! | 
4 
: : CH,—C—CH,—C—CH, 
5 3 1 2 3 4 5 
ap 
4 CH 
CH, 3 
3-methylcyclopentanone 2-cyclohexenone 4-hydroxy-4-methy]-2-pentanone 
cyclohex-2-en-1-one 4-hydroxy-4-methylpentan-2-one 


Systematic names for aldehydes are derived by replacing the final -e of the alkane 
name with -al. An aldehyde carbon is at the end of a chain, so it is number 1. If the alde- 


hyde group is a substituent of a large unit (usually a ring), the suffix carbaldehyde is used. 
1 Ti | 


CH,—C—H ~— _CH,CH,CH,—CH—CH—CH,—C—H = CH,—CH—CH,—C—H 
7 6 5 4 3 2 if 4 3 2 1 


ethanal 4-bromo-3-methylheptanal 3-hydroxybutanal 
a 5 CHO 
CH,—CH, -CH=CH—CHO <_)-cHo 4 ; 
5 4 3 2 1 = \ — 
2-pentenal cyclohexanecarbaldehyde 2-hydroxycyclopentane-1-carbaldehyde 
pent-2-enal 


Priority of Functional Groups in 


Naming Organic Compounds A ketone or aldehyde group can also be named as a substituent on a molecule with 


a higher priority functional group as its root. A ketone or aldehyde carbonyl is named 


highest) acids 5 a pieyen< ae 
aaa by the prefix oxo- if it is included as part of the longest chain in the root name. When 


ae an aldehyde — CHO group is a substituent and not part of the longest chain, it is named 
aldehydes by the prefix formyl. Carboxylic acids frequently contain ketone or aldehyde groups 
ketones named as substituents. 

alcohols 

amines i 

alkenes, alkynes 1 C—H 1 1 

—= CH,CH,—C—CH,—CHO H—C—C—CH,—COOH 
ethers 


COOH 


3-oxopentanal 2-formylbenzoic acid 3,4-dioxobutanoic acid 


(lowest) halides 


18-3 Nomenclature of Ketones and Aldehydes 


Common Names As with other classes of compounds, ketones and aldehydes are 
often called by common names instead of their systematic IUPAC names. Ketone 
common names are formed by naming the two alkyl groups bonded to the carbonyl 
group. Substituent locations are given using Greek letters, beginning with the carbon 
next to the carbonyl! group. 


O CH, O CH, 


| 
CH,CH,—C—CH, 
methyl ethyl ketone 


O CH, 


CH,CH,—CH—C—CH—CH,CH, 
di-sec-buty] ketone 


OCH,O 


y B al 
CH,—CH,—CH—C—C(CH,), 
tert-butyl a-methoxypropyl ketone 


B a 
Br—CH,—CH,—C—CH—CH, 
$-bromoethy] isopropyl! ketone 


Some ketones have historical common names. Dimethyl ketone is always called 
acetone, and alkyl! phenyl! ketones are usually named as the acyl group followed by the 
suffix -phenone. 


1 re) fe) 


| 
CH,—C—CH, a 


acetone acetophenone propiophenone benzophenone 


Common names of aldehydes are derived from the common names of the corre- 
sponding carboxylic acids (Table 18-2). These names often reflect the Latin or Greek 
term for the original source of the acid or the aldehyde. Greek letters are used with 


TABLE 18-2 Common Names of Acids and Aldehydes 


Carboxylic Acid 
1 
H—C—OH 


formic acid 
(methanoic acid) 


Derivation 


formica, ‘‘ants’’ 


Aldehyde 
1 
H—C—H 


formaldehyde 
(methanal) 


| 
CH,—C—0OH 
acetic acid 
(ethanoic acid) 


acetum, ‘‘sour’’ 


| 
CH,—C—H 
acetaldehyde 
(ethanal) 


I 
CH,—CH,—C—OH 
propionic acid 
(propanoic acid) 


protos pion, ‘‘first fat’’ 


| 
CH,—CH,— C—H 
propionaldehyde 
(propanal) 


| 
CH,—CH,— CH,—C— OH 
butyric acid 
(butanoic acid) 


butyrum, *‘butter’’ 


| 
CH,— CH,—CH,—C— H 
butyraldehyde 
(butanal) 


i 


benzoic acid 


gum benzoin, ‘‘blending’’ 


i 


benzaldehyde 
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CHAPTER 18 


Ketones and Aldehydes 


common names of aldehydes to give the locations of substituents. The first letter (a) is 
given to the carbon atom next to the carbonyl! group, which is C2 in the IUPAC name. 


Br O OCH,O 
| p a | 
CH,—CH— CH,—C—H CH,— CH—C—H 
y B a 
Common name: $-bromobutyraldehyde a-methoxypropionaldehyde 
IUPAC name: 3-bromobutanal 2-methoxypropanal 
7 
PROBLEM-SOLVING HINT PROBLEM 18-1 
The nomenclature of ketones and Give the IUPAC name and (if possible) a common name for each compound. 
aldehydes is reviewed in Appendix 5, 6 
the Summary of Organic (a) 1 | (b) ie 
Nomenclature. CH,—CH— CH,— C—CH,,CH, CH,—CH—CH,—CHO 
(d) O 
CH, 


18-4 Physical Properties of Ketones and Aldehydes 


Polarization of the carbonyl group creates dipole-dipole attractions between the 
molecules of ketones and aldehydes, resulting in higher boiling points than for hydro- 
carbons and ethers of similar molecular weights. Ketones and aldehydes have no 
O—H or N—H bonds, however, so their molecules cannot form hydrogen bonds 
with each other. Their boiling points are therefore lower than those of alcohols of 
similar molecular weight. The following compounds of molecular weight 58 or 60 
are ranked in order of increasing boiling points. The ketone and the aldehyde are 
more polar and higher-boiling than the ether and the alkane, but lower-boiling than 
the hydrogen-bonded alcohol. 


| 
CH,CH,CH,CH, CH,—O—CH,CH, CH,CH——C—H  CH,—C—CH,  CH,CH,CH,—OH 
butane methoxyethane propanal acetone propan-1-ol 
bp 0°C bp 8°C bp 49°C bp 56°C bp 97°C 


The melting points, boiling points, and water solubilities of some representative ketones 
and aldehydes are given in Table 18-3. 

Although pure ketones and aldehydes cannot engage in hydrogen bonding with 
each other, they have lone pairs of electrons and can act as hydrogen bond acceptors 
with other compounds having O—H or N—H bonds. For example, the —-OH 
hydrogen of water or an alcohol can form a hydrogen bond with the unshared electrons 
on a carbonyl oxygen atom. 


Om om 
1ay ‘©. 
hydrogen bond, 8+ ~ \ dt 7% Sor 
BOON OH aH OR 
sO sO "Sshednigan bond 
a a 


eos Wao 
R R’ R H 


18-4 Physical Properties of Ketones and Aldehydes 937 
TABLE 18-3 Physical Properties of Ketones and Aldehydes 
mp bp Density HO 
IUPAC Name Common Name Structure (°C) (°C) (g/cm?) — Solubility (%) 
Ketones 
propan-2-one acetone CH3;COCH; —95 56 0.79 oe) 
butan-2-one methyl ethyl ketone (MEK) CH3;COCH CH; —86 80 0.81 25.6 
pentan-2-one methy n-propyl ketone CH3;COCH,CH,CH; —78 102 0.81 Fe 
pentan-3-one diethyl ketone CH3CH,COCH,CH3 —41 101 0.81 4.8 
hexan-2-one CH3CO(CH?2)3CH3 =T 127 0.83 1.6 
hexan-3-one CH3CH2COCH,CH2CH3 —55 124 0.82 
heptan-2-one CH3CO(CH))4CH3 =36 151 0.81 1.4 
heptan-3-one CH3CH,CO(CH))3CH3 —39 147 0.82 0.4 
heptan-4-one di-n-propyl ketone (CH3CH,CH))»CO —34 144 0.82 
4-methylpent-3-en-2-one _mesityl oxide (CH3)2C == CHCOCH3 =39 131 0.86 
but-3-en-2-one methyl vinyl ketone (MVK) CH,—=CHCOCH3; =6 80 0.86 
cyclohexanone —47 157 0.94 15 
acetophenone methyl phenylketone Cs5HsCOCH3 21 202 1.02 0.5 
propiophenone ethyl phenyl ketone CsHsCOCH)CH3 21 218 1.009 
benzophenone diphenyl] ketone CsHsCOC,Hs 48 305 1.08 
Aldehydes 
methanal formaldehyde HCHO or CHO —92 —21 0.82 55 
ethanal acetaldehyde CH3CHO —123 21 0.78 ee) 
propanal propionaldehyde CH3CH,CHO —81 49 0.81 20 
butanal n-butyraldehyde CH3(CH2)2CHO 97 75 0.82 7A 
2-methylpropanal isobutyraldehyde (CH3)sCHCHO —66 61 0.79 11 
pentanal n-valeraldehyde CH3(CH2)3CHO —9] 103 0.82 
3-methylbutanal isovaleraldehyde (CH3)sCHCH,CHO —31 93 0.80 
hexanal caproaldehyde CH3(CH)4,CHO —56 129 0.83 0.1 
heptanal n-heptaldehyde CH3(CH2)sCHO —45 155 0.85 0.02 
propenal acrolein CH, = CH — CHO —88 53 0.84 30 
but-2-enal crotonaldehyde CH; — CH= CH — CHO -71 104 0.86 18 
benzaldehyde Ce6HsCHO —56 179 1.05 0.3 


Because of this hydrogen bonding, ketones and aldehydes are good solvents for 


polar hydroxylic substances such as alcohols. They are also relatively soluble in water. 
Table 18-3 shows that acetaldehyde and acetone are miscible (soluble in all propor- 
tions) with water. Other ketones and aldehydes with up to four carbon atoms are fairly 
soluble in water. These solubility properties are similar to those of ethers and alcohols, 
which also engage in hydrogen bonding with water. 

Formaldehyde and acetaldehyde are the most common aldehydes. Formaldehyde 
is a gas at room temperature, so it is often stored and used as a 40% aqueous solution 
called formalin. When dry formaldehyde is needed, it can be generated by heating one 
of its solid derivatives, usually trioxane or paraformaldehyde. Trioxane is a cyclic 
trimer, containing three formaldehyde units. Paraformaldehyde is a linear polymer, 
containing many formaldehyde units. These solid derivatives form spontaneously when 
a small amount of acid catalyst is added to pure formaldehyde. 


Application: Diabetes 


One symptom of untreated diabetes is 
the characteristic fruity smell of acetone 
in the patient's breath. Because diabetics 
cannot use carbohydrates properly, the 
body goes into a state called ketosis, in 
which it produces acetone and other 
ketones. 
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H H 
‘ 
| 
H H 
Nc a= fon O HO OH 
Be GS OS | HO \_/ 
62°C eA ee 
trloxane, mp formaldehyde formalin 


(a trimer of formaldehyde) a bp -21°C 


H H H H 


| | | | 
C=0-C=0—-c—0—C=—6 


H H H H n 
paraformaldehyde 
(a polymer of formaldehyde) 


Acetaldehyde boils near room temperature, and it can be handled as a liquid. 
Acetaldehyde is also used as a trimer (paraldehyde) and a tetramer (metaldehyde), 
formed from acetaldehyde under acid catalysis. Heating either of these compounds 
provides dry acetaldehyde. Paraldehyde is used in medicines as a sedative, and metal- 
dehyde is used as a bait and poison for snails and slugs. 


H_ CH, 
ye sf 
Cc O C—O H 
gor, VA or 
O O heat | heat CH, ° TS 
CH; | | -CH, —> CH,—C—H — NL b CH, 
NN acetaldehyde, bp 20 °C an 7 
en See H O—C—H 
paraldehyde, bp 125 °C | 
(a trimer of acetaldehyde) CH, 


metaldehyde, mp 246 °C 
(a tetramer of acetaldehyde) 


18-5 Spectroscopy of Ketones and Aldehydes 


Chapters 12 and 13 covered some of the spectroscopic properties of ketones and 
aldehydes. Here we review that material and see what additional information we can 
obtain from spectroscopy. 


18-5A Infrared Spectra of Ketones and Aldehydes 


The carbonyl (C =O) stretching vibrations of simple ketones occur around 1710 cm~ 
and simple aldehydes around 1725 cm '. Because the carbonyl group has a large dipole 
moment, these absorptions are very strong. In addition to the carbonyl absorption, an 
aldehyde shows a set of two low-frequency C—H stretching absorptions around 2710 
and 2810 cm ~. 


1 
(1725 em=") _ (2710, 2810 cm™) 
O O 
| aL, 
R—C—R’ R—C—H 
ketone aldehyde 


1 


2 


Figure 12-11 (page 625) compares the IR spectra of a simple ketone and aldehyde. 
Conjugation lowers the carbonyl! stretching frequencies of ketones and aldehydes 
because the partial pi bonding character of the single bond between the conjugated 
double bonds reduces the electron density of the carbonyl pi bond. The stretching 
frequency of this weakened carbonyl bond is lowered to about 1685 cm '. Ring strain 
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has the opposite effect, raising the carbony] stretching frequency in ketones with three-, 


four-, and five-membered rings. 
about 1685 cm™! 
1 ia 


C << C 
BA ae So ee 
 SC=CO C=C 
0 ‘ ) 0 
CH; a” A 
acetophenone but-2-enal cyclopentanone cyclopropanone 


18-5B Proton NMR Spectra of Ketones and Aldehydes 


When considering the proton NMR spectra of ketones and aldehydes, we are interested 
primarily in the protons bonded to the carbonyl! group (aldehyde protons) and the protons 
bonded to the adjacent carbon atom (the a carbon atom). Aldehyde protons normally 
appear at chemical shifts between 6 9 and 6 10. The aldehyde proton’s absorption 
may be split (J = 1 to 5 Hz) if there are protons on the a carbon atom. Protons on the 
a carbon atom of a ketone or aldehyde usually appear at a chemical shift between 6 2.1 
and 6 2.4 if there are no other electron-withdrawing groups nearby. Methyl ketones are 
characterized by a singlet at about 6 2.1. 


a carbon a carbon a carbon 
\ § o 7 2: 
R—Gi—C-—H) | ROG R—C—Gae’ 


62.4 59-10 62.1 6 2.4 
an aldehyde a methyl ketone other ketones 


Figure 18-1 shows the proton NMR spectrum of butanal. The aldehyde proton appears 
at 6 9.75, split by the protons on the a carbon atom with a small (J = | Hz) coupling 
constant. The a protons appear at 6 2.4, and the 8 and y protons appear at increasing mag- 
netic fields, as they are located farther from the deshielding effects of the carbonyl group. 
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FIGURE 18-1 The proton NMR spectrum of butanal (butyraldehyde). Note the aldehyde proton at 6 9.8, split into a triplet / = 1 Hz) 


by the two a protons. The a, 8, and y protons appear at values of 6 that decrease with increasing distance from the carbonyl group. 
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FIGURE 18-2 The spin-decoupled 
carbon NMR spectrum of heptan-2- 
one. Note the carbonyl carbon at 208 
ppm and the a carbons at 30 ppm 
(methyl) and 44 ppm (methylene). 


18-5C Carbon NMR Spectra of Ketones and Aldehydes 


The carbonyl carbon atoms of aldehydes and ketones have chemical shifts around 200 ppm 
in the carbon NMR spectrum. Because they have no hydrogens attached, ketone carbonyl 
carbon atoms usually give weaker absorptions than aldehydes. The a carbon atoms usually 
absorb at chemical shifts of about 30 to 40 ppm. Figure 18-2 shows the spin-decoupled 
carbon NMR spectrum of heptan-2-one, in which the carbonyl] carbon absorbs at 208 ppm, 
and the a carbon atoms absorb at 30 ppm (methyl) and 44 ppm (methylene). 


203. 
\ ll 44 24 31 23 14 


me oxi t tod 


HC °CH,CH.CH,CH,CH, 


| | | | | | | | | | | 
200 180 160 140 120 100 80 60 40 20 0 


18-5D Mass Spectra of Ketones and Aldehydes 


In the mass spectrometer, a ketone or an aldehyde may lose an alkyl group to give a 
resonance-stabilized acylium ion, such as the acylium ion that serves as the electrophile 
in the Friedel-Crafts acylation (Section 17-11). 


Oo 4: 
| 
R—C—R’ — ([RC=6 <> R-C=O'] + -R’ 


acylium ion 


( PROBLEM 18-2 


NMR spectra for two compounds are given here, together with the molecular formulas. Each compound is a ketone or an aldehyde. In each 
case, show what characteristics of the spectrum imply the presence of a ketone or an aldehyde, and propose a structure for the compound. 


200 180 160 120 100 80 60 40 20 0 
Offset: 40 ppm 
(a) CoH 9) 
i 
BY 
Serer SESS a SSSo ALL SEINE c 
10 9 8 6 5 4 3 2 1 0 


5 (ppm) 
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(b) °C NMR spectrum (CH) (CH) 


| | | | | | | | | | | 
200 180 160 140 120 100 80 60 40 20 0 


6 (ppm) 


Figure 18-3 shows the mass spectrum of methy] ethyl ketone (butan-2-one). The molec- 
ular ion is prominent at m/z 72. The base peak at m/z 43 corresponds to loss of the 
ethyl group. Because a methyl radical is less stable than an ethyl radical, the peak 
corresponding to loss of the methyl group (m/z 57) is much weaker than the base peak 
from loss of the ethyl group. 


McLafferty Rearrangement of Ketones and Aldehydes The mass spectrum of 
butyraldehyde (Figure 18-4) shows the peaks we expect at m/z 72 (molecular ion), 
m/z 57 (loss of a methyl group), and m/z 29 (loss of a propyl group). The peak at 
m/z 57 is from cleavage between the B and y carbons to give a resonance-stabilized 
carbocation. This is also a common fragmentation with carbonyl compounds; like 
the other odd-numbered peaks, it results from loss of a radical. These fragmentations 
cannot explain the base (strongest) peak at m/z 44, however. 


100 
L 43 
80 O 
2 | | 
2 60 CH;— C — CH,CH; 
Ss +L 
5 
a MF 
r 72 
20 


10 20° 30 40 50. 60. 70. 80. 90 100. 110 120. 130. 140 150 160 


mlz 

= S 7 
CH, — C 7— CH,CH, — CH,— C=ot + -+CH,CH, 
ie 43-1 zal 

radical cation acylium ion ethyl radical 

m/z 72 m/z 43 (base peak) loss of 29 

= . = 
CH, —7 C — CH,CH, —< CH,CH, —C=O+t + -:CH, 
L L 57 2] 

radical cation acylium ion methyl radical 


m/z 72 m/z 57 loss of 15 


FIGURE 18-3 The mass spectrum 
of butan-2-one. Note the prominent 
molecular ion, together with a base 
peak from loss of an ethyl radical to 
give an acylium ion. 
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FIGURE 18-4 The mass spectrum 100 
of butyraldehyde shows the expected L 44 
ions of masses 72, 57, and 29. The 80 ME 38 2. 
base peak at m/z 44 results from the x r 
i = 60 
loss of ethylene via the McLafferty E I - Mt l 
rearrangement. 3 BY 
B 40 aos 
= z H CH>CH,CH; 
20 | 
0 ly T T T T T T T T T T T T 
10 20 30 40 50 60 70 80 90 100 110 120 130 140 150 160 
m/z 
H H 
fe) 57 ow 10% 
I | + | 
H—C—CH,—CH,--CH, el) pew 7a <> CCH) | + -CHg 
H Cc H Cc loss of 15 
mlz 72 | 
B, ycleavage H H 
stabilized cation 
mlz 57 
McLafferty rearrangement m/z 72 ——»> miz 44 (base peak) + loss of 28 
(explained in Figure 18-5) 
Oo + 
I 7 
= 5 C= : 
PROBLEM-SOLVING HINT wage Uae aaa Se 


The McLafferty rearrangement is mlz 72 mlz 29 loss of 43 
equivalent to a cleavage between 
the carbon atoms that are a and 


The base peak is at m/z 44, from loss of a fragment of mass 28. Loss of a fragment 
with an even mass number corresponds to loss of a stable, neutral molecule (as 
when water, mass 18, is lost from an alcohol). A fragment of mass 28 corresponds 
to a molecule of ethylene (C,H,). This fragment is lost through a process called the 
McLafferty rearrangement, involving a cyclic intramolecular transfer of a hydrogen 
atom from the y (gamma) carbon to the carbonyl oxygen (shown in Figure 18-5). 


B to the carbonyl group, plus 

one mass unit for the H that is 
transferred. The fragment from the 
McLafferty rearrangement has an 
even-numbered mass. 


y hydrogen 
- O Hot i ON C Ht 
° H i: 5 
Ha T i a “ue Se : 
| | —s iC a = + 
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/Y~CB \ ls Ax ras 
H /X H H B\ H H H L H HI 
L H. H 4 EL H 4 ethylene enol 
mlz 72 loss of 28 mlz 44 
McLafferty rearrangement of butyraldehyde 
= R 
2 H. /_R _ 
O H t N= OH. : 
| al ply 17 i | ye Ps, Bs 
R—€—C_-C=—C—R || = C cB — |R—C=C + Pe 
l \ Pe il Vie. “A B NE 
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McLafferty rearrangement of a general ketone or aldehyde 


FIGURE 18-5 Mechanism of the McLafferty rearrangement. This rearrangement may be concerted, as shown here, or 
the y hydrogen may be transferred first, followed by fragmentation. 
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The McLafferty rearrangement is a characteristic fragmentation of ketones and 
aldehydes as long as they have y hydrogens. It is equivalent to a cleavage between the 
a and 6 carbon atoms, plus one mass unit for the hydrogen that is transferred. 


{ PROBLEM 18-3 


Why were no products from the McLafferty rearrangement observed in the spectrum of 
butan-2-one (Figure 18-3)? 
2 


ie 
PROBLEM 18-4 


Use equations to show the fragmentation leading to each numbered peak in the mass spectrum 
of octan-2-one. 
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18-5E Ultraviolet Spectra of Ketones and Aldehydes 


The z— 7* Transition The strongest absorptions in the ultraviolet spectra of 
aldehydes and ketones are the ones resulting from 7 — 7* electronic transitions. As 
with alkenes, these absorptions are observable (Amax > 200 nm) only if the carbonyl 
double bond is conjugated with another double bond. The simplest conjugated 
carbonyl] system is propenal, shown next. The 77 — 7* transition of propenal occurs at 
max Of 210 nm (e = 11,000). Alkyl substitution increases the value of Ajax by about 
10 nm per alkyl group. An additional conjugated double bond increases the value of 
Amax by about 30 nm. Notice the large values of the molar absorptivities (¢ > 5000), 
similar to those observed for the 7 — 7r* transitions of conjugated dienes. 


O O O 


propenal three alkyl groups three alkyl groups 
Amex = 210 nm, ¢ = 11,000 =A, = 237 nm, e = 12,000 A, = 244 nm, € = 12,500 

The n — z7* Transition A very weak band of absorptions in the ultraviolet spectra 
of ketones and aldehydes results from promoting one of the nonbonding electrons 
on oxygen to a 7* antibonding orbital. This transition involves a smaller amount of 
energy than the 7 — 7* transition, so it gives a lower frequency (longer wavelength) 
absorption (Figure 18-6). The n — 7* transitions of simple, unconjugated ketones 
and aldehydes give absorptions with values of Ajax between 280 and 300 nm. Each 
double bond added in conjugation with the carbonyl group increases the value of 
Xmax by about 30 nm. For example, the n — 7r* transition of acetone occurs at Amax 
of 280 nm (e = 15). 

The n — 7* transitions of carbonyl groups have small molar absorptivities, gener- 
ally about 10 to 200. These absorptions are around 1000 times weaker than 7 — 7* 
transitions because the n — 7r* transition corresponds to a “forbidden” electronic tran- 
sition with a low probability of occurrence. The nonbonding orbitals on oxygen are 


PROBLEM-SOLVING HINT 
Conjugated carbonyl compounds 
have characteristic 7 — 7* 
absorptions in the UV spectrum. 


O 


Base value: es 
H 


210 nm 


An additional conjugated C=C 
increases Amax about 30 nm; an 
additional alkyl group increases it 
about 10 nm. 


943 


944 CHAPTER 18 Ketones and Aldehydes 


FIGURE 18-6 Comparison of the 

a — 7* and the n — z* transitions. The 
n— 7™* transition requires less energy 
because the nonbonding (n) electrons 
are higher in energy than the bonding 

ar electrons. 
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orbital 


“allowed” transition “forbidden” transition 
€ = 5000-200,000 é = 10-200 


PROBLEM-SOLVING HINT 


Carbonyl n — 7* absorptions are 
very weak, and they are often 


obscured by stronger absorptions. 
Therefore, they are rarely as useful 
as the 7 — 7 absorptions. 


Application: Formaldehyde 


Many construction materials are made 
of, or bonded by, phenol-formaldehyde 
resins. Unreacted formaldehyde is toxic, 
causing irritation of the skin, eyes, nose, 
and throat. Its concentration in finished 
products is carefully regulated to levels 
below 0.1 ppm. Some construction 
materials, such as flooring and carpet- 
ing, have outgassed more formaldehyde 
than what is considered safe, and have 
required recalls. 


perpendicular to the 7* antibonding orbitals, and there is zero overlap between these 
orbitals (see Figure 18-6). This forbidden transition occurs occasionally, but much less 
frequently than the “allowed” a — 7r* transition. 


( >) 
PROBLEM 18-5 

Oxidation of cholesterol converts the alcohol to a ketone. Under acidic or basic oxidation 
conditions, the CC double bond migrates to the more stable, conjugated position. Before 
IR and NMR spectroscopy, chemists watched the UV spectrum of the reaction mixture to 
follow the oxidation. Describe how the UV spectrum of the conjugated product, cholest-4- 
en-3-one, differs from that of cholesterol. 


cholesterol cholest-4-en-3-one 


18-6 Industrial Importance of Ketones and Aldehydes 


In the chemical industry, ketones and aldehydes are used as solvents, starting materi- 
als, and reagents for the synthesis of other products. Although formaldehyde is well 
known as the formalin solution used to preserve biological specimens, most of the 
4 billion kilograms of formaldehyde produced each year is used to make Bakelite®, 
phenol—formaldehyde resins, urea—formaldehyde glues, and other polymeric products. 
Acetaldehyde is used primarily as a starting material in the manufacture of acetic acid, 
polymers, and drugs. 

Acetone is the most important commercial ketone, with over 3 billion kilograms 
used each year. Both acetone and methyl ethyl ketone (butan-2-one) are common 
industrial solvents. These ketones dissolve a wide range of organic materials, have 
convenient boiling points for easy distillation, and have low toxicities. 

Many other ketones and aldehydes are used as flavorings and additives to foods, 
drugs, and other products. For example, benzaldehyde is the primary component 
of almond extract, and (—)-carvone gives spearmint chewing gum its minty flavor. 
Table 18-4 lists some simple ketones and aldehydes with well-known odors and 
flavors. Pyrethrin, isolated from pyrethrum flowers, is commercially extracted for 
use as a “natural” insecticide. “Natural” or not, pyrethrin can cause severe allergic 
reactions, nausea, vomiting, and other toxic effects in animals. 
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TABLE 18-4 Ketones and Aldehydes Used in Household Products 


O CH,O CHO O CHO 
| | = 
CH,—CH,—CH,—C—H C—CH, 
HO 


butyraldehyde 
vanillin acetophenone trans-cinnamaldehyde 
Odor: buttery vanilla pistachio cinnamon 
Uses: margarine, foods foods, perfumes ice cream candy, foods, drugs 


O 
O aN 
S 
camphor pyrethrin carvone muscone 
Odor: “camphoraceous” floral (—) enantiomer: spearmint musky aroma 
(+) enantiomer: caraway seed 
Uses: liniments, inhalants plant insecticide candy, toothpaste, etc. perfumes 


18-7 Review of Syntheses of Ketones and Aldehydes 


In studying reactions of other functional groups, we have already encountered some of 
the best methods for making ketones and aldehydes. Let’s review and summarize these 
reactions, and then consider some additional synthetic methods. A summary table of 
syntheses of ketones and aldehydes begins on page 953. 


18-7A Ketones and Aldehydes from Oxidation of Alcohols (Section 11-2) 


Ketones and aldehydes are often made by oxidizing alcohols. When we need to make 
a carbonyl compound, we can often use a Grignard reagent to synthesize an alcohol 
with the correct structure and oxidize it to the final product. In effect, you convert an 
aldehyde into a ketone by adding an alkyl! group to give an alcohol intermediate, which 
is oxidized to the ketone. 


Aldehyde — secondary alcohol + ketone 


O OH O 
| H,0* | NaOCl | 
R—MgX + R’—C—H hee > R—CH—R HOAc R—C—R 
Grignard aldehyde secondary ketone 
alcohol 


Sodium dichromate in sulfuric acid (“chromic acid,” H»CrOy4) is the traditional 
laboratory reagent for oxidizing secondary alcohols to ketones. Bleach (NaOCl) is an 
inexpensive, chromium-free alternative that also oxidizes secondary alcohols to ketones. 


O OH O 


C : C—H C 
~ (1) PhMgBr, ether NaOCl oe 
H —— a 
en (2) H,0* on \pn HOC = 


aldehyde secondary alcohol ketone 
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Primary alcohols are easily over-oxidized to carboxylic acids unless the conditions 
are carefully controlled. 


Primary alcohols — aldehydes 


ive 1 | 
oxidizing agent over-oxidation 

R—CH, > RA-CHH EI R-C—OH 

primary alcohol aldehyde carboxylic acid 


Oxidation of a primary alcohol to an aldehyde requires careful selection of an 
oxidizing agent to avoid over-oxidation to the carboxylic acid. One equivalent of 
bleach (NaOCl) plus the TEMPO catalyst, provides good yields of aldehydes without 
over-oxidation. Other reagents that can convert primary alcohols to aldehydes are: PCC 
(pyridinium chlorochromate), a complex of chromium trioxide with pyridine; the Swern 
oxidation, using DMSO as the oxidant; and the Dess-Martin periodinane (DMP) oxida- 
tion, using a high-valence iodine compound as the oxidant. These specialized reagents 
are covered in Section 11-3. 


CH,OH CHO 
Cy NaOCl Cy 
> 
fe 
N 


cyclohexylmethanol cyclohexanecarbaldehyde 
| (90%) 


18-7B Ketones and Aldehydes from Ozonolysis 
of Alkenes (Section 8-15B) 


Ozonolysis, followed by a mild reduction, cleaves alkenes to give ketones and aldehydes. 


R R’ R R’ 
\ 7 (1) O3,~-78 °C \ / 
— as = — — 
C oy @ (CHy,s a QO. + © ee + (CH3)2S=O 
H R’ H R’ 
Ozonolysis is useful as a synthetic method or as an analytical technique. Yields are 
generally good. 
CH, 
CH 
= -.Gh-05-78"¢ No 
> 
(2) (CH,),S p 
H 
1-methylcyclohexene 6-oxoheptanal 
(65%) 


18-7C Phenyl Ketones and Aldehydes: Friedel-Crafts 
Acylation (Section 17-11) 


Friedel-Crafts acylation is an excellent method for making alkyl aryl ketones or diary] 
ketones. It cannot be used, however, on strongly deactivated aromatic systems. 


G 


1 1 I 
a (1) AICI, _ — 
R—C—ClL + "Q)H,0 oC) R + C—R: 


R is alkyl or aryl; G is hydrogen, an activating group, or a halogen. G 
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O 


1 
C—El 
(1) AIC], 
oF a 
(2) H,O 
O.N O.N 
p-nitrobenzoyl chloride p-nitrobenzophenone 


(90%) 


The Gattermann—Koch synthesis is a variant of the Friedel-Crafts acylation in which 
carbon monoxide and HCl generate an intermediate that reacts like formyl] chloride. 
Like Friedel-Crafts reactions, the Gattermann—Koch formylation succeeds only with 
benzene and activated benzene derivatives. 


CHO 
CO, HCI 
—————_> 
O AICI,/CuCl Oo 
CH; CH; 


toluene p-methylbenzaldehyde (major) 
(50%) 


18-7D Ketones and Aldehydes from Hydration of Alkynes (Section 9-9F) 


Catalyzed by Acid and Mercuric Salts Hydration of a terminal alkyne is a convenient 
way of making methyl] ketones. This reaction is catalyzed by a combination of sulfuric 
acid and mercuric ion. The initial product of Markovnikov hydration is an enol (a vinyl 
alcohol), which quickly tautomerizes to its keto form. Internal alkynes can be hydrated, 
but mixtures of ketones often result. 


Hg**, H,SO, \ / Ht | | 
R—C=C—H > C=C > R—C—C—H 
H,0 7 \ | 
HO H H 
alkyne enol (not isolated) methyl! ketone 
Example 
O 
a HO H 
ce H,SO,, Hg?* Sc=c™ + a 
2a N H CH, 
H,O H 
ethynylcyclohexane enol cyclohexyl methyl! ketone 
(90%) 


Hydroboration-Oxidation of Alkynes Hydroboration-oxidation of an alkyne gives 
anti-Markovnikov addition of water across the triple bond. Di(secondary isoamyl) 
borane, called disiamylborane, is used, because this bulky borane cannot add twice 
across the triple bond. On oxidation of the borane, the unstable enol quickly tautomerizes 
to an aldehyde. (See Section 9-9F.) 


R H O 

(1) Sia,BH ae 4 "OH 

(2) H,O,, NaOH” pee . R—CH,—C—H 
H 


R—C}C—_H 


alkyne enol (not isolated) aldehyde 
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Ketones and Aldehydes 


Example é JH 
ZA 
cH CH,—C—H 
(1) Sia,BH 
> 
(2) H,O,, NaOH 
ethynylcyclohexane cyclohexylethanal 


(65%) 


In the following sections, we consider additional syntheses of ketones and aldehydes 
that we have not covered before. These syntheses form ketones and aldehydes from 
carboxylic acids, nitriles, acid chlorides, and alkyl] halides. 


7 
SOLVED PROBLEM 18-1 


Show how you would synthesize each compound from starting materials containing no more 
than six carbon atoms. 


(b) 


(a) O 


SOLUTION 

(a) This compound is a ketone with 12 carbon atoms. The carbon skeleton might be assembled 
from two six-carbon fragments using a Grignard reaction, which gives an alcohol that is 
easily oxidized to the target compound. 


O 
MgBr (1) ether 
Cr solvent NaOCl 
+ H —— > ——— target (a) 
(2) H,0* HOAc 


An alternative route to the target compound involves Friedel-Crafts acylation. 


-~CH, —C—H 


O O 


Cc AIC] 
O-Q*+* 


(b) This compound is an aldehyde with eight carbon atoms. An aldehyde might come from 
oxidation of an alcohol (possibly a Grignard product) or hydroboration of an alkyne. If we 
use a Grignard, the restriction to six-carbon starting materials means we need to add two 
carbons to a methylcyclopentyl fragment, ending in a primary alcohol. Grignard addition 
to an epoxide does this. 


il 


0. 
CHMgBr yy /_\ ether CH, —CH,—CH, NaOCl 
a Se cicada ———— > target (b) 
(2) H,0t TEMPO 


Alternatively, we could construct the carbon skeleton using acetylene as the two-carbon frag- 
ment. The resulting terminal alkyne undergoes hydroboration to the correct aldehyde. 


CH,Br H—-C=c:- Nat CH, -—C=C—H (1) Sia,BH 
> —_—__—> target (b) 
(2) H,O,, OH 


we 


18-9 Synthesis of Ketones and Aldehydes from Nitriles 


~ 


{ PROBLEM 18-6 


Show how you would synthesize each compound from starting materials containing no more 
than six carbon atoms. 


(a) O (b) O (c) ° 


18-8 Synthesis of Ketones from Carboxylic Acids 


Organolithium reagents can be used to synthesize ketones from carboxylic acids. 
Organolithiums are so reactive toward carbonyls that they attack the lithium salts of 
carboxylate anions to give dianions. Protonation of the dianion forms the hydrate of a 
ketone, which quickly loses water to give the ketone (see Section 18-12). 


l I it ee i 1 
LiOH R’—-Li H,0+ -H,O 
econ pees 2 = "5 c= Lit —> Sa = kc 
R’ Rn 


carboxylic acid lithium carboxylate dianion hydrate ketone 


If the organolithium reagent is inexpensive, we can simply add two equivalents to the 
carboxylic acid. The first equivalent generates the carboxylate salt, and the second 
attacks the seuvons group. Subsequent protonation gives the ketone. 


1 
OLi OH 
H 
32 oO | _ H,0* | -H,0 . 
(phenyllitiium) C—OLi > C—OH > 


cyclohexane- cyclohexyl pheny] ketone 
carboxylic acid 


dianion hydrate 
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PROBLEM 18-7 


Show how you would accomplish the following synthetic conversions by adding an organolithium reagent to an acid. 


(a) 


c—_ on ee ae aa 


(c) pentanoic acid ——~> heptan-3-one 


(d) phenylacetic acid ——> 3,3-dimethyl-1-phenylbutan-2-one 


18-9 Synthesis of Ketones and Aldehydes from Nitriles 


Nitriles can also be used as starting materials for the synthesis of ketones. Discussed 
in Chapter 21, nitriles are compounds containing the cyano (—C=N) functional 
group. Because nitrogen is more electronegative than carbon, the —C=N triple bond 
is polarized like the C—O bond of the carbonyl group. Nucleophiles can add to the 
—C=N triple bond by attacking the electrophilic carbon atom. 


950 CHAPTER 18 Ketones and Aldehydes 


A Grignard or organolithium reagent attacks a nitrile to give the magnesium salt of 
an imine. Acidic hydrolysis of the imine leads to the ketone. The mechanism of this acid 
hydrolysis is the reverse of acid-catalyzed imine formation, covered in Section 18-14. 
Note that the ketone is formed during the hydrolysis after any excess Grignard reagent 
has been destroyed. Thus, the ketone is not attacked. 


Rs Mg x 
R MgxX R H R 
— *% / Ht / #0" 
R-C=EN —> CSN, — ch... <> C=O, + NHj 
R R R 
nucleophilic attack Mg salt of imine imine ketone 
MgBr 
Example ‘'N O 
C=N: MgBr 
ether S H,0* S 
+ ——_ — 
benzonitrile phenylmagnesium bromide benzophenone imine benzophenone 
(magnesium salt) (80%) 
Aluminum hydrides can reduce nitriles to the corresponding aldehydes. 
Diisobutylaluminum hydride, abbreviated (i-Bu),AIH or DIBAL-H, is commonly 
used for the reduction of nitriles. The initial reaction forms an aluminum complex that 
hydrolyzes in the aqueous workup. 
(1) (-Bu),ATH yo ee (2) H,Ot yo 
R—C=N: —~> R—-C —— R= C + NH,t 
H H 
nitrile aluminum complex aldehyde 
Example 
ANN Cae eet ~ 
(2) H,0° H 
hex-4-enonitrile hex-4-enal 
e 
/EACH(CH3)2 PROBLEM 18-8 
H—AIl Predict the products of the following reactions. 
CH,CH(CH;), (a) CH, CH, CH;C=N 7 CH;CH,MgBr, then H,0° 
(b) CH,;CH,CH,C=N + DIBAL-H, then H,O 
diisobutylaluminum hydride (c) benzyl chloride + potassium cyanide 
(i-Bu),AIH or DIBAL-H (d) product of (c) + cyclopentylmagnesium chloride, then acidic hydrolysis 


(e) product of (c) + DIBAL-H, then hydrolysis 
N 


PROBLEM 18-9 


Show how the following transformations may be accomplished in good yield. You may use 
any additional reagents that are needed. 
(a) bromobenzene — propiophenone 
(b) CH,;CH,CN — heptan-3-one 
(c) benzoic acid — phenyl cyclopentyl ketone 
L (d) 1-bromohept-2-ene — oct-3-enal 
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18-10 Synthesis of Aldehydes and Ketones from Acid 
Chlorides and Esters 


Because aldehydes are easily oxidized to acids, one might wonder whether acids are easily 
reduced back to aldehydes. Aldehydes tend to be more reactive than acids, however, and 
reducing agents that are strong enough to reduce acids also reduce aldehydes even faster. 


O 
| LiAlH, | LiAlH, 
R—C—OH ae R—C—H => R—CH,—O- 
(slow) (fast) 
acid aldehyde alkoxide 


(not isolable) 


Acids can be reduced to aldehydes by first converting them to a functional group that 
is easier to reduce than an aldehyde: the acid chloride. Acid chlorides (acyl chlorides) are 
reactive derivatives of carboxylic acids in which the acidic hydroxy group is replaced by 
a chlorine atom. Acid chlorides are often synthesized by treatment of carboxylic acids 
with thionyl! chloride, SOCI). 


O 
| | 

R—C—OH + CI—S—Cl > R-C—Cl + HCIf + SO,} 
acid thionyl chloride acid chloride 


Strong reducing agents such as LiAIH, reduce acid chlorides all the way to primary 
alcohols. Lithium tri-tert-butoxyaluminum hydride is a milder reducing agent that reacts 
faster with acid chlorides than with aldehydes. Reduction of acid chlorides with lithium 
tri-tert-butoxyaluminum hydride gives good yields of aldehydes. 


O O 
| Lit ~AIH(O-t-Bu), | 
R Cc Cl lithium tri-tert-butoxyaluminum hydride” R—C—H 
acid chloride aldehyde 
Example 
CH, Oo CH, O CH, O 
| | SOCI, | | Lit ~AIH(O-1-Bu), | | 
CH,CHCH,—C—OH —~>  CH,CHCH,—C—Cl 5} CH,CHCH,—C—H 
isovaleric acid isovaleroyl chloride isovaleraldehyde (65%) 


Diisobutylaluminum hydride (DIBAL-H) reduces esters directly to aldehydes at 
dry ice temperature, about —78 °C. Unlike LiAIH, (which reduces esters to primary 
alcohols), cold DIBAL-H usually does not reduce the aldehyde further. The initial 
reaction forms an aluminum complex that is stable toward further reduction, but 
hydrolyzes to the aldehyde in the aqueous workup. 


6 O—AK(i-Bu), 6 

Wy, (1) (Bu), ATH | (2) H,0 Wy, 
R—C — ~~ R—C—H ——— .R—€ 

\ (-78 °C) | \ 

OR’ OR’ H 

ester aluminum complex aldehyde 
Example , i 
(1) DIBAL-H 


C ° C 
Cyt EE 
(2) H,0 


ethyl cyclopentanecarboxylate cyclopentanecarbaldehyde 
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Synthesis of Ketones Grignard and organolithium reagents react with acid chlorides 
much like hydride reagents: They add R™ where a hydride reagent would add H. 
As we saw in Section 10-9, Grignard and organolithium reagents add to acid chlorides 
to give ketones, but they add again to the ketones to give tertiary alcohols. 


on re 
RMgx : RMgx ; 
R-c=0) “5° /R-C="| “aa: ® ‘i R 
acid chloride ketone 
R 
alkoxide 


To stop at the ketone stage, a weaker organometallic reagent is needed: one that 
reacts faster with acid chlorides than with ketones. Lithium dialkylcuprates and other 
organocuprates (Sections 10-9F and 17-13a) react with acid chlorides to give good 
yields of a wide variety of ketones. 


J i 
R,CuLi + R’—C—Cl — > R’—C—R + R—Cu + LiCl 


a lithium dialkylcuprate acid chloride ketone 
(Gilman reagent) 


The lithium dialkylcuprate is formed by the reaction of two equivalents of the corresponding 
organolithium reagent with cuprous iodide. 


2R—Li + Cul —~> R,CuLi + Lil 


Example ll 1 
N 
Cl C 
ye ee 
(1) 2Li : of 
9) ae aa Cl ONCE ( ~~~} CuLi NT or 
80% 


PROBLEM 18-10 
Predict the products of the following reactions: 
(a) rf (b) 
cl (1) LiAlHy cl LiAIH(O-+Bu), 
———_—> “> 
(2) H,0+ 
7 a (ZA CaLi ° Tk (D excess Z—~ ciel, 
gq. — es c, #307 
(1) DIBAL-H ‘ 
(e) O (78°C) (f) O 
es (2) H,O (1) DIBAL-H 
“A 
OCH; O (-78 °C) 
(2) H,O 
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SUMMARY Syntheses of Ketones and Aldehydes 


1. Oxidation of alcohols (Sections 11-2 and 11-3) 
a. Secondary alcohols — ketones 


OH 
m ie a NaOCI/HOAc . I ee 
— cyo— poeta aot este —c— 
(or H,CrO,) 
secondary alcohol ketone 
b. Primary alcohols — aldehydes 
NaOCl/TEMPO 
R—CH,OH nacre a > R—C—H 
primary alcohol o Or eere ) aldehyde 
2. Ozonolysis of alkenes (Section 8-15B) 
R R’ P R R’ 
Ne a (1) 03, -78 °C ie a 0 a 
—- San EEE =— + — 
‘ (2) (CH,),S / \ 
H R’ H R’ 
alkene aldehyde ketone 


(gives aldehydes or ketones, depending on the starting alkene) 


3. Friedel-Crafts acylation (Section 17-11) 


O G O 
|| AICL, | 
R—C€—€l + + —> G C—R (+ ortho) 


R = alkyl or aryl; aryl ketone 


G = hydrogen, an activating group, or halogen. 


The Gattermann—Koch formylation (Section 17-11C) 


G O 
AICI, CuCl | 
HCl + CO + —— = _= G C—H 


G = hydrogen, an activating group, or halogen. benzaldehyde derivative 


4. Hydration of alkynes (Section 9-9F) 
a. Catalyzed by acid and mercuric salts (Markovnikov orientation) 


2+ R H q 
Hg+, H,SO, \ 7 | 
R—C+>C—H > c=C > R—C—CH, 
H,0 / \ 
alkyne HO H methyl] ketone 


enol (not isolated) 


b. Hydroboration—oxidation (anti-Markovnikov orientation) 


R H oO 
(1) Sia,BH \ A | 
— > —— > 
R—C>C—H (2) H,0,, NaOH Pa ae R—CH,—C—H 
alkyne H OH aldehyde 


enol (not isolated) 
(continued ) 
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5. Synthesis of ketones using organolithium reagents with carboxylic acids (Section 18-8) 


O OLi O 
I 2R’—Li | H,0* Ilr 
R—C— OH — = R—C—OLi —--2 R—C—R 
carboxylic acid R’ ketone 
dianion 


6. Synthesis of ketones using organocuprates with acid chlorides (Section 18-10) 
O O 


I 
R’—C—Cl + R,CuLi —_= R’—C—R 
acid chloride organocuprate ketone 


7. Synthesis of ketones from nitriles (Section 18-9) 


N—Mgx O 
I H,0+ | 
R—C=N + R’—Mg—X > R—-C—R ——> R—C—R 
nitrile (or R’—Li) Mg salt ketone 
of imine 
8. Aldehyde synthesis by reduction of nitriles (Section 18-9) 
N—AI(i-Bu O 
(1) (Bu), AIH Wz (Bu), (2) H,0+ Wa 
R—C=N: > RC > R=1C 
a \ 
H H 
nitrile aluminum complex aldehyde 


9. Aldehyde synthesis by reduction of acid chlorides (Section 18-10) 


O O 
|| Lit ~ AIH(O-1-Bu); || 


a (orl, Pa, Baso, 8) (CS 
acid chloride aldehyde 
10. Aldehyde synthesis by reduction of esters (Section 18-10) 
O O—Al(-Bu), re 
yy, (1) (Bu), AIH | (2) H,O Wy, 
R—C ——_., ~ ‘R—C—H ——__- “R-=C 
\ (-78 °C) | % 
OR’ OR’ H 
ester aluminum complex aldehyde 


18-11 Reactions of Ketones and Aldehydes: 
Introduction to Nucleophilic Addition 


Ketones and aldehydes undergo many reactions to give a wide variety of useful deriva- 
tives. Their most common reaction is nucleophilic addition, addition of a nucleophile 
and a proton across the C=O double bond. The reactivity of the carbonyl group arises 
from the electronegativity of the oxygen atom and the resulting polarization of the 
carbon—oxygen double bond. The electrophilic carbonyl carbon atom is sp” hybridized 
and flat, leaving it relatively unhindered and open to attack from either face of the 


double bond. 


18-11 Reactions of Ketones and Aldehydes: Introduction to Nucleophilic Addition 


As a nucleophile attacks the carbonyl! group, the carbon atom changes hybridiza- 
tion from sp” to sp*. The electrons of the pi bond are forced out to the oxygen atom to 
form an alkoxide anion, which protonates to give the product of nucleophilic addition. 


Nuc := 


Nuc 
ae co 6- C =e Nuc \ we 
——O 2 RY ee O: ———— R™ C— of a Nuc:> 
nah 4 
nucleophilic attack alkoxide product 


We have seen at least two examples of nucleophilic addition to ketones and alde- 
hydes. A Grignard reagent (a strong nucleophile resembling a carbanion, R:~) attacks 
the electrophilic carbonyl carbon atom to give an alkoxide intermediate. Subsequent 
protonation gives an alcohol. 
CH CH 
8 ee ee ce 
CH,CH,— MgBr — = CECH —C—0: Mekr ——- ie 


ee rs - 3 2 | 


ethylmagnesium CH; CH; 
bromide acetone alkoxide 2-methylbutan-2-ol 


Hydride reduction of a ketone or aldehyde is another example of nucleophilic addition, 
with hydride ion (H* ) serving as the nucleophile. Attack by hydride gives an alkoxide 
that protonates to form an alcohol. 


H ‘O} :0:- iy :O—H 
A i. ! | CH,CH,OH - 
3 3 
H acetone CH, CH, 
alkoxide propan-2-ol 


Weak nucleophiles, such as water and alcohols, can add to activated carbonyl 
groups under acidic conditions. A carbonyl! group is a weak base, and it can become 
protonated in an acidic solution. A carbonyl group that is protonated (or bonded to 
some other electrophile) is strongly electrophilic, inviting attack by a weak nucleophile. 


activated carbonyl 


The following reaction is the acid-catalyzed nucleophilic addition of water across the car- 
bony] group of acetone. This hydration of a ketone or aldehyde is discussed in Section 18-12. 


H 
va 
+ 
CH eae CH H CH H 
Nc f \c= of —> Nc of | + 0 
=O. +C—O: 
CH, CH, CH, 
acetone protonated, activated acetone 
CH OH HL re i 
H,O:~ C=O: = +O—C—O—H == H—OQ—C—O—H + H,0¢ 
/ fe oa SK | oe oe | oe 


attack by water loss of H* acetone hydrate 
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PROBLEM-SOLVING HINT 


Please become familiar with these 
simple mechanisms. You will see 
many examples in the next few 


pages. Also, most of the important 
multistep mechanisms in this 
chapter are combinations of these 
simple steps. 


In effect, the base-catalyzed addition to a carbonyl group results from nucleophilic 
attack of a strong nucleophile followed by protonation. Acid-catalyzed addition begins 
with protonation, followed by the attack of a weaker nucleophile. Many additions are 
reversible, with the position of the equilibrium depending on the relative stabilities of 
the reactants and products. 

In most cases, aldehydes are more reactive than ketones toward nucleophilic addi- 
tions. They usually react more quickly than ketones, and the position of the equilibrium 
usually lies more toward the products than with ketones. The enhanced reactivity of 
aldehydes is due to an electronic effect and a steric effect. Notice that an aldehyde has 
only one electron-donating alkyl group, making the aldehyde carbonyl group slightly 
more electron-poor and electrophilic (the electronic effect). Also, an aldehyde has only 
one bulky alkyl group (compared with two in a ketone), leaving the carbonyl group 
more exposed toward nucleophilic attack. Especially with a bulky nucleophile, the 
product of attack on the aldehyde is less hindered than the product from the ketone 
(the steric effect). 


(it 7 O- Nuc HO Nuc 
C Nuc: Nc v4 H—Nuc Nc J 
7X es e™ 
R R R R R R 
ketone alkoxide product 
less electrophilic more crowded more crowded 
O 2 
_ O Nuc HO Nuc 
I|t Nuc: aA H—Nuc UA 
xf S ON re a 
R H R H R H 
aldehyde alkoxide product 
more electrophilic less crowded less crowded 


3 
PROBLEM 18-11 


Show how you would accomplish the following synthetic conversions. You may use any 
additional reagents and solvents you need. 


(a) (b) 

Pi—CHO > —> Pl—C— Pb Ph—C—Ph, —* Ph,C—OH 
(c) rf OH (d) ih 

Ph—C—Ph —> Ph—CH—Ph PhCHO —> PhCHC=CCH,CH, 


es 
PROBLEM 18-12 


Sodium triacetoxyborohydride, NaBH(OAc)3, is a mild reducing agent that reduces aldehydes 
much more quickly than ketones. It can be used to reduce aldehydes in the presence of ketones, 
such as in the following reaction: 


OH 


| I NaBH(OAc); | | 
CHCOOH CH;—C—CH,—CH, 


(a) Draw a complete Lewis structure for sodium triacetoxyborohydride. 
(b) Propose a mechanism for the reduction of an aldehyde by sodium triacetoxyborohydride. 
N 


The following box summarizes the base-catalyzed and acid-catalyzed mechanisms 
for nucleophilic addition, together with their reverse reactions. 
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e ee KEY MECHANISM 18-1 Nucleophilic Additions to Carbonyl Groups 


Basic Conditions (strong nucleophile) 


Step 1: A strong nucleophile adds to the carbonyl! group to form an alkoxide. 


[wk 
=O; —> Nuc—C—O:- 
| i | 


Step 2: A weak acid protonates the alkoxide to give the addition product. 


| << ~H—Nue | a 
Nuc —C— O: > Nuc i O—H Nuc:~ 


EXAMPLE: Formation of a cyanohydrin (covered in Section 18-13). 


Step 1: A strong nucleophile adds to the carbonyl! group to form an alkoxide. 


q : — 
ee ae 
C=N: 
benzaldehyde 


Step 2: A weak acid protonates the alkoxide to give the addition product. 
‘Or :O—H 
| “ae Bleak : | 
C—H 
C=N: C=N: 


benzaldehyde cyanohydrin 


Reverse reaction: Deprotonation, followed by loss of the nucleophile. 


— ee [ete ‘ 
Nuc—C—O2H*% “> Nez =O: > Nue:~ J: 


PROBLEM: The formation of benzaldehyde cyanohydrin shown in the example above is reversible. Draw a mech- 
anism for the reverse reaction. 


Acidic Conditions (weak nucleophile, activated carbonyl) 


Step 1: Protonation activates the carbonyl group toward nucleophilic attack. 


H H 
\ -—™H?* Nuc:7 \ 4 \ in 
— =(Ot <> +C—OQO: 
JZ O. > Z O Ze O 


Step 2: A weak nucleophile adds to the activated (protonated) carbonyl group. 


H H | 
Ue-—0 => Ae | TY ee 


(continued ) 
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EXAMPLE: Formation of a hemiacetal (covered in Section 18-16). 


Step 1: Protonation activates the carbonyl group toward nucleophilic attack. 


H .. ~H 
O OG” 07 
| H*, CH,OH q| I. 
C Cc .——- Cc 


benzaldehyde 


Step 2: A weak nucleophile adds to the activated (protonated) carbonyl group. Deprotonation of the product gives the hemiacetal. 


| ? 
C 


HY = \ 
(ei 8 ‘O—CH3 


H CH;OH 
i 


H 
a hemiacetal 


7 
+ CH;0H, 


Reverse reaction: Loss of the weak nucleophile, followed by deprotonation. 


H H 
A ae Sas 
#C—O—): — —()’ 
+ FO—08 | = C0 


| 
eee =——= Nuc fe 
Nuc—H 


PROBLEM: The hemiacetal formation used in the example is reversible. Draw a mechanism for the reverse 
reaction. 


18-12 Hydration of Ketones and Aldehydes 


In an aqueous solution, a ketone or an aldehyde is in equilibrium with its hydrate, a 
geminal diol. With most ketones, the equilibrium favors the unhydrated keto form of 


the carbonyl]. 


R. R. OH 
‘pea Kye = ea _ __ [hydrate] 
7 _ o% “~ [ketone][H,O] 
R R OH 7 
keto form hydrate 
(a geminal diol) 
Example 


HO OH 
CH,—C—CH, + H,O  <* CH,—C—CH, K,,= 0.002 


acetone acetone hydrate 
Hydration occurs through the nucleophilic addition mechanism shown in Mechanism 18-2, 
with water (in acid) or hydroxide ion (in base) serving as the nucleophile. 
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MECHANISM 18-2 Hydration of Ketones and Aldehydes 


In acid 
The acid-catalyzed hydration is a typical acid-catalyzed addition to the carbonyl! group. Protonation, followed by addition of water, 
gives a protonated product. Deprotonation gives the hydrate. 


Step 1: Protonation. Step 2: Water adds. Step 3: Deprotonation. 


In base 
The base-catalyzed hydration is a perfect example of base-catalyzed addition to a carbonyl group. The strong nucleophile adds, 
and then protonation gives the hydrate. 


Step 1: Hydroxide adds. Step 2: Protonation. 


Aldehydes are more likely than ketones to form stable hydrates. The electrophilic 
carbonyl] group of a ketone is stabilized by its two electron-donating alkyl groups, but 
an aldehyde carbony] has only one stabilizing alkyl group. The partial positive charge | !" basic conditions, a strong 
of the aldehyde is not as well stabilized. Aldehydes are thus more electrophilic and | nucleophile usually adds directly 
less stable than ketones. Formaldehyde, with no electron-donating groups, is even less _| to the carbonyl group. In acidic 


stable than other aldehydes. conditions, strong nucleophiles are 
rarely present. An acid (or Lewis 


acid) usually protonates the carbonyl 


PROBLEM-SOLVING HINT 


oC | 6 | =O | to activate it toward attack by a 
fl vf ofl weak nucleophile. 
NX ee 
R™ *R R™ HH Hq” HH 
ketone aldehyde formaldehyde 
two alkyl groups less stabilization relatively unstable 


These stability effects are apparent in the equilibrium constants for hydration 
of ketones and aldehydes. Ketones have values of K,, of about 10-* to 10-*. For most 
aldehydes, the equilibrium constant for hydration is close to 1. Formaldehyde, with 
no alkyl groups bonded to the carbonyl carbon, has a hydration equilibrium constant 
of about 40. Strongly electron-withdrawing substituents on the alkyl group of a 
ketone or aldehyde also destabilize the carbonyl group and favor the hydrate. Chloral 
(trichloroacetaldehyde) has an electron-withdrawing trichloromethyl group that favors 
the hydrate. Chloral forms a stable, crystalline hydrate that became famous in the 
movies as knockout drops or a Mickey Finn. 
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Application: Knockout Drops 


The body rapidly reduces chloral (tri- 
chloroacetaldehye) to trichloro-ethanol, 
which is responsible for the drug's sleep- 
inducing effect. 


PROBLEM-SOLVING HINT 


Don’t be surprised to see some 


OH stretch, from the hydrate, in 
the IR spectra of many aldehydes. 


Application: Cyanohydrin defense 


The almond-scented millipede 
(Apheloria montana) secretes a mixture 
of HCN and benzaldehyde to prevent 
other animals from eating it. The millipede 
stores mandelonitrile (benzaldehyde 
cyanohydrin) in a reservoir. When 
attacked, it discharges mandelonitrile 
through a reaction chamber containing 
enzymes that catalyze the conversion of 
the cyanohydrin to benzaldehyde and 
HCN. 


O HO OH 
CH,—CH,—C—H + HO = CH,—CH,—C—H K,,= 0.7 
propanal propanal hydrate 
1 
HO OH 
Sie 
c + HO -= @ K., = 40 
He “a 2 ae ee q 
formaldehyde formalin 
1 HO OH 
CclC—C—H + HO <*> CLC—C—H K., = 500 
chloral chloral hydrate 


e 
PROBLEM 18-13 


Propose mechanisms for 

(a) the acid-catalyzed hydration of chloral to form chloral hydrate. 
(b) the base-catalyzed hydration of acetone to form acetone hydrate. 

\ 


( PROBLEM 18-14 


Rank the following compounds in order of increasing amount of hydrate present at equilibrium. 


Br Br 


18-13 Formation of Cyanohydrins 


Hydrogen cyanide (H—C==N) is a toxic, water-soluble liquid that boils at 26 °C. 
Because it is mildly acidic, HCN is sometimes called hydrocyanic acid. 


H—C=N: + HO ~ ==> H,0* + ~:C=N: pK,=9.2 


The conjugate base of hydrogen cyanide is the cyanide ion (:C =N:) . Cyanide ion is 
a strong base and a strong nucleophile. It attacks ketones and aldehydes to give addition 
products called cyanohydrins. The mechanism is a base-catalyzed nucleophilic addi- 
tion, as shown in Mechanism 18-3. Cyanide ion attacks the carbonyl group, forming 
an alkoxide ion that protonates to give the cyanohydrin. 

Cyanohydrins may be formed using liquid HCN with a catalytic amount of sodium 
cyanide or potassium cyanide. HCN is highly toxic and volatile, however, and therefore 
dangerous to handle. Many procedures use a full equivalent of sodium or potassium 
cyanide (rather than HCN), dissolved in some other proton-donating solvent. 

Cyanohydrin formation is reversible, and the equilibrium constant may or may not 
favor the cyanohydrin. These equilibrium constants follow the general reactivity trend 
of ketones and aldehydes: 


formaldehyde > other aldehydes > ketones 


Formaldehyde reacts quickly and quantitatively with HCN. Most other alde- 
hydes have equilibrium constants that favor cyanohydrin formation. Reactions of 
HCN with ketones have equilibrium constants that may favor either the ketones or 
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MECHANISM 18-3 Formation of Cyanohydrins 


Cyanohydrin formation is a perfect example of base-catalyzed addition to a carbonyl group. The strong nucleophile adds in the 
first step to give an alkoxide. Protonation gives the cyanohydrin. 


Step 1: Cyanide adds to the carbonyl. Step 2: Protonation gives the cyanohydrin. 


O 


L_. 
C=N: C=N: 


ketone or aldehyde intermediate cyanohydrin 


R— 


EXAMPLE: Formation of benzaldehyde cyanohydrin. 

Step 1: Cyanide adds to the carbonyl. Step 2: Protonation gives the cyanohydrin. 

= = 

C—H 
C=N 


c= 
‘ 
Cc 
benzaldehyde benzaldehyde cyanohydrin 
(mandelonitrile) 


the cyanohydrins, depending on the structure. Ketones that are hindered by large alkyl 
groups react slowly with HCN and give poor yields of cyanohydrins. 


O 
HO CN 
UC. + HON) OS be 
CH,CH; H CH,CH; H 
propanal propanal cyanohydrin 
(100%) 
O 
| KCN HOw - CN 
ZL a + HCN “=” ee 
CH,CH; CH, CH,CH; CH, 
butan-2-one butan-2-one cyanohydrin 
(95%) 
1 0 
KCN H CN 
we + HCN <== Bee ae 
(CH,),C C(CH,), (CH,),C C(CH,); 
di-rert-butylketone slow reaction, poor yields 


The failure with bulky ketones is largely due to steric effects. Cyanohydrin formation 
involves rehybridizing the sp” carbonyl carbon to sp’, narrowing the angle between the 
alkyl groups from about 120° to about 109.5°, increasing their steric interference. 
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Other names for a carbinolamine 


are hemiaminal (the IUPAC term) 
and a-aminoalcohol. 


PROBLEM 18-15 


Propose a mechanism for each cyanohydrin synthesis just shown. 


Organic compounds containing the cyano group (— C=N) are called nitriles. 
A cyanohydrin is therefore an a-hydroxynitrile. Nitriles hydrolyze to carboxylic 
acids under acidic conditions (discussed in Section 21-7D), so cyanohydrins hydro- 
lyze to a-hydroxy acids. This is the most convenient method for making many 
a-hydroxy acids. 


O OH OH O 
| “CN a | H,0* a | | 
R—C—H + HCN — R—C—CN —_—— R—C—C—0OH 
aldehyde | | 
H H 


cyanohydrin a-hydroxy acid 


PROBLEM 18-16 


Show how you would accomplish the following syntheses. 

(a) acetophenone — acetophenone cyanohydrin 

(b) cyclopentanecarbaldehyde — 2-cyclopentyl-2-hydroxyacetic acid 
(c) hexan-1l-ol—> 2-hydroxyheptanoic acid 


18-14 Formation of Imines 


Under the proper conditions, either ammonia or a primary amine reacts with a ketone 
or an aldehyde to form an imine. Imines are nitrogen analogs of ketones and alde- 
hydes, with a carbon-nitrogen double bond in place of the carbonyl! group. Imines are 
commonly involved as synthetic intermediates, both in biosynthesis and in industrial 
synthesis. One of the best methods for making amines (both in organisms and in the lab) 
involves making an imine, then reducing it to the amine (Section 19-18). 

Like amines, imines are basic; a substituted imine is also called a Schiff base. 
Imine formation is an example of a large class of reactions called condensations, reac- 
tions that join two or more molecules, often with the loss of a small molecule such as 
water or an alcohol. 


O OH 
. Ht | N 7 
Cc + R—NH, —— = C— — C + HO 
a, primary amine | | 
ketone or aldehyde R—N—H R—N 
carbinolamine imine (Schiff base) 
(hemiaminal) 


The mechanism of imine formation (Key Mechanism 18-4) begins with an acid- 
catalyzed nucleophilic addition of the amine to the carbonyl group. Attack by the 
amine, followed by deprotonation of the nitrogen atom, gives an unstable intermediate 
called a carbinolamine. 

A carbinolamine converts to an imine by losing water and forming a double bond: 
a dehydration. This dehydration follows the same mechanism as the acid-catalyzed 
dehydration of an alcohol (Section 11-10). Protonation of the hydroxy group converts 
it to a good leaving group, and it leaves as water. The resulting cation is stabilized by 
resonance forms, including one with all octets filled and the positive charge on nitrogen. 
Loss of a proton gives the imine. 
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\ ree? KEY MECHANISM 18-4 Formation of Imines 


This mechanism is more easily remembered by dividing it into two parts:! 


1. acid-catalyzed addition of the amine to the carbonyl] group. 
2. acid-catalyzed dehydration. 


First part: Acid-catalyzed addition of the amine to the carbonyl! group. 


Step 1: Protonation of the carbonyl. Step 2: Addition of the amine. Step 3: Deprotonation. 
H H 
+7 Pe 4 3 
O O :O :>OH O—H 
He | <> | | | 
Cc == Ct —2 —C— <—— —C— + H,O+* 
oS eS 75S | | 
+ 
) R Vw aie R—N—H 
—_N HO: carbinolamine 
x aie a ° (hemiaminal) 


Second part: Acid-catalyzed dehydration. 


Step 4: Protonation of the —OH group. Step 5: Loss of H,O. Step 6: Deprotonation. 
H H H 
BS er NZ NX A 
:O ee a! Ce C 
| Ht | | | 
=C— <= =C> = N: —= N: + H,Ot 
l on ri 
as ras ae . 
R H R H minor major 
carbinolamine protonated intermediate (all octets filled) imine 
(Schiff base) 
EXAMPLE: Formation of benzaldehyde methyl imine. 
First part: Acid-catalyzed addition of the amine to the carbonyl group. 
Step 1: Protonation of the carbonyl. Step 2: Addition of the amine. Step 3: Deprotonation to the carbinolamine. 
_H H H 
i 7 7 
TX i :0 
Q er 
— + CH3NH 
= <—_— a lee: 
ae os =N—CH, 
is i CH; 
H 
oe 
benzaldehyde methylamine a carbinolamine 


(a hemiaminal) 


'This mechanism takes place at slightly acidic pH. The amine can act as a strong nucleophile, so the first half of this mechanism (addition to the 
carbonyl) may be drawn as either acid-catalyzed or as base-catalyzed. The second half (dehydration) is acid-catalyzed, so the entire mechanism is 


shown here as acid-catalyzed to be consistent. 
(continued ) 
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Second part: Acid-catalyzed dehydration. 
Step 4: Protonation of the — OH group. Step 5: Loss of H30. Step 6: Deprotonation. 


a carbinolamine imine 


PROBLEM: 
(a) What would happen if the reaction were made too acidic by the addition of too much acid? 
(b) What would happen if it were too basic? 


The proper pH is crucial to imine formation. The second half of the mechanism is 
acid-catalyzed, so the solution must be somewhat acidic. If the solution is too acidic, 
however, the amine becomes protonated and non-nucleophilic, inhibiting the first step. 
Figure 18-7 shows that the rate of imine formation is fastest around pH 4.5. 


ij H 
R—Nx_+ Ht === R—N*-H 
FIGURE 18-7 Although dehydration | he aa | 
of the carbinolamine is acid-catalyzed, H H 
excess acid stops the first step by 
protonating the amine. Formation of 
the imine is fastest around pH 4.5. pH 


rate —» 


1 5) 3 4 5 6 7 8 nucleophilic non-nucleophilic 


The following equations show some typical imine-forming reactions. In each case, 
notice that the C—O group of the ketone or aldehyde is replaced by the C—N—R 
group of the imine. 


O NH 
ne Ht 
+ NH, <<. “F H,O 
ammonia 
cyclohexanone cyclohexanone imine 
O : Ht 
+ a + HO 
PROBLEM-SOLVING HINT cyclopentanone aniline cyclopentanone phenyl imine 
Imine formation is one of the Hy Hy r 
important mechanisms in C=O at C—N—CH, 
this chapter. It is more easily + CH,—WNH, — + H,O 
remembered as consisting of two methylamine 
simple mechanisms: benzaldehyde benzaldehyde methyl imine 


1. acid-catalyzed nucleophilic 
addition to the carbonyl, and 

2. acid-catalyzed dehydration (as 
with an alcohol). 


PROBLEM 18-17 


Propose mechanisms for the three imine-forming reactions just shown. 


18-15 Condensations with Hydroxylamine and Hydrazines 


PROBLEM 18-18 


Depending on the reaction conditions, two different imines of formula CgH)N might be 


formed by the reaction of benzaldehyde with methylamine. Explain, and give the structures 
of the two imines. 


PROBLEM 18-19 


Give the structures of the carbonyl compound and the amine used to form the following imines. 
a N b NH 
(a) ‘ (b) 
CH, 


Imine formation is reversible, and most imines can be hydrolyzed back to the amine 
and the ketone or aldehyde. The Principle of Microscopic Reversibility (Section 8-4A) 
states that the reverse reaction taking place under the same conditions should follow 
the same pathway but in reverse order. Therefore, the mechanism for hydrolysis of an 
imine is simply the reverse of the mechanism for its formation. 


H H 
Nc —=N—CH, C 


H*, excess H,O 
a 
<——— 


° 


+ CH;—NH; 


benzaldehyde methyl] imine benzaldehyde 


PROBLEM 18-20 


Propose a mechanism for the hydrolysis of benzaldehyde methy] imine just shown. 


18-15 Condensations with Hydroxylamine 
and Hydrazines 


Ketones and aldehydes also condense with other ammonia derivatives, such as hydroxyl- 
amine and substituted hydrazines, to give imine derivatives. The equilibrium constants 
for these reactions are usually more favorable than for reactions with simple amines. 
Hydroxylamine reacts with ketones and aldehydes to form oximes; hydrazine and its 
derivatives react to form hydrazones; and semicarbazide reacts to form semicarbazones. 
The mechanisms of these reactions are similar to the mechanism of imine formation. 


H 
+ Non) #5 + HO 
O y N : 
H 
: OH 
phenyl-2-propanone hydroxylamine 
phenyl-2-propanone oxime 
a a 
C=O HL C=N—/NH,| + H,O 
Ht 
+ N-NH,| > 
H 
benzaldehyde hydrazine benzaldehyde hydrazone 
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Application: Toxicology 


Large quantities of acetaminophen can 
be toxic because the body transforms 
it to the imine of benzoquinone. This 
highly reactive metabolite causes 
extensive liver damage and can be 
deadly. 


OH O 
[O] | | 
—? 
HNCOCH3 NH 
acetaminophen — benzoquinoneimine 


Application: Rocket Fuel 


Anhydrous hydrazine is a common rocket 
fuel. In most cases, liquid oxygen serves 
as the oxidizer. The fuel and oxidizer are 
sprayed into the combustion chamber, 
where they react to generate heat and 
pressure, forcing the reaction products 
out through the rocket nozzle. 
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PROBLEM-SOLVING HINT 


Please learn these common 


derivatives. You will see many 
examples, especially in the 
laboratory. 


O HL N—NH—Ph 


Ht 
+ N—NH—Ph cd + H,O 
S 
H 
cyclohexanone phenylhydrazine cyclohexanone phenylhydrazone 
I 
)NH —C —NH, 
7 
H O 
Ned | Ht | 
+ N—NH—C—NH, = Cc + H,O 
\ / SN 
CH,CH, H CH, CH,CH, 
butan-2-one semicarbazide butan-2-one semicarbazone 


These derivatives are useful both as starting materials for further reactions (see 
Section 19-18) and for characterization and identification of the original carbonyl com- 
pounds. Oximes, semicarbazones, and phenylhydrazones are often solid compounds 
with characteristic melting points. Standard tables give the melting points of these 
derivatives for thousands of different ketones and aldehydes. 

If an unknown compound forms one of these derivatives, the melting point can be 
compared with that in the table. If the compound’s physical properties match those of 
a known compound and the melting point of its oxime, semicarbazone, or phenylhy- 
drazone matches as well, we can be fairly certain of a correct identification. 

The use of oximes to prepare primary amines (see Section 19-18) is just one of 
their many applications. Oxime derivatives form N-oxyl (RxC==NO-) and iminyl 
(R,C=N-) radicals that have been used to synthesize a range of useful compounds, 
including heterocycles. Furthermore, oximes derived from ketones can undergo rear- 
rangement in acidic conditions to form amides (Beckmann rearrangement). The carbon, 
nitrogen, and oxygen atoms of an oxime can be incorporated into heterocyclic systems 
in cycloaddition reactions. 


SUMMARY Condensations of Amines with Ketones and Aldehydes 


we oe on 
>c=0 + HN ‘Z| + HO 


Reagent Product 


a 
| 


i 
a 


H,N—H |ammonia an imine 


H,N-+R primary amine 


an imine (Schiff base) 


Lo ane 


H,N-+OH hydroxylamine ‘OH | an oxime 


H,N-+NH, hydrazine — NH, | a hydrazone 
H,N-+NHPh phenylhydrazine | NHPh | a phenylhydrazone 


1 I 
H,N--NH—C—NH, N—|NH—C—NH, 


semicarbazide a semicarbazone 


i 
ve ia 


o 
I 


END 7 


18-16 Formation of Acetals 


E 
PROBLEM 18-21 


2,4-Dinitrophenylhydrazine is frequently used for making derivatives of ketones and aldehydes 
because the products (2,4-dinitrophenylhydrazones, called 2,4-DNP derivatives) are even 
more likely than the phenylhydrazones to be solids with sharp melting points. Propose a mech- 
anism for the reaction of acetone with 2,4-dinitrophenylhydrazine in a mildly acidic solution. 


967 


- 

PROBLEM 18-22 

Predict the products of the following reactions. 

(a) O ae (b) O 

+ HONH, —~> 
Ht 
+ H,NNH, ——> 
(c) O (d) 
| Ht I Ht 
Ph—C—Ph + PhNHNH, —~> PhCH=CHCHO + H,NCNHNH, —> 

\ 


{ PROBLEM 18-23 


Show what amines and carbonyl compounds combine to give the following derivatives. 


(a) : (b) (c) N—NHPh 
Ph—CH=N—NH—C—NH, NOH oe 
(d) NNH (e) N.-CH; = 
CT JO, =O A 
O,N NO, 


18-16 Formation of Acetals 


Under acid catalysis, ketones and aldehydes react reversibly with alcohols to form 
acetals. An acetal is a derivative of a ketone or an aldehyde with two alkoxy groups 
on the same carbon atom, in place of the carbonyl group. An acetal derived from a 
ketone is often called a ketal.! Acetals are some of the most common organic com- 
pounds in the world. Table sugar, cotton fabric, and a wooden ship are all composed 
of acetals. We cover these common carbohydrate acetals and their polymers 
in Chapter 23. 

In the formation of an acetal, two molecules of alcohol add to the carbonyl group, 
and one molecule of water is eliminated. 


O 
Ht = ROL LOR’ 
Ax + 2R—-OH == og + HO 
R H R H 
aldehyde acetal 
O 
| ut RYO LOR" 
Cc + 2R"—OH == C + H,O 
R~ Np’ R~ ~R 2 
ketone acetal (general) 


ketal (specific) 


'The IUPAC once dropped the term eral, but has now reinstated it as a subclass of acetals. Therefore, an 
acetal of a ketone can be called either a ketal (specific) or an acetal (more general). 
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Although hydration is catalyzed by either acid or base, acetal formation must be 
acid-catalyzed. For example, consider the reaction of cyclohexanone with methanol, 
catalyzed by p-toluenesulfonic acid. 


Overall reaction O 
| 
6) —(C)-3-on CH,O OCH, 
O (Ts—OH) 
p-toluenesulfonic acid 
+  2CH,OH > + H,O 
cyclohexanone cyclohexanone 


dimethyl acetal 


The mechanism for this reaction is shown in Key Mechanism 18-5. The first step 
is a typical acid-catalyzed addition to the carbonyl group. The acid catalyst proton- 
ates the carbonyl group, and the alcohol (a weak nucleophile) attacks the protonated, 
activated carbonyl]. Loss of a proton from the positively charged intermediate gives a 
hemiacetal. The hemiacetal gets its name from the Greek prefix hemi-, meaning “half.” 
Having added one molecule of the alcohol, the hemiacetal is halfway to becoming a 
“full” acetal. Like the hydrates of ketones and aldehydes, most hemiacetals are too 
unstable to be isolated and purified. 

The second half of the mechanism converts the hemiacetal to the more stable 
acetal. Protonation of the hydroxy group, followed by loss of water, gives a resonance- 
stabilized carbocation. Attack on the carbocation by methanol, followed by loss of a 
proton, gives the acetal. 


Nd ; —] KEY MECHANISM 18-5 Formation of Acetals 


Like imine formation, acetal formation is easily remembered by dividing it into two simple processes: 
1. The first half is an acid-catalyzed addition of the alcohol to the carbonyl group. 
2. The second half is an Sy1 substitution of the protonated hemiacetal. 


First half: Acid-catalyzed addition of the alcohol to the carbonyl group. 
Step 1: Protonation. Step 2: Alcohol adds. Step 3: Deprotonation. 


ketone protonated (activated) ketone hemiacetal 


Second half: Sx substitution of the protonated hemiacetal. 


Step 4: Protonation. Step 5: Loss of water. 


H CH, CH, 


-" ab 
:O? @) 
CA 
=— <> + H,O 


hemiacetal protonation, loss of water resonance-stabilized cation 
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Step 6: Second alcohol adds. Step 7: Deprotonation. 
i 
CH, 0c 
:0: CH,—0O :O—CH, CH,—O O—CH; 
a 
CH;—O—H . 
e 5 — + CH, zi =H 
H 
attack by methanol acetal 


PROBLEM 18-24 


Propose a mechanism for the acid-catalyzed reaction of benzaldehyde with methanol to give 
benzaldehyde dimethyl acetal. 


Because hydration is catalyzed by either acid or base, you might wonder why acetal 
formation is catalyzed only by acid. In fact, the first step (formation of the hemiacetal) 
can be base-catalyzed, involving attack by alkoxide ion followed by protonation to 
form the hemiacetal. The second step requires replacement of the hemiacetal —OH 
group by the alcohol —OR” group. Hydroxide ion is a poor leaving group for the Sy2 
reaction, so alkoxide cannot displace the — OH group. This replacement occurs under 
acidic conditions, however, because protonation of the —OH group and loss of water 
gives a resonance-stabilized cation. 


Attempted base-catalyzed acetal formation 


:O: :0 an OH| poor leaving group 
I’ Ne, Co—R «I eee as 
Zoe, — R—-C—R R—COR OR 
R R | y 
=:O—R’ oe hi | 
= hemiacetal (no S,2 displacement) 
attack on ketone 
(or aldehyde) 


Equilibrium of Acetal Formation Acetal formation is reversible, so the equilib- 
rium constant controls the proportions of reactants and products that will result. For 
simple aldehydes, the equilibrium constants generally favor the acetal products. For | Acetal formation is one of the 
example, the acid-catalyzed reaction of acetaldehyde with ethanol gives a good yield important mechanisms in this 
of the acetal. chapter. Remember it as a two-part 
With hindered aldehydes and with most ketones, the equilibrium constants favor process consisting of these two 
the carbonyl compounds rather than the acetals. To enhance these reactions, the alcohol simple mechanisms: 
is often used as the solvent to ensure a large excess. The water formed as a by-product | 1. acid-catalyzed nucleophilic 


PROBLEM-SOLVING HINT 


is removed by distillation to force the equilibrium toward the right. addition to the carbonyl 
Conversely, most acetals are hydrolyzed simply by shaking them with dilute acid in group, and 

water. The large excess of water drives the equilibrium toward the ketone or aldehyde. - _ Sy1 by protonation and loss 

The mechanism is simply the reverse of acetal formation. For example, cyclohexanone of water, then attack by the 


dimethyl] acetal is quantitatively hydrolyzed to cyclohexanone by brief treatment with alcohol. 
dilute aqueous acid. 
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Application: Topical Steroid CH,—O O—CH, O 


Fluocinolone acetonide is a steroid acetal 
H*, excess H,O 


used to treat skin conditions such as + H,0 5 + 2CH,OH 


eczema and psoriasis. The acetal group 
decreases the water solubility of the par- 
ent steroid, enhancing its potency and 


allowing for a longer duration of action. PROBLEM 18-25 


Propose a mechanism for the acid-catalyzed hydrolysis of cyclohexanone dimethy] acetal. 


Cyclic Acetals Formation of an acetal using a diol as the alcohol gives a cyclic acetal. 
Cyclic acetals often have more favorable equilibrium constants, because there is a 
smaller entropy loss when two molecules (a ketone and a diol) condense than when three 
molecules (a ketone and two molecules of an alcohol) condense. Ethylene glycol is often 


fluocinolone acetonide used to make cyclic acetals; its acetals are called ethylene acetals (or ethylene ketals). 
Li 
h—C=—C—H 
Tl a \ 
H 4H Ncw 
ae | | Ht ae | 
+ AH r 4 —H ad ee H,O 
HO OH 
benzaldehyde ethylene glycol benzaldehyde 


ethylene acetal 


Carbohydrates Sugars and other carbohydrates most commonly exist as cyclic acetals 
and hemiacetals. For example, glucose is a six-carbon sugar that is most stable as a 
hemiacetal. Lactose is a disaccharide (composed of two sugar units) that has one acetal 
and one hemiacetal. We discuss the structures of carbohydrates in detail in Chapter 23. 


CHO 
2 
H OH hemiacetal 
HO—}-H ‘ 
— 
H—|-OH oor 
H—|-OH H 
6 
CH,OH 
glucose glucose lactose 
(open chain) (cyclic hemiacetal) 
(- 
PROBLEM-SOLVING HINT PROBLEM 18-26 
Formation of an acetal (or Show what alcohols and carbonyl compounds give the following derivatives. 
hemiacetal) does not alter the 
rma (a) CH,CH,O OCH,CH, (b) CH; (c) (Me “iz, 
oxidation state of the carbonyl O—cit ras one! O 
carbon atom. In an acetal or | SCH, ee ee 
hemiacetal, the carbonyl carbon CH,—C—H ° 
atom is the one with two bonds to ons 
O—CH 


oxygen. 


CH, 
(d) ee (e) O. O (f) CT 
O Cy S Oo~ “O 


PROBLEM-SOLVING STRATEGY Proposing Reaction Mechanisms 
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Here we apply the general principles for proposing reaction mechanisms to the hydrolysis 
of an acetal. These principles were introduced in Chapters 7 and 11 and are summarized in 
Appendix 3A. Remember that you should draw all the bonds and substituents of each carbon 
atom involved in a mechanism. Show each step separately, using curved arrows to show the 
movement of electron pairs (from the nucleophile to the electrophile). 

Our problem is to propose a mechanism for the acid-catalyzed hydrolysis of the following 
acetal: 


O 
OCH, 


The type of mechanism is stated to be acid-catalyzed. Therefore, we assume it involves strong 
electrophiles and cationic intermediates (possibly carbocations), but no strong nucleophiles 
or strong bases and certainly no carbanions or free radicals. 


1. Consider the carbon skeletons of the reactants and products, and decide which car- 
bon atoms in the products are likely derived from which carbon atoms in the reac- 
tants. 

First, you must decide what products are formed by hydrolysis of the acetal. In deal- 
ing with acetals and hemiacetals, any carbon atom with two bonds to oxygen is de- 
rived from a carbony] group. 

Draw an equation showing all the affected atoms. The equation shows that water 
must somehow add (probably by a nucleophilic attack), and the ring must be cleaved. 


CH, Ht CH, 
i + HO —> Noy * (CH;OH 
co C—H 
H~ OCH, | 
O 


2. Consider whether any of the reactants is a strong enough electrophile to react 

without being activated. If not, consider how one of the reactants might be 
converted to a strong electrophile by protonation of a Lewis basic site (or com- 
plexation with a Lewis acid). 
The reactant probably will not react with water until it is activated, most likely by pro- 
tonation. It can become protonated at either oxygen atom. We will arbitrarily choose 
the ring oxygen for protonation. The protonated compound is well suited for ring 
cleavage to form a stabilized (and strongly electrophilic) cation. 


CH, Ht CH, CH, CH, 
=| Se elie — | << ] 
LO; -O—H + OH OH 
Poe Ss ee, ANA 7s 
H OCH, H ‘OCH, H OCH, H O+-CH, 
protonation cleavage resonance-stabilized cation 


3. Consider how a nucleophilic site on another reactant can attack the strong electro- 
phile to form a bond needed in the product. Draw the product of this bond formation. 
Attack by water on the cation gives a protonated hemiacetal. 


CHOH os: ee. 
et 
oe von = _OH 


ct CL WH Cc 
H~ ~o—cuH, H~ ~ocH, \. H~ OCH, 
attack by water H,0: hemiacetal 
deprotonation 


PROBLEM-SOLVING HINT 


To lose an —OR or —OH 
group under acidic conditions, 


consider protonating the group 
and losing a neutral molecule to 
give a carbocation. 


(continued ) 
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4. Consider how the product of nucleophilic attack might be converted to the final 
product (if it has the right carbon skeleton) or reactivated to form another bond 
needed in the product. 
Just as an —OH group can be lost by protonation and loss of water, the —-OCH; 
group can be lost by protonating it and losing methanol. A protonated version of the 
product results. 


CH,OH Ht 
—— 4 
OH protonation 
oe i 


or 
H~ 
OD 


H,0* 


products 


resonance-stabilized 
intermediate 


. Draw all the steps of the mechanism, using curved arrows to show the movement 
of electrons. 
The complete mechanism is given by combining the preceding equations. You should 
write out the mechanism to review the steps involved. 


As further practice in proposing reaction mechanisms, do Problems 18-27 and 18-28 
by completing the five steps listed in this section. 


PROBLEM-SOLVING HINT PROBLEM 18-27 


The mechanism of a reverse 
reaction is normally the reverse 
of the mechanism of the forward 


In the mechanism for acetal hydrolysis shown, the ring oxygen atom was protonated first, 
the ring was cleaved, and then the methoxy group was lost. The mechanism could also 
be written to show the methoxy oxygen protonating and cleaving first, followed by ring 


reaction, as long as they take cleavage. Draw this alternative mechanism. 


place under similar conditions. 
If you know the mechanism for ~ 


formation of an acetal, you can PROBLEM 18-28 


always write the mechanism for (a) Propose a mechanism for the acid-catalyzed reaction of cyclohexanone with 
its hydrolysis, using the same ethylene glycol to give cyclohexanone ethylene acetal. 
intermediates in reverse order. (b) Propose a mechanism for the acid-catalyzed hydrolysis of cyclohexanone ethylene acetal. 
(c) Compare the mechanisms you drew in parts (a) and (b). How similar are these mecha- 
nisms, comparing them in reverse order? 
(d) Propose a mechanism for the acid-catalyzed hydrolysis of the acetal given in 
Problem 18-26(f). 


A 


18-17 Use of Acetals as Protecting Groups 


Acetals hydrolyze under acidic conditions, but they are stable to strong bases and 
nucleophiles. Acetals are easily made from the corresponding ketones and aldehydes 
and easily converted back to the parent carbonyl compounds. This easy interconversion 
makes acetals attractive as protecting groups to prevent ketones and aldehydes from 
reacting with strong bases and nucleophiles. We first encountered protecting groups in 
Section 14-10, using silyl ethers to protect alcohols. 

As an example, consider the following proposed synthesis. The necessary Grignard 
reagent could not be made because the aldehyde carbonyl group would react with its 
own nucleophilic organometallic group. 
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Proposed synthesis 


{incompatible functional groups ] O 
OH 


OMgBr 


0 Jf | 
NI ChCa.— H,0* CH CH,—C—H 
+ BrMg—CH,CH,—C—H x _— 


cyclohexanone (impossible reagent) target compound 
If the aldehyde is protected as an acetal, however, it is unreactive toward a Grignard 

reagent. The “masked” aldehyde is converted to the Grignard reagent, which is allowed 

to react with cyclohexanone. Dilute aqueous acid both protonates the alkoxide to give 

the alcohol and hydrolyzes the acetal to give the deprotected aldehyde. 


Actual synthesis 


| HOCH,CH,OH O. 0 Mg O 
Br—CH,CH,—C—H = ——;~—> — Br—-CH,CH, CH ——> BrMg—CH,CH,—C—H 
7 H ether - 

“masked” aldehyde 
protected from 


basic reagents 


O.  1O 
6 MgBr / \ OMgBr ScOH OH 7 
| OL  O CH,CH, H,0* CH,CH,—C—H 
+ CH,CH,—-C—H —> ——> A 


target compound 


Selective Acetal Formation Because aldehydes form acetals more readily than ketones, 
we can protect an aldehyde selectively in the presence of a ketone. This selective pro- 
tection leaves the ketone available for modification under neutral or basic conditions 
without disturbing the more reactive aldehyde group. The following example shows the 
reduction of a ketone in the presence of a more reactive aldehyde: 


0 1 equiv O H. (OH H. (OH 
OH OH NaBH, H,0* 
UH Ht JH UH 
o Oo o Oo 
e \_/ LJ e 
7 
PROBLEM 18-29 
Show how you would accomplish the following syntheses. You may use whatever additional reagents you need. 
; A HO. CH, 
CHO CH,OH CHO CHO 
c) O O (d) O H. .OH 
CH, Br S Ph CH, CH, CH, CH, 
—_ —_ 
O O 


(continued ) 


974 CHAPTER 18 Ketones and Aldehydes 


(f) 


(e) OH 1 if rf 
fe) 
CT Cpa BrCH,CH,CCH, —> HC==CCH,CH,CCH, 
— 


Soon after German 
chemist Georg Wittig 
(1897-1987) reported 

the Wittig reaction, it was 
applied to the stereoselec- 
tive synthesis of Vitamin 

D and the industrial syn- 
thesis of Vitamin A. Wittig 
made significant contribu- 
tions to core concepts of 
modern synthetic chemis- 
try, including the charac- 
terization of “benzyne.” 
Another reaction named 
after him, the Wittig 
rearrangement, describes 
the conversion of certain 
ethers to alcohols. 


18-18 The Wittig Reaction 


We have seen carbony] groups undergo addition by a variety of carbanion-like reagents, 
including Grignard reagents, organolithium reagents, and acetylide ions. In 1954, Georg 
Wittig discovered a way of adding a phosphorus-stabilized carbanion to a ketone or 
aldehyde. The product is not an alcohol, however, because the intermediate undergoes 
elimination to an alkene. In effect, the Wittig reaction converts the carbonyl! group of 
a ketone or an aldehyde into a new C=C double bond where no bond existed before. 
This reaction proved so useful that Wittig received the Nobel Prize in Chemistry in 
1979 for this discovery. 


The Wittig reaction 


R’ R Ph R’ R 
S Xe 4H a 4 
C=O + ?C—P—Ph —>—> C=C + Ph,P=O 
/ 7 \ é \ 
R’ H Ph R’ H 
ketone or aldehyde phosphorus ylide alkene 


The phosphorus-stabilized carbanion is an ylide (pronounced “ill”-id’?)—a 
molecule that bears no overall charge but has a negatively charged carbon atom 
bonded to a positively charged heteroatom. Phosphorus ylides are prepared from 
tri-phenylphosphine and alkyl] halides in a two-step process. The first step is nucleo- 
philic attack by triphenylphosphine on an unhindered (usually primary) alkyl halide. 
The product is an alkyltriphenylphosphonium salt. The phosphonium salt is treated 
with a strong base (usually butyllithium) to abstract a proton from the carbon atom 


bonded to phosphorus. 
Pa af H 
ea ee 
= a 2 CH Li i 
Ph Ph | Ph R]| + C,Hj9 
Ph—P eee pap 2g | ae 
—P: + H—C7xXK —> Ph—P—C— a 
Ph A eae | ol Ph / | butyllithium sae 
R R Phy H i 
triphenylphosphine alkyl halide xX” Ph—P+=C 
phosphonium salt Ph” NR 
phosphorus ylide 
Examples 
P Br 
as Bu—Li ey . 
PhP? + CH,— Br —_ Ph,P—CH, Ph,P—CH, 
methyltriphenylphosphonium salt ylide 
C Br 
+ Bu—Li + 5 
PhsPs_ + PhCH —Br —> ——PhyP—CH,—Ph ——> Ph,P—CH—Ph 


benzyltriphenylphosphonium salt ylide 
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The phosphorus ylide has two resonance forms: one with a double bond between 
carbon and phosphorus, and another with charges on carbon and phosphorus. The dou- 
ble-bonded resonance form requires ten electrons in the valence shell of phosphorus, 
using ad orbital. The pi bond between carbon and phosphorus is weak, and the charged 
structure is the major contributor. The carbon atom actually bears a partial negative 
charge, balanced by a corresponding positive charge on phosphorus. 


PROBLEM 18-30 


Trimethylphosphine is a stronger nucleophile than triphenylphosphine, but it is rarely used 
to make ylides. Why is trimethylphosphine unsuitable for making most phosphorus ylides? 


Because of its carbanion character, the ylide carbon atom is strongly nucleo- 
philic. It attacks a carbonyl group to give a charge-separated intermediate called a 
betaine (pronounced “bay ~-tuh-ene”). A betaine is an unusual compound because 
it contains a negatively charged oxygen and a positively charged phosphorus on 
adjacent carbon atoms. Phosphorus and oxygen form strong bonds, and the attraction 
of opposite charges promotes the fast formation of a four-membered oxaphosphetane 
ring. (In some cases, the oxaphosphetane may be formed directly by a cycloaddition, 
rather than via a betaine.) 

The four-membered ring quickly collapses to give the alkene and triphenylphos- 
phine oxide. Triphenylphosphine oxide is exceptionally stable, and the conversion 
of triphenylphosphine to triphenylphosphine oxide provides the driving force for the 
Wittig reaction. 


MECHANISM 18-6 The Wittig Reaction 


Step 1: The ylide attacks the carbonyl! to form a betaine. 


ae tee 
7 ~ Ph;P :O: 


Ph,p—c& 766: > Boo 
—C: C=O! 
a. oo | | 
R R R R’ 
ylide ketone or aldehyde a betaine 


Step 2: The betaine closes to a four-membered ring oxaphosphetane (first P—O bond formed). 
Ph,P—O: 


R R’ 


a betaine oxaphosphetane 


Step 3: The ring collapses to the products (second P—O bond formed). 


four-membered ring triphenylphosphine oxide 
+ alkene 
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The following examples show the formation of carbon-carbon double bonds using 
the Wittig reaction. Mixtures of cis and trans isomers often result when geometric 
isomerism is possible. 


ae ary 
(0 + Ph,P—CH, —> (ecu, 


85% 


: 
C=O + Ph,P—C? — c=—c 
y \ Va % 
H H 


(cis + trans) 


{ PROBLEM 18-31 


Like other strong nucleophiles, triphenylphosphine attacks and opens epoxides. The initial 

product (a betaine) quickly cyclizes to an oxaphosphetane that collapses to an alkene and 

triphenylphosphine oxide. 

(a) Show each step in the reaction of trans-2,3-epoxybutane with triphenylphosphine to 
give but-2-ene. What is the stereochemistry of the double bond in the product? 


(b) Show how this sequence might be used to convert cis-cyclooctene to trans-cyclooctene. 
< 


Planning a Wittig Synthesis The Wittig reaction is a valuable synthetic tool 
that converts a carbonyl group to a carbon-carbon double bond. A wide variety 
of alkenes may be synthesized by the Wittig reaction. To determine the necessary 
reagents, mentally divide the target molecule at the double bond, and decide which 
of the two components should come from the carbonyl compound and which should 
come from the ylide. 

In general, the ylide should come from an unhindered alkyl halide. 
Triphenylphosphine is a bulky reagent, reacting best with unhindered primary and 
methyl halides. It occasionally reacts with unhindered secondary halides, but these 
reactions are sluggish and often give poor yields. The following example and Solved 
Problem show the planning of some Wittig syntheses. 


Analysis HC, ee EEC 
C=O + Ph,P—C 4 
HC” H 
H3Cy HCH (preferred) 
C=C — > 
HC” = “a could come from or 
HC. _.& HCH 
>C—PPh, + = 
Hc” H 
Synthesis 
A3C\ 
. EHH (1) PhP ae i H.C” HC, 7 HCH 
jt (2) BuLi Ph3P—C; _--—* oo 
H H H3C H 
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( SOLVED PROBLEM 18-2 


Show how you would use a Wittig reaction to synthesize 1-phenylbuta-1,3-diene. 


1-phenylbuta-1,3-diene 


SOLUTION 
This molecule has two double bonds that might be formed by Wittig reactions. The central double bond could be formed in either of 
two ways. Both of these syntheses will probably work, and both will produce a mixture of cis and trans isomers. 


@l . 
C=O + Ph p—c” 
7 : \ 
H H CH=CH, 
WA could come from 
c+Hc EES or 


\ 
H CH=CH, 
@l ie 
# 


C=PPh, + O=C 


Analysis 


/ 
H CH=CH, 
{ You should complete this solution by drawing out the syntheses indicated by this analysis (Problem 18-32). 
PROBLEM 18-32 PROBLEM-SOLVING HINT 
(a) Outline the syntheses indicated in Solved Problem 18-2, beginning with aldehydes and Plan a Wittig synthesis so that the 
alkyl halides. less hindered end of the double 
(b) Both of these syntheses of 1-phenylbuta-1,3-diene form the central double bond. Show bond comes from the ylide. 


how you would synthesize this target molecule by forming the terminal double bond. Remember that the ylide is made by 


Sn2 attack of triphenylphosphine on 
an unhindered alkyl halide, followed 
PROBLEM 18-33 by deprotonation. 

Show how Wittig reactions might be used to synthesize the following compounds. In each 

case, start with an alkyl halide and a ketone or an aldehyde. 


(a) Ph—CH=C(CH,), (b) Ph—C(CH; )=CH, 
(c) Ph—CH=CH—CH=CH—Ph (d) H 


FOCUS Nucleophilic Addition Reactions of Aldehydes and Ketones 


The characteristic reaction of aldehydes and ketones is nucleophilic additions. 
Ry proton Ry 


= aan source | a 5 g g 
Nuc: y=0 > Nuc—C—OH When the reagent is incompatible with proton sources, then 
———7 | protonation occurs in a separate workup step. 


Ro Ro 


(continued ) 
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Examples 
* Organometallic reagents: Grignard (RMgX), Section 10-9; organolithium (R-Li); sodium acetylide (RC = C7 Na‘), Section 9-7B 


¢ Hydride reduction (H:- from NaBHy or LiAlHy), Sections 10-12 and 18-20A 


e Hydration (HO—H), Section 18-12 
¢ Cyanohydrin formation (N= C°), Section 18-13 


Acetal (or ketal) formation (Sections 18-16, 18-17) is a nucleophilic addition followed by a substitution of the OH by a second 
molecule of alcohol. The first reaction (nucleophilic addition) goes easily with only a trace of acid or base to catalyze it. The 
second reaction (substitution), however, requires the presence of an acid catalyst to protonate the OH that then leaves as H20. 


¢ The equilibrium usually favors the 


+ 
hi * 1 ROH 1 hemiacetal. Water must be removed to favor 
= th tal. 
eae =o) eo c= 6 === ino c= OR' + HO e aceta 
YW substitution ¢ Typically, the two OR groups of the acetal 
Ro Rs Ry are the same, but in unusual cases, they 
hemiacetal acetal can be different. 


Two reactions in Chapter 18 are nucleophilic additions followed by elimation of the oxygen. 


nucleophilic elimination ¢ Imine formation, Sections 18-14 and 18-15, 
E R 
R—NH addition 1 Ht H* catalyst Ry is an equilibrium that favors the imine, 
a) 2 = ——— RNH— On SSS= CSN « H50 although the reaction can be driven to the 
i a left with a large excess of water. 
Ro Rp R2 are : : : 
E : imine ¢ Variations in R lead to a wide variety of 
carbinolamine gt 
(omnntyl) derivatives of aldehydes and ketones. 
PPh3 m Hi ae) ¢ The Wittig reaction, Section 18-18, uses 
| R, aucleopinlic R—-C ‘PPhsi Ry i O~ astrong nucleophile: an ylide in which 
(Ge r~ addition ‘elimination \ | ear 3 Balada h h 
b) ROH y=0 > Ri C0" : heanaaremetee c= q + *PPh; a carbanion is stabilized by phosphorus. 
: i ¢ The subsequent elimination is 
lid. 
oe Ro Ro &, ® spontaneous and irreversible. 


a betaine 


18-19 Oxidation of Aldehydes 


Unlike ketones, aldehydes are easily oxidized to carboxylic acids by common oxidants 
such as bleach (sodium hypochlorite), chromic acid, permanganate, and peroxy acids. 
Aldehydes oxidize so easily that air must be excluded from their containers to avoid slow 
oxidation by atmospheric oxygen. Because aldehydes oxidize so easily, mild reagents such 
as Ag,O can oxidize them selectively in the presence of other oxidizable functional groups. 


O 
| [0] | 
R—-C—H —,~——> R—C—OH 


(oxidizing agent) 


Examples 
| Na,Cr,0, 
CH, it C—H dil H,SO, > De oe Se 
CH, CH, 
isobutyraldehyde isobutyric acid (90%) 
C C 
“H Ag,0 OH 
THF/H,O 
A Tollens test is usually done on a 
small scale, but it can also create a (97%) ; 
cyclohex-3-en-1-carbaldehyde cyclohex-3-en-1-carboxylic acid 


silver mirror on a large object. 


18-20 Reductions of Ketones and Aldehydes 


Silver ion, Ag*, oxidizes aldehydes selectively in a convenient functional-group 
test for aldehydes. The Tollens test involves adding a solution of silver-ammonia 
complex (the Tollens reagent) to the unknown compound. If an aldehyde is present, 
its oxidation reduces silver ion to metallic silver in the form of a black suspension or 
a silver mirror deposited on the inside of the container. Simple hydrocarbons, ethers, 
ketones, and even alcohols do not react with the Tollens reagent. 


O O 
| + H,0 | 
R—C—H + 2Ag(NH,), + 37OH —> 2Ag | + R—C—O- 
aldehyde Tollens reagent silver carboxylate 


{ PROBLEM 18-34 


Predict the major products of the following reactions. 


(a) CHO (b) CHO 
LY + Ag,O isi + K,Cr,0,/H,SO, 
HO HO 
(c) CHO (d) CHO 
+ Ag(NH,), ~OH Cy + KMnO, 
(cold, dilute) 


O 


XN 


18-20 Reductions of Ketones and Aldehydes 


We have discussed several reductions of ketones and aldehydes in earlier sections. Here, we 
review those reactions and then cover some additional reductions that are useful in synthesis. 


18-20A Hydride Reductions (Review) 


Ketones and aldehydes are most commonly reduced by sodium borohydride (see 
Sections 10-11 and 18-11). Sodium borohydride (NaBHy) reduces ketones to secondary 
alcohols and aldehydes to primary alcohols. Lithium aluminum hydride (LiAIH,) also 
accomplishes these reductions, but it is a more powerful reducing agent, and it is much 
more difficult to work with. Sodium borohydride is preferred for simple reductions of 
ketones and aldehydes. Sodium triacetoxyborohydride [NaBH(OAc)3] is less reactive 
than NaBHy, and it selectively reduces aldehydes even in the presence of ketones. 


1 1 
C MS C—H 
H NaBH,, CH,CH,OH \ 
> H 
cyclohexanecarbaldehyde cyclohexylmethanol (95%) 
OH 


| NaBH,, CH,OH | 
CH,—C—CH,CH, © ——~———> CH, —CH—CH,CH, 
butan-2-one (+) butan-2-ol (100%) 


18-20B Catalytic Hydrogenation 


Like alkene double bonds, carbony! double bonds can be reduced by catalytic hydro- 
genation. Catalytic hydrogenation is slower with carbonyl groups than with ole- 
finic double bonds, however. Before sodium borohydride was available, catalytic 
hydrogenation was often used to reduce aldehydes and ketones, but any olefinic double 
bonds were reduced as well. In the laboratory, we prefer sodium borohydride over 
catalytic reduction because it reduces ketones and aldehydes faster than olefins, and 
no gas-handling equipment is required. Catalytic hydrogenation is still widely used in 


+ 4NH, 


+ 2H,0 
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industry, however, because H, is much cheaper than NaBHy, and pressure equipment 
is more readily available there. 

The most common catalyst for catalytic hydrogenation of ketones and aldehydes is 
Raney nickel. Raney nickel is a finely divided hydrogen-bearing form of nickel made 
by treating a nickel—aluminum alloy with a strong sodium hydroxide solution. The 
aluminum in the alloy reacts to release hydrogen, leaving behind a finely divided nickel 
powder saturated with hydrogen. Pt and Rh catalysts are also used for hydrogenation 
of ketones and aldehydes. 


O 
“ee 
C C C 
Si Ni-H, “ii Ni-H, ~H 
H —_—_——_> H —> H 
(Raney nickel) 


18-20C Deoxygenation of Ketones and Aldehydes 


A deoxygenation replaces the carbonyl oxygen atom of a ketone or aldehyde with 
two hydrogen atoms, reducing the carbony] group past the alcohol stage all the way to 
a methylene group. Formally, a deoxygenation is a four-electron reduction, as shown 
by the following equations. These equations use H to symbolize the actual reducing 
agents, according to the general principle that one molecule of H, corresponds to a 
two-electron reduction. Formally, the deoxygenation requires two molecules of Hp, 
corresponding to a four-electron reduction. 


2H, 
deoxygenation 
(4-e reduction) 
O H OH H H 
| H, 7 H, or 4 


J Cc \ (2-e reduction) / Cc \ (2-e reduction) VA Cc \ 7 0 

In actual use, H, is not a good reagent for deoxygenation of ketones and aldehydes. 
Deoxygenation can be accomplished by either the Clemmensen reduction (under acidic 
conditions) or the Wolff—Kishner reduction (under basic conditions). 


Clemmensen Reduction (Review) The Clemmensen reduction commonly converts 
acylbenzenes (from Friedel-Crafts acylation, Section 17-11B) to alkylbenzenes, but 
it also works with other ketones and aldehydes that are not sensitive to acid. The 
carbonyl compound is heated with an excess of amalgamated zinc (zinc treated with 
mercury) and hydrochloric acid. The actual reduction occurs by a complex mechanism 
on the surface of the zinc. 


| Zn(Hg) 
Ph—C—CH,CH;  yqzq,o7 PhCH; —CH,CH, 
propiophenone n-propylbenzene (90%) 
Zn(Hg) 
CH,—(CH,);—CHO HCl, HO CH,—(CH,);—CH, 
heptanal = n-heptane (72%) 
O H 
Cy Zn(Hg) on 
—=~> 
HCl, H,O 
cyclohexanone cyclohexane (75%) 


Wolff-Kishner Reduction Compounds that cannot survive treatment with hot acid 
can be deoxygenated using the Wolff—Kishner reduction. The ketone or aldehyde is 
converted to its hydrazone, which is heated with a strong base such as KOH or potas- 
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sium fert-butoxide. Ethylene glycol, diethylene glycol, or another high- boiling sol- 
vent is used to facilitate the high temperature (140-200 °C) needed in the second step. 


1 N—NH, 
Ht KOH HY UH _ 
yew + ENN, UC. + TO: -Cl + H,O + N=NT 
hydrazone 
Examples 
O NNH, 


NH, KOH, 175°C 
=, > + N 
HOCH,CH,OCH,CH,OH 2 


propiophenone hydrazone (diethylene glycol) n-propylbenzene (82%) 
O N—NH, H 
N5H, t-BuO~ K* H 
> ns + N 
O 2 
| 
cyclohexanone hydrazone oe cyclohexane (80%) 


(DMSO, a solvent) 


The mechanism for formation of the hydrazone is the same as the mechanism for 
imine formation (Key Mechanism 18-4 in Section 18-14). The actual reduction step 
involves two tautomeric proton transfers from nitrogen to carbon (Mechanism 18-7). In 
this strongly basic solution, we expect a proton transfer from N to C to occur by loss of 
a proton from nitrogen, followed by reprotonation on carbon. A second deprotonation 
sets up the intermediate for loss of nitrogen to form a carbanion. This carbanion is 
quickly reprotonated to give the product. 


MECHANISM 18-7 Wolff—Kishner Reduction 


Formation of the Hydrazone: See Key Mechanism 18-4. 


Reduction step 1: Proton transfer from N to C. (Basic conditions: Remove, then replace.) 


hydrazone remove proton from N replace proton on C 


Another deprotonation enables loss of N» 


Reduction step 2: Remove second proton from N. Step 3: Lose No. Step 4: Protonate. 


H— 
R” 


R’ “i. ier R’ ay 
N :OH N: 


oT 


carbanion product 


PROBLEM 18-35 


Propose a mechanism for both parts of the Wolff—Kishner reduction of cyclohexanone: the for- 
mation of the hydrazone, and then the base-catalyzed reduction with evolution of nitrogen gas. 
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PROBLEM 18-36 


Predict the major products of the following reactions: 


(a) O 
(1) H,NNH, 
ee see 
Zn(Hg) (@) KOU, heat 
HCl, HO 


se 3 ae \, 


SRG 2 _Zn(Hg) 
“@ KOH, heat ~ KOH, heat HCI, HO” H,O 


SUMMARY Reactions of Ketones and Aldehydes 


1. Addition of organometallic reagents (Sections 9-7B and 10-9) 


O O- M+ OH 
| | H,0+ | 
R—C—R’ + R’—M > R—C—R’ > R—C—R’ 
(M = metal = Mex, Li, etc.) | | 
R’ R’ 
alkoxide alcohol 
2. Reduction (Sections 10-12 and 18-20A) 
O- OH 
| | Ht | 
R—C—R’ + NaBH, (or LiAIHy) > R—C—R’ > R—C—R 
ketone or (or H>/Raney nickel) | | 
aldehyde H H 
alkoxide alcohol 
Deoxygenation reactions 
a. Clemmensen reduction (Sections 17-11B and 18-20C) 
l H 4H 
HCl © 4 


R-—-C—R* + Zn(Hg) —— R-—-C;R’ 
ketone or aldehyde 
b. Wolff—Kishner reduction (Section 18-20C) 


¢ Ne HH + HO 
é | ; KOH Se, 
R—C—R’ + H,N—NH, — > R—C—R heat R—C—R’ + N=N?t 
ketone or aldehyde —_—hydrazine hydrazone 
3. Hydration (Section 18-12) 
O 
HO OH 
I ea 
R—C—R’ + _ 4H,0 — R—C—R’ 
ketone or aldehyde hydrate 
4. Formation of cyanohydrins (Section 18-13) 
HO CN 
“CN 


R—C—R* + HCN ed R—C—R’ 
ketone or aldehyde cyanohydrin 
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5. Formation of imines (Section 18-14) 


O N—R’ 
| Ht 
R—C—R’ + R"—NH, —— R—C—R’ + H,O 
ketone or aldehyde primary amine imine (Schiff base) 


6. Formation of oximes and hydrazones (Section 18-15) 


O N—OH 
Ht 
R—C—R’ + H,N— OH —_> R—C—R’ 
ketone or aldehyde hydroxylamine oxime 
O N—NH—R’" 
Ht 
R—C—R + H,N—NH—R’" —_> R—C—R’ 
ketone or aldehyde hydrazine reagent hydrazone derivative 
R= Reagent Name Derivative Name 
—H hydrazine hydrazone 
—Ph phenylhydrazine phenylhydrazone 
i 
—C—NH) semicarbazide semicarbazone 


7. Formation of acetals (Section 18-16) 


1 RO. OR’ 
| Ht % 7 
R—C—R’ + 2 R"—OH —— R—C—R’ + H,O 
aldehyde or ketone alcohol acetal (or ketal) 
8. The Wittig reaction (Section 18-18) 
R’ R R 
Phyb—ce + Nc=o Nc=c’ + PhyP=O 
—C: = —_ —— — 
aS PA f  , : 
R R R R 
phosphorus ylide ketone or aldehyde alkene 
9. Oxidation of aldehydes (Section 18-19) 
O O 
chromic acid, bleach, Agt, etc. ! 
R—C—H > R—C—OH 
aldehyde acid 
Tollens test 
O O 
| HO ! 
R—C—H + 2Ag(NH,),t + 37~OH ——~>2Ag| + R—C—O- + 4NH, + 2H,0O 
aldehyde Tollens reagent silver carboxylate 
10. Reactions of ketones and aldehydes at their a positions 
This large group of reactions is covered in Chapter 22. 
Example 
Aldol condensation 
O OH 
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SUMMARY  Nucleophilic Addition Reactions of Aldehydes and Ketones 


In the central structure below, if R or R’ =H, the functional group is an aldehyde. If both R and R“ are alkyl or aryl 
groups, the functional group is a ketone. In general, ketones are more hindered to nucleophilic attack and react 
more slowly than aldehydes. 


H-—O C=N cyanohydrin imine formation— 
\/ formation— nucleophilic addition 
Section 18-13 followed by 
elimination 
(dehydration); 


Sections 18-14, 18-15 
hydration— 


acid- or base-catalyzed; 
aldehydes form more 
product than ketones; 
Section 18-12 


R—-O O—R acetal formation— 
Ne7, nucleophilic addition 
. ——— eae followed by substitution; 
Sections 18-16, 18-17 


Cc 


: ————d 
either: ‘ ——— R~ 


NaBH, ROH; hemiacetal acetal 
or 


1. LiAIH,; 2. HOH Hemiacetal formation 18 Acetal formation is - 
reversible under acidic, reversible under only acidic 
basic, or neutral conditions. conditions. Acetals are 

H—O H fe stable to basic conditions. 

Nf 


a Se 
reduction— H~ ~Brorl 
both NaBHy and LiAIH4 
reduce aldehydes and ketones; Wittig reaction— 
Sections 18-20A, 10-11 Cc phosphorus-stabilized ylide 

is prepared in advance; 
cis-trans isomers possible; 
Section 18-18 
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GUIDE TO ORGANIC REACTIONS IN 


CHAPTER 18 


Reactions covered in Chapter 18 are shown in red. Reactions covered in earlier chapters are shown in blue. 


Substitution Elimination BOxidation/Reduction 


>| Nucleophilic Nucleophilic > Basic conditions (E2) > Oxidation 


> at sp’ C (S\1, S.2) > at C=O (Nuc. Addn.) > E2 dehydrohalogenation > epoxidation 
Ch 6, 10, 14, 22 Ch 9, 10, 18, 22 Ch 7,9 Ch 8, 10, 14 

> at sp? C (Nuc. Arom. Subst.) > at C=C (conjugate addn.) > tosylate elimination > oxidative cleavage 
Ch 17, 19 Ch 22 Ch 11 Ch 8,9) 10, 17,22 


> at C=O (Nuc. Acyl Subst.) — > Hofmann elimination > oxygen functional groups 
Ch 10, 11, 20, 21, 22 Electrophilic Ch 19 Ch 11, 18, 19, 20 


Electrophilic a ae ihe — rea Acidic conditions (E1) Reduction 


> at sp’ C (Elect. Arom. Subst.) > at C=C (Carbene Addn.) > El dehydrohalogenation > hydride reduction 

Ch 17, 19 Ch8 Ch7 Ch 8, 10, 11, 17, 18, 19, 20, 21 
> dehydration of alcohols > hydrogenation 

Ch ll Ch 8, 9, 17, 18, 19 


i > metals 
> at sp° C (alkane halogenation) p> at C=C (HBr + ROOR) 5 Fi =a 7 
Ch 4, 6, 16, 17 cee Pericyclic (Cope elimination) Ch9, 17, 18, 19 


> at sp? C (Sandmeyer rxn) > Ch19 
Ch 19 Pericyclic 


Radical Radical 


Organometallic > cycloaddition (Diels-Alder) 
Ch 15 


> Gilman 


Ch 10, 17 Oxidation 
> Suzuki = 

Ch 17 > epoxidation 
> Heck Ch 8, 10, 14 


Ch 17 


Reduction 


> hydrogenation 
Ch 8, 9, 17, 18, 19 


Essential Terms 


acetal A derivative of an aldehyde or ketone having two alkoxy groups in place of the carbonyl group. 
The acetal of a ketone is sometimes called a ketal. (p. 967) 


7 CH,O OCH, 


H 
CH,—C—H + 2CH,OH CH,—C—H 4+ H,O 
acetaldehyde acetaldehyde 
dimethyl acetal 


ethylene acetal: (ethylene ketal) A cyclic acetal using ethylene glycol as the alcohol. (p. 970) 


aldehyde A compound containing a carbonyl group bonded to an alkyl (or aryl) group and a hydrogen atom. 
(p. 932) 


carbinolamine (hemiaminal) An intermediate in the formation of an imine, having an amine and a hydroxy group 
bonded to the same carbon atom. (p. 962) 


1 HQ NHR 
R—C—R + R—NH, R—C—R 


carbinolamine 
carbonyl group The C=O functional group. (p. 932) 
Clemmensen reduction The deoxygenation of a ketone or aldehyde by treatment with zinc amalgam and dilute HCl. (p. 980) 
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condensation 


cyanohydrin 


deoxygenation 


DIBAL-H 


enol 


hemiacetal 


hemiaminal 


hydrate 


hydrazone 


2,4-DNP derivative: 


ketal 


ketone 
lithium dialkylcuprate 


McLafferty rearrangement 


nitrile 


A reaction that joins two or more molecules, often with the loss of a small molecule such as water 
or an alcohol. (p. 962) 

A compound with a hydroxy group and a cyano group on the same carbon atom. Cyanohydrins 
are generally made by the reaction of a ketone or aldehyde with HCN. (p. 960) 


O HO CN 
| \/ 
CH,—C—CH, + HCN =? CH,—C—CH, 


acetone acetone cyanohydrin 
A four-electron reduction that replaces the carbonyl oxygen atom of a ketone or aldehyde with 
two hydrogen atoms. The Clemmensen reduction and the Wolff-Kishner reduction are the two 
most common methods of deoxygenation. (p. 980) 
Diisobutylaluminum hydride, formula (j-Bu)2AIH. Used to reduce nitriles and esters selectively to 
aldehydes. (p. 950) 
A vinyl alcohol. Simple enols generally tautomerize to their keto forms. (p. 947) 
H 
Ht or OH Me | 
C=C  —<—"* C—C— 
\ / 


enol keto 


HO 
\ 


A derivative of an aldehyde or ketone similar to an acetal, but with just one alkoxy group and one 
hydroxy group on the former carbonyl carbon atom. (p. 968) 


The IUPAC term for a carbinolamine, having an amine and a hydroxy group bonded to the same 
carbon atom. This term is analogous to the term hemiacetal, except with an amine instead of 
an alkoxy group. (p. 962) 

(of an aldehyde or ketone) The geminal diol formed by addition of water across the carbonyl 
double bond. (p. 958) 

O HO OH 


| 
Cl.C—C—H HO —e— ~~ ~¢cLC—C—H 
chloral chloral hydrate 


A compound containing the C=N—NH) group, formed by the reaction of a ketone or aldehyde 
with hydrazine. (p. 965) 


A hydrazone made using 2,4-dinitrophenylhydrazine. (p. 967) 


NO> 
OoN 
OoN NH—NH) 
[ =o = > [yes NH NO) 


cyclopentanone 2,4-DNP derivative of cyclopentanone 


A compound with a carbon-nitrogen double bond, formed by the reaction of a ketone or aldehyde 
with a primary amine. A substituted imine is often called a Schiff base. (p. 962) 


N—CH, 


I . H 
CH,—C—CH, + CH,—NH, CH—C—CH, + H,O 


acetone methylamine acetone methyl imine 


An acetal derived from a ketone. The IUPAC once abandoned this term, but later reinstated it as 
a subclass of acetals. (p. 967) 

A compound containing a carbonyl group bonded to two alkyl or aryl groups. (p. 932) 

(Gilman reagent) An organometallic reagent of formula R2CuLi that couples with alkyl halides and 
acyl halides (acid chlorides). (p. 952) 


rf O 


| 
R,CuLi + R’—C—Cl > R—C—-R + R—-Cu + LiCl 


In mass spectrometry, the loss of an alkene fragment by a cyclic rearrangement of a carbonyl 
compound having y hydrogens. (p. 942) 


A compound containing the cyano group, C=N. (p. 962) 
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nucleophilic addition Addition of a reagent across a multiple bond by attack of a nucleophile at the electrophilic 
end of the multiple bond. As used in this chapter, nucleophilic addition is the addition of a 
nucleophile and a proton across the C=O bond. (p. 954) 

oxime A compound containing the C=N—OH group, formed by the reaction of a ketone or aldehyde 
with hydroxylamine. (p. 965) 

protecting group A group used to prevent a sensitive functional group from reacting while another part of the 
molecule is being modified. The protecting group is later removed. For example, an acetal 
can protect a ketone or an aldehyde from reacting under basic or neutral conditions. Dilute 
acid removes the acetal. (p. 972) 

Raney nickel A finely divided, hydrogen-bearing form of nickel made by treating a nickel-aluminum alloy 
with strong sodium hydroxide. The aluminum in the alloy reacts to form hydrogen, leaving 
a finely divided nickel powder saturated with hydrogen. (p. 980) 

semicarbazone A compound containing the C=N—NH—CONH) group, formed by the reaction of a ketone or 
aldehyde with semicarbazide. (p. 965) 


Tollens test A test for aldehydes. The Tollens reagent is a silver-ammonia complex [Ag(NH3)3 ~OH]. Tollens 
reagent oxidizes an aldehyde to a carboxylate salt and deposits a silver mirror on the inside 
of a glass container. (p. 978) 

Wittig reaction Reaction of an aldehyde or ketone with a phosphorus ylide to form an alkene. One of the most 
versatile syntheses of alkenes. (p. 974) 


ketone or aldehyde __ phosphorus ylide 


ylide: An uncharged molecule containing a carbon atom with a negative charge bonded to a heteroatom 
with a positive charge. A phosphorus ylide is the nucleophilic species in the Wittig reaction. 
(p. 974) 
Wolff-Kishner reduction Deoxygenation of a ketone or aldehyde by conversion to the hydrazone, followed by treatment 
with a strong base. (p. 980) 


Essential Problem-Solving Skills in Chapter 18 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Name ketones and aldehydes, and draw the structures from their names. Identify 
their hydrates, acetals, imines, and other derivatives. Problems 18-37, 38, 40, 41, and 61 


2 Interpret the IR, NMR, UV, and mass spectra of ketones and aldehydes, and use Problems 18-42, 43, 44, 45, 46, 71, 73, 74, 
spectral information to determine the structures. 75, and 76 


3 Propose single-step and multistep syntheses of ketones and aldehydes from 
alcohols, alkenes, alkynes, carboxylic acids, nitriles, acid chlorides, esters, and 
aromatic compounds. Problems 18-55, 56, 60, and 64 


4 Predict the products of reactions of ketones and aldehydes with the following 
types of compounds, and give mechanisms where appropriate: (a) hydride reduc- 
ing agents; (b) Clemmensen and Wolff-Kishner reagents; (c) Grignard and organ- 
olithium reagents; (d) phosphorus ylides; (e) water; (f) hydrogen cyanide; 

(g) ammonia and primary amines; (h) hydroxylamine and hydrazine derivatives; 


(i) alcohols; and (j) oxidizing agents. Problems 18-39, 48, 49, 53, 54, 65, and 66 
5 Use your knowledge of the mechanisms of ketone and aldehyde reactions to pro- Problems 18-50, 58, 62, 63, 68, 69, 70, 72, 
pose mechanisms and products of similar reactions you have never seen before. 73, and 75 
Problems 18-50, 58, 62, 63, 68, 69, 70, 72, 
Problem-Solving Strategy: Proposing Reaction Mechanisms 73, and 75 


6 Show how to convert ketones and aldehydes to other functional groups, and 
devise multistep syntheses using ketones and aldehydes as starting materials and 
intermediates. Problems 18-47, 51, 52, 59, and 60 
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Study Problems 


18-37 — Draw structures of the following derivatives. 


(a) the 2,4-dinitrophenylhydrazone of acetone (b) the semicarbazone of cyclopentanone 
(c) cyclobutanone oxime (d) the ethylene acetal of hexan-2-one 
(e) acetaldehyde diethyl acetal (f) the ethyl hemiacetal of acetaldehyde 
(g) the (Z) isomer of the ethyl imine of propiophenone (h) the hemiacetal form of 6-hydroxyhexanal 
18-38 = Name the following ketones and aldehydes. When possible, give both a common name and an IUPAC name. 
(a) CH;CO(CH3),CH3 (b) CH3(CH),CO(CH,)2CH3 (c) CH3(CH,);CHO 
(d) PhCOPh (e) CH3;CH,CH,CHO (f) CH;COCH; 
(g) CH3;CH,CHBrCH,CH(CH;)CHO (h) Ph—CH=CH— CHO (i) CH;CH=CH—CH=CH— CHO 
O O O 
OH 
(i) (k) @) ac 
= CHO CH, 
18-39 — Predict the major products of the following reactions. 
mu O ™ (1) DIBAL-H 
Cy PhNHNH, O 78°C) 
Ht ene 6 
(2) HO 


— 


(c) CN 
(1) DIBAL-H (CHACH)2CuLi 
(2) H,0* 


(e) OCH3  47,0+ LiAIH(O-1-Bu)s | 
> 
O 
(8) AOOOH iyo Case i 
0) HOt aed x. ‘ a a. 5 
3 “SPPhy O 
(i @ it 
wee) 
| rT » _H;OF CH Ht h 
eg 3 , heat 
(lose H,O) 
NH, 


18-40 ~— Rank the following carbonyl compounds in order of increasing equilibrium constant for hydration: 
CH;,COCH,Br BrCH,CHO CH,O CH;COCH; CH;CHO 


18-41 Acetals can serve as protecting groups for 1,2-diols, as well as for aldehydes and ketones. When the acetal is formed from 
acetone plus the diol, the acetal is called an acetonide. Show the acetonides formed from these diols with acetone under 


acid catalysis. 
OH HO Oo 
Pass a 
HO OH HO OH 


18-42 Sketch the expected proton NMR spectrum of 3,3-dimethylbutanal. 


18-43 A compound of formula CgH,)O, shows only two absorptions in the proton NMR: a singlet at 2.67 ppm and a singlet at 
2.15 ppm. These absorptions have areas in the ratio 2:3. The IR spectrum shows a strong absorption at 1708 cm '. Propose 
a structure for this compound. 
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18-44 The proton NMR spectrum of a compound of formula C,j)H;O follows. This compound reacts with an acidic solution of 
2,4-dinitrophenylhydrazine to give a crystalline derivative, but it gives a negative Tollens test. Propose a structure for this 
compound and give peak assignments to account for the signals in the spectrum. 

200 180 160 140 120 100 80 60 40 20 0 
Offset: 40 ppm 
10 9 8 7 6 5 4 3 2 1 0 
5 (ppm) 

18-45 = The following compounds undergo McLafferty rearrangement in the mass spectrometer. Predict the masses of the 
resulting charged fragments. 

(a) pentanal (b) 3-methylhexan-2-one (c) 4-methylhexan-2-one 

18-46 =Anunknown compound gives a molecular ion of m/z 70 in the mass spectrum. It reacts with semicarbazide hydrochloride 
to give a crystalline derivative, but it gives a negative Tollens test. The NMR and IR spectra follow. Propose a structure 
for this compound, and give peak assignments to account for the absorptions in the spectra. Explain why the signal at 
1790 cm“! in the IR spectrum appears at an unusual frequency. 

wavelength (um) 
ion 3 Bio) 4 4.5 5 a5 6 7 8 9 10 1 12 13 14 15 16 
mu HONE TTNAVT 
80 wii 
* || Problem 
R| 18-46 
60} N 
s 
M 
l 
T 
40} 7 
A 
N 
c 
E 
20 
1790 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 = 1000 800 600 


wavenumber (cm!) 


(continued) 
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200 180 160 140 120 100 80 60 40 20 0 
Offset: 40 ppm 


PTS ee eee R= 


CSE ae 5 Se Sec nec obo Seo Sc Coe ceo oe Saco) SOE SISSeeSeSse UA 
10 9 8 7 6 5 4 3 2 i! 0 
5 (ppm) 


18-47 = Show how you would accomplish the following synthetic conversions efficiently and in good yield. You may use any 
necessary additional reagents and solvents. 


CHO 
o 9 (a) CHBr \ 
Ore Oe OO 
—> 
(e) O (f) O O 
COOH Z 
O H 
— ——> 
(7 o ‘ 
(g) O (h) CH,OH CHO 
roo" O-¢ 
CH Ze 
HOW CH, H,C* CH, 


18-48 = The following road-map problem centers on the structure and properties of A, a key intermediate in these reactions. Give 
structures for compounds A through J. 


OH 
NaBH + 
4 H i 
es ye OE 
warm gently (2) H,0 
(1) CH,MgI 
OH (2) H,0* 
DMP HO OH (1 equiv) KMnO, 
———— —————_ 
CH,OH (excess) TsOH A D 
PhNHNH, H,0* , then excess NayCr,07 
(excess) 
dil H,SO, Zn (Hg) 
Bea 


Cc 


18-49 


18-50 


18-51 


18-52 


18-53 


18-54 
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For each compound, 
1. name the functional group. 
2. show what compound(s) result from complete hydrolysis. 


(a) CH,O. OCH, ©) HO ocycu, ) (a) O 
ae TD “OO 
O 
NNH 
"cre Pe OOS —s 
oe O =N 


(a) O CH,OH,H* CH,Q OCH, (b) O PhNHNH,, Ht N—NHPh 
—_> 
Ph—C—H Ph—C—H CH;—C—H CH; —C—H 


(d) CH,—CH, 
© © ph,P=cH, as Om yt | | 
—___> Gd O+ OH OH 
HO 
"OOVEQ : 
CH3CH NH Cl 
0° CHO ae ee. 


*NH, ~ CH,CH,NH, 


NCH,CH, 


Show how you would accomplish the following syntheses efficiently and in good yield. You may use any necessary reagents. 
(a) acetaldehyde —— lactic acid, CH;CH(OH)COOH 


TE Le 
"Qo "I= S I- 


Show how you would synthesize the following derivatives from appropriate carbonyl compounds. 


(a) (b) SN: (c) 
—=N 
-_ CT: CO 
OH ons 
d) O (e) [> (f) CH,O0. OCH, 
N 
Coe \ cS 


Predict the products formed when cyclopentanone reacts with the following reagents. 


(a) CH3NH>, H* (b) excess CH;OH, H* 

(c) hydroxylamine and weak acid (d) ethylene glycol and p-toluenesulfonic acid 
(e) phenylhydrazine and weak acid (f) PhMgBr and then mild H,0* 

(g) Tollens reagent (h) sodium acetylide, then mild H;0° 

(i) hydrazine, then hot, fused KOH (j) Ph;,P—=CH, 

(k) sodium cyanide (I) acidic hydrolysis of the product from (k) 


Predict the products formed when cyclopentanecarbaldehyde reacts with the following reagents. 
(a) PhMgBr, then H;0* (b) Tollens reagent (c) semicarbazide and weak acid 
(d) excess ethanol and acid (e) propane-1,3-diol, H* (f) zinc amalgam and dilute hydrochloric acid 


992 


18-55 


18-56 


18-57 


18-58 


18-59 


18-60 


18-61 


18-62 


18-63 
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Show how you would synthesize octan-2-one from each compound. You may use any necessary reagents. 


(a) heptanal (b) oct-1-yne (c) 2,3-dimethylnon-2-ene 
(d) octan-2-ol (e) heptanoic acid (f) CH3(CH»);CN 

Show how you would synthesize octanal from each compound. You may use any necessary reagents. 
(a) octan-1-ol (b) non-1-ene (c) oct-1l-yne (d) 1-bromoheptane 
(e) 1-bromohexane (f) octanoic acid (g) ethyl octanoate 


Both NaBH, and NaBD, are commercially available, and DO is common and inexpensive. Show how you would synthesize 
the following labeled compounds, starting with propanone. 


(a) a (b) on (c) oe 
ort —CH, cat —CH, ne 
D D H 


When LiAIH, reduces 3-methylcyclopentanone, the product mixture contains 60% cis-3-methylcyclopentanol and 40% 
trans-3-methylcyclopentanol. Use your models, and make three-dimensional drawings to explain this preference for the 
cis isomer. 


The Wittig reaction is useful for placing double bonds in less stable positions. For example, the following transformation 
is easily accomplished using a Wittig reaction. 


(eo = (eet, 


cyclohexanone methylenecyclohexane 


(a) Show how you would use a Wittig reaction to do this. 
(b) Show how you might do this without using a Wittig reaction, and then explain why the Wittig reaction is a much 
better synthesis. 


Show how you would accomplish the following syntheses. O 
(a) benzene —— n-butylbenzene 
(b) benzonitrile —— propiophenone (d) Ph—(CH,),—OH 
(c) benzene —— p-methoxybenzaldehyde 
tetralone 


There are three dioxane isomers: |,2-dioxane, |,3-dioxane, and 1,4-dioxane. One of these acts like an ether and is 

an excellent solvent for Grignard reactions. Another one is potentially explosive when heated. The third one quickly 
hydrolyzes in dilute acid. Show which isomer acts like a simple ether, and then explain why one of them is potentially 
explosive. Propose a mechanism for the acid hydrolysis of the third isomer. 


Ia oO 


1,2-dioxane 1,3-dioxane 1,4-dioxane 


Two structures for the sugar glucose are shown on page 970. Interconversion of the open-chain and cyclic hemiacetal 

forms is catalyzed by either acid or base. 

(a) Propose a mechanism for the cyclization, assuming a trace of acid is present. 

(b) The cyclic hemiacetal is more stable than the open-chain form, so very little of the open-chain form is present at 
equilibrium. Will an aqueous solution of glucose reduce Tollens reagent and give a positive Tollens test? Explain. 


Two structures of the sugar fructose are shown next. The cyclic structure predominates in aqueous solution. 
(a) Number the carbon atoms in the cyclic CH OH 

structure. What is the functional group at C2 l 2 

in the cyclic form? C=O 
(b) Propose a mechanism for the cyclization, 


O 


i pO 


assuming a trace of acid is present. H 
on Ht orcOH 6s 
>= H CH,OH 
OH 
‘ OH H 
CH,OH fructose 


fructose (cyclic form) 


Study Problems 993 


18-64 Hydration of alkynes (via oxymercuration) gives good yields of single compounds only with symmetrical or terminal 
alkynes. Show what the products would be from hydration of each compound. 
(a) hex-3-yne (b) hex-2-yne (c) hex-l-yne 
(d) cyclodecyne (e) 3-methylcyclodecyne 


18-65 = Which of the following compounds would give a positive Tollens test? (Remember that the Tollens test involves mild 
basic aqueous conditions.) 


(a) CH,CH,COCH; (b) CH,CH,CHO (c) CH,;CH,CH=CHCH=CHOH 
(d) CH,CH,CH,CH(OH)OCH, (e) CH,CH,CH,CH(OCH;), (f) [on 
O 


18-66 — Solving the following road-map problem depends on determining the structure of A, the key intermediate. Give structures 
for compounds A through K. 


D hex-1-yne 
am 
F G 
(CH) CuLi 
(1) 04. 78°C 
y (2) (CH,),S 
(1) B K,Cr,0, 
CH(CH,),MgBt Gyo © — > A ae 
(2) H,O* 
HCN 
d) J 
H (2) H,0* — 
a 
ey CH; 
Vv 
I OH 
As CH, oO 
Ph 


18-67 Within each set of structures, indicate which will react fastest, and which slowest, toward nucleophilic addition in basic 
conditions. 


oe ara | 
o~omoras 


AL A A 


F,C CF, H.C CF, H,C CH, 


18-68 One of these reacts with dilute aqueous acid and the other does not. Give a mechanism for the one that reacts, and show 
why this mechanism does not work for the other one. 


O 
os 1:0" 9 (b) os H,0" 
e ——> 
O O 
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18-69 Show a complete mechanism for this equilibrium established in diethyl ether with HCI gas as catalyst. 


OH 
O 
HC\(g) 


Sn Et,O NH 


18-70 Show acomplete mechanism for this reaction. 


| 
6 4 OCHs 


H HCl 
UN a CH30H =F H,O 


18-71 The UV spectrum of an unknown compound shows values of Aya, at 225 nm (¢ = 10,000) and at 318 nm (e = 40). 
The mass spectrum shows a molecular ion at m/z 96 and a prominent base peak at m/z 68. The IR and NMR spectra 
follow. Propose a structure, and show how your structure corresponds to the observed absorptions. Propose a favorable 
fragmentation to account for the MS base peak at m/z 68 (loss of CyHy). 


wavelength (um) 
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[= 
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a 
= 
Problem ( 
18-71 
Coe EMO EIS Be TT 
10 9 8 7 6 5 4 3 2 1 0 
5 (ppm) 


*18-72 (a) Simple aminoacetals hydrolyze quickly and easily in dilute acid. Propose a mechanism for hydrolysis of the following 
aminoacetal: 


o. N(CHs3)2 OH H 


H,O+ i 
H —> O + (CH3)2NH2 
(continued) 


Study Problems 995 


(b) The nucleosides that make up DNA have heterocyclic rings linked to deoxyribose by an aminoacetal functional 
group. Point out the aminoacetal linkages in deoxycytidine and deoxyadenosine. 


NH NH) 


S 
N N SN 


ae C Io 

ZA 

HOH,C O N *O HOH,C O N N 
H H H H 


OH H OH H 


deoxycytidine deoxyadenosine 


(c) The stability of our genetic code depends on the stability of DNA. We are fortunate that the aminoacetal linkages of 
DNA are not easily cleaved. Show why your mechanism for part (a) does not work so well with deoxycytidine and 
deoxyadenosine. 


18-73 The mass spectrum of unknown compound A shows a molecular ion at m/z 116 and prominent peaks at m/z 87 and 
m/z 101. Its UV spectrum shows no maximum above 200 nm. The IR and NMR spectra of A follow. When A is 
washed with dilute aqueous acid, extracted into dichloromethane, and the solvent evaporated, it gives a product B. B 
shows a strong carbonyl signal at 1715 cm‘! in the IR spectrum and a weak maximum at 274 nm (e = 16) in the UV 
spectrum. The mass spectrum of B shows a molecular ion of m/z 72. Determine the structures of A and B, and show 
the fragmentation to account for the peaks at m/z 87 and 101. 


wavelength (um) 
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*18-74 — (A true story.) The chemistry department custodian was cleaning the organic lab when an unmarked bottle fell off a shelf 
and smashed on the floor, leaving a puddle of volatile liquid. The custodian began to wipe up the puddle, but he was 
overcome with burning in his eyes and a feeling of having an electric drill thrust up his nose. He left the room and called 
the fire department, who used breathing equipment to go in and clean up the chemical. Three students were asked to 
identify the chemical quickly so that the custodian could be treated and the chemical could be handled properly. The 
students took IR and NMR spectra, which follow. The UV spectrum showed A,,4, at 220 nm (e = 16,000). The mass 
spectrometer was down, so no molecular weight was available. Determine the structure of this nasty compound, and show 
how your structure fits the spectra. 


wavelength (um) 
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*18-75 


*18-76 


18-77 


Study Problems 997 


In the absence of water, o-phthalaldehyde has the structure shown. Its strongest IR absorption is at 1687 cm‘; the proton 
NMR data are shown by the structure. In the presence of water, a new compound is formed that has a strong IR absorption 
around 3400 cm ! and no absorption in the CO region. The proton NMR data are shown. Propose a structure of X 
consistent with this information, and suggest how X was formed. 


OO 
ao Hl H HNMR data 
broad singlet at 6 5.0 (2H) 
doublet at 14 110 —» X sharp singlet at 6 5.9 (2H) 
80 CoHeO doublet at 6 7.2 (2H) 
doublet at sesé3 doublet at 6 7.3 (2H) 
co. 


o-phthalaldehyde 
CsH602 


Assume you are a research physiologist trying to unravel a serious metabolic disorder. You have fed your lab animal Igor 
a deuterium-labeled substrate and now need to analyze the urinary metabolites. Show how you would differentiate these 
four deuterated aldehydes using mass spectrometry. Remember that deuterium has mass 2. (Hint: Predict the important 
fragmentations, and show how the different compounds give unique peaks.) 


O D O O O 
D D 
Ww xX Y Z 


The family of macrolide antibiotics all have large rings (macrocycle) in which an ester is what makes the ring; a cyclic 
ester is termed a lactone. One example is amphotericin B, used as an anti-fungal treatment of last resort because of 

its liver and heart toxicity. Professor Martin Burke of the University of Illinois has been making analogs to retain the 
antifungal properties but without the toxicity, including this structure published in 2015. (Nature Chemical Biology (2015) 
doi: 10.1038/nchembio. 1821) The carboxylate of amphotericin B has been replaced with the urea group (shown in red). 


analog of amphotericin B ae 
ees ow \ OH 
NH3 


(a) Where is the lactone group that forms the ring? 
(b) Two groups are circled. What type of functional group are they? Explain. 


Amines 


Goals for Chapter 19 


41 Draw and name amines, and use 
spectral information to determine 
their structures. 


2 Compare the basicity of amines 
with other common bases, and 
explain how their basicity varies 
with hybridization, aromaticity, 
resonance, and induction. 


3 Describe the trends in the physical 
properties of amines, and contrast 
their physical properties with those 
of their salts. 


4 Predict the products and propose 
mechanisms for the reactions of 
amines with ketones, aldehydes, 
acid chlorides, nitrous acid, alkyl 
halides, and oxidizing agents. 


5 Propose single-step and multistep 
syntheses of amines from compounds 
containing other functional groups. 
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a 9 


Ni, ———-> Now, + 2 
2 "CH, / "CH, 2 

ae CH; ne CH, 

trimethylamine oxide trimethylamine 


(TMAO) 


A Amines are well-known for their fishy odors. Live fish use amine derivatives such as 
trimethylamine oxide (TMAO) to control the osmotic pressure in their cells. Once a fish dies, 
enzymes and bacteria begin to convert these compounds to trimethylamine and other degraded 
amines. In fish that are not fresh, these amines give the fishy odor. Some people suffer from 

the metabolic disease trimethylaminuria (TMAU), in which a defect in an enzyme prevents the 
oxidation of trimethylamine (from food digestion) to trimethylamine oxide. Trimethylamine builds 
up, and gives a strong fishy odor to the person's breath, sweat, and urine. 


19-1 Introduction 


Amines are organic derivatives of ammonia with one or more alkyl or aryl groups 
bonded to the nitrogen atom. As a class, amines include some of the most important 
biological compounds. Amines serve many functions in living organisms, such 
as bioregulation, neurotransmission, and defense against predators. Because of their 
high degree of biological activity, many amines are used as drugs and medicines. 
The structures and uses of some important biologically active amines are shown in 
Figure 19-1. 


19-2. Nomenclature of Amines 


CH, —CH—COOH 


ia \ 
H 
= i HO CH—CH,—NT ‘ 
CH, CH3 | 
HO oe 
HN HO H 
dopamine epinephrine 
a neurotransmitter an adrenal hormone 
a, C me HO CH,OH 
H—N NH of vu C) H—N 
N HC” “N 
piperazine nicotinic acid pyridoxine 
kills intestinal worms niacin, a vitamin vitamin Bs 


FIGURE 19-1 Examples of some biologically active amines. 


L-tryptophan 
an amino acid 


CH,CH,NH), 


histamine 


dilates blood vessels 


999 


Alkaloids are a large grouping of amines that occur in nature and can possess 
diverse biological activities, including as toxins. These structurally diverse compounds 
are mainly produced by plants as a defence against pests, pathogens, plant-eating ani- 
mals, and competing plants. The biological effects of plant extracts, many of which 
are now attributed to alkaloids, have been known for centuries, with people across the 
world using plants for various practical and therapeutic purposes. More recently, some 
of these individual compounds have been isolated from their natural sources. The deter- 
mination of their chemical structures has enabled the use of pure compounds instead 
of the plants or their extracts. 

Figure 19-2 shows the structures of just four alkaloids of the thousands that are 
known. The compound Taxol, which was first isolated from the bark of the Pacific 
yew tree, is widely used for the treatment of several cancers. Nicotine serves the plants 
that produce it through insecticidal properties, but humans will be more familiar with 
it as the addictive substance present in tobacco. The use of quinine as a treatment for 
malaria is well known. Quinine occurs naturally in the bark of the chinchona tree and 
is an ingredient in tonic water. Morphine is extracted from the poppy plant Papaver 
somniferum and has been used as an analgesic for centuries. 


19-2 Nomenclature of Amines 


Amines are classified as primary (1°), secondary (2°), or tertiary (3°), corresponding 
to one, two, or three alkyl or aryl groups bonded to nitrogen. In a heterocyclic amine, 
the nitrogen atom is part of an aliphatic or aromatic ring. 


H»C~ H 
HO N. 
H 
N H3;CO NN 
| 
IN CH3 NZ 
nicotine morphine 
Taxol in tobacco Quinine in opium poppies 


FIGURE 19-2 Some representative alkaloids. 
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Primary (1°) amines Secondary (2°) amines Tertiary (3°) amines 
ois ica C) To 
Cpe coins Orb Or OF 
CH; H H CH,CH; 


cyclohexylamine (1°) — tert-butylamine (1°) N-ethylaniline (2°) piperidine (2°) N,N-diethylaniline (3°) quinuclidine (3°) 


Quaternary ammonium salts have four alky! or aryl bonds to a nitrogen atom. 
The nitrogen atom bears a positive charge, just as it does in simple ammonium 
salts such as ammonium chloride. The following are examples of quaternary (4°) 
ammonium salts: 


Application: Nicotine Addiction 


2 S 
CH3CH> | | T i 
Z 
ae CH,CH; N, Br tee OCH 
CH CH; CH ,CH,CH CH; CH, 
tetraethylammonium iodide N-butylpyridinium bromide acetylcholine, a neurotransmitter 


19-2A Common Names 


The stuctureof cicotine ie shown in Common names of amines are formed from the names of the alkyl groups bonded to 
Figure 19-2. Like all alkaloids, nicotine is nitrogen, followed by the suffix -amine. The prefixes di-, tri-, and tetra- are used to 
toxic. with a fatal dase of about 604600 describe two, three, or four identical substituents. 


mg in humans. Small amounts tend 

to be addictive, however. A cigarette - 4 Z 
delivers about 2 mg of nicotine, which CH3CH,NH> (CH3CHCHCH)).NH (CH3CH)2NCH3 (CH3CH2CH,CH>)4N* Cl- 
stimulates the release of dopamine in ethylamine diisopentylamine diethylmethylamine tetrabutylammonium chloride 
the brain and the secretion of epineph- 


rine by the adrenal glands. Epinephrine ” CHG NH . 
is a stimulant, which provides the initial N(CH3)o N 
“kick” that smokers crave. Dopamine i 


is one of the chemicals in the brain’s 
reward system. 


CH; 


cyclohexyldimethylamine benzylamine diphenylamine 


In naming amines with more complicated structures, the —-NH, group is called 
the amino group. It is treated like any other substituent, with a number or other symbol 
indicating its position on the ring or carbon chain. 


NH, NH, 
yl pea 
CH,CH,CH, —COOH 


3-aminocyclopentene y-aminobutyric acid trans-3-aminocyclohexanol —_ p-aminobenzoic acid (PABA) 
(cyclopent-2-en-l-amine) | (4-aminobutanoic acid) 


H OH 


SS 


C—OH 


H)N 


Using this system, secondary and tertiary amines are named by classifying the nitro- 
gen atom (together with its alkyl groups) as an alkylamino group. The largest or most 
complicated alkyl group is taken to be the parent molecule. 


N(CH3) 


| oo 
CH,CH,CH,CHCH,CH,0H 0X VAN 


CH,CH, 


3-(dimethylamino)hexan-1-ol 4-(ethylmethylamino)cyclohexanone 
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Aromatic and heterocyclic amines are generally known by historical names. [Moelle iol (Pola fo) Lae) 
Phenylamine is called aniline, for example, and its derivatives are named as derivatives Insecticides 
of aniline. 


NH, 
© Cr NH, on (CHjCH3)> jor NH, 
CH,CH,; CH3 
aniline 2-ethylaniline N,N-diethylaniline 4-methylaniline 
or o-ethylaniline or p-toluidine 


We first considered nitrogen heterocycles in Section 16-9. The names and structures 
of some common ones are shown here. The heteroatom is usually assigned position 
number 1. 


4 3 3 
! \ 54 ‘ \ = Nes 
—_— : ee = | L_N 
. N N Ni a Ni Z 
N’ | ys ZN: 7 ‘ Cl N 
a 
L\ H H CH3 H H imidacloprid 
aziridine pyrrole pyrrolidine 1-methylpyrrolidine imidazole indole 
(N-methylpyrrolidine) Imidacloprid is one of the most widely 


used insecticides in the world. It is called 


6 eS a neonicotinoid because, like nicotine 
: 1 ‘NAS nN (Fig. 19-2), it blocks nerve signals and 
SN Ne . 4 N° ae | Ss kills insects by paralysis. Imidacloprid is 
(J or N C = 4 N9 a systemic insecticide, meaning that it 
Z 6 Zak | 6 : 
N N1 CH, N1 


7 \ is absorbed by plants and distributed to 


H : 

* all parts of the plant, including the pol- 
pyridine 2-methylpyridine piperidine pyrimidine purine len and nectar. Chewing and sucking 
insect pests are killed quickly. Pollinators 
such as bees and butterflies get smaller 
PROBLEM 19-1 doses, but over time the sublethal doses 
can produce delayed mortality. The 
neonicotinoid insecticides are thought to 
be a major cause of honeybee colony 
collapse disorder, which kills all the bees 


19-2B IUPAC Names in as many as 40% of the hives in a 
region. 


Determine which of the heterocyclic amines just shown are not aromatic. Give the reasons 
for your conclusions. 


The IUPAC nomenclature for amines is similar to that for alcohols. The longest con- 
tinuous chain of carbon atoms determines the root name. The -e ending in the alkane 
name is changed to -amine, and a number shows the position of the amino group along 
the chain. Other substituents on the carbon chain are given numbers, and the prefix N- is 
used for each substituent on nitrogen. 


ase CH ic HO CH, CH; 
CH3;CH,;CHCH; CH;CHCH;CH) CH,CH,CHCH, ee en eenets 
N(CH), 


old IUPAC names in blue: 2-butanamine 3-methyl-l-butanamine N-methyl-2-butanamine __N,,N,2,4-tetramethyl-3-hexanamine 
new IUPAC names in green: butan-2-amine 3-methylbutan-l-amine AN-methylbutan-2-amine N,N,2,4-tetramethylhexan-3-amine 
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PROBLEM-SOLVING HINT 


The nomenclature of amines 
is reviewed in Appendix 5, the 


Summary of Organic Nomenclature. 


PROBLEM 19-2 


Draw the structures of the following compounds: 

(a) isobutylamine (b) B-aminopropionaldehyde 
(c) 3-(dimethylamino)pyridine (d) 2,2-dimethylaziridine 
(e) N-methyl-N-propylhexan-3-amine (f) p-chloroaniline 


( >) 
PROBLEM 19-3 
Give correct names for the following amines: 
(a) CH;—CH,—CH) a CH; (b) i i aa 
NH, NHCH, 
(c) NH) (d) CH3 (e) NH) (f) 
/ \ ast 
Se pred sl 
N % 
OH | NH) 
H 
XL SJ 


19-3 Structure of Amines 


In Chapter 1, we saw that ammonia has a slightly distorted tetrahedral shape. A lone 
pair of nonbonding electrons occupies one of the tetrahedral positions. This geometry 
is represented by sp* hybridization of nitrogen, with the bulky lone pair compressing 
the H—N—H bond angles to 107° from the “ideal” sp? bond angle of 109.5°. 
Trimethylamine shows less angle compression because the bulky methyl groups open 
the angle slightly. 


y) Y 


“ay New, 
A Vn / ye "CH 
H3C 
H 107° : CH3 108° 
ammonia trimethylamine 


electrostatic potential 
map for trimethylamine 


The electrostatic potential map for trimethylamine shows how the nonbonding electrons 
give rise to a red region (high negative potential) above the pyramidal nitrogen atom. 

A tetrahedral amine with three different substituents (and a lone pair) is non- 
superimposable on its mirror image, and appears to be a chiral center. In most 
cases, however, we cannot resolve such an amine into two enantiomers because 
the enantiomers interconvert rapidly (see Figure 19-3). This interconversion takes 
place by nitrogen inversion, in which the lone pair moves from one face of the 
molecule to the other. The nitrogen atom is sp” hybridized in the transition state, 
and the nonbonding electrons occupy a p orbital. This is a fairly stable transition 
state, as reflected by the small activation energy of about 25 kJ/mol (6 kcal/mol). 
Interconversion of (R)- and (S)-ethylmethylamine occurs hundreds of times per sec- 
ond at room temperature. In naming the enantiomers of chiral amines, the Cahn— 
Ingold—Prelog convention (Section 5-3) is used, with the nonbonding electron pair 
having the lowest priority. 


sp” orbital p orbital 
é f 
© i @) Tt yO 
N,, VM wCHy ne * CH,CH; 
HW’ ‘ “CH, “*CH,CH; O-” orbital 
CH,CH; | 
(R)-ethylmethylamine [transition state] (S)-ethylmethylamine 
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FIGURE 19-3 Nitrogen inversion 
interconverts the two enantiomers of a 
simple chiral amine. The transition state 
is a planar, sp” hybrid structure with 
the lone pair in a p orbital. 


Although most simple amines cannot be resolved into enantiomers, several types 
of chiral amines can be resolved: 


1. Amines whose chirality stems from the presence of asymmetric carbon atoms. 
Most chiral amines fall into this group. Nitrogen inversion is irrelevant because 
nitrogen is not the chirality center. For example, butan-2-amine can be resolved 
into enantiomers because the 2-butyl group is chiral. 


NH, NH, 
| 7 
C a7) re ~N 
Hc” NY CH>CH, CH3CH; d CH, 
H H 
(S)-butan-2-amine (R)-butan-2-amine 


2. Quaternary ammonium salts with asymmetric nitrogen atoms. Inversion of con- 
figuration is not possible because there is no lone pair to undergo nitrogen inver- 
sion. For example, the methyl ethyl isopropyl] anilinium salts can be resolved 
into enantiomers. 


Nt a; 
(CH3),CH™™ a (R) (S) # “ICH(CH3)> 
Hy CHCH; CH;CH, Yay, 


3. Amines that cannot attain the sp” hybrid transition state for nitrogen inversion. If 
the nitrogen atom is contained in a small ring, for example, it is prevented from 
attaining the 120° bond angles that facilitate inversion. Such a compound has a 
higher activation energy for inversion, the inversion is slow, and the enantiomers 
may be resolved. Chiral aziridines (three-membered rings containing a nitrogen) 
often may be resolved into enantiomers. 


HC 2 ay CH, 
HC io ouch 
CH; HC 


(R)-1,2,2-trimethylaziridine (S)-1,2,2-trimethylaziridine 


PROBLEM 19-4 


Which of the amines listed next is resolved into enantiomers? In each case, explain why 
interconversion of the enantiomers does or does not take place. 

(a) cis-2-methylcyclohexanamine (b) N-ethyl-N-methylcyclohexanamine 
(c) N-methylaziridine (d) ethylmethylanilinium iodide 

(e) methylethylpropylisopropylammonium iodide 


Application: Cancer Drug 


Mitomycin C, an anticancer agent used 
to treat stomach and colon cancer, con- 
tains an aziridine ring. The aziridine func- 
tional group participates in the drug's 
degradation of DNA, resulting in the 
death of cancerous cells. 


i 
O CH,O0—C—NH, 
HN OCH; 
N NH 


mitomycin C 
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19-4 Physical Properties of Amines 


Amines are strongly polar because the large dipole moment of the lone pair of 
electrons adds to the dipole moments of the C +> N and H +> N bonds. Primary 
and secondary amines have N—H bonds, allowing them to form hydrogen bonds. 
Pure tertiary amines cannot engage in hydrogen bonding because they have no N——H 
bonds. They can, however, accept hydrogen bonds from molecules having O—H or 
N—H bonds. 


H R 
\ \ 
overall a re NS Hy <2 
Ne ! dipole RY Zn se HOD 
“ui 
VY CH)CH3 moment R“/ 
H R 
CH3 ‘ Sciales ene: 
1° or 2° amine: 3° amine: 


Application: Bacterial 
Decomposition 


NH 
lr COOH 
HN ia 
H 


arginine ——> putrescine 


NH> 


a OOH 


lysine —-> cadaverine 


In rotting meat, bacterial degradation 
of the amino acids arginine and lysine 
produces putrescine and cadaverine, 
respectively. 


hydrogen bond donor and acceptor hydrogen bond acceptor only 


Because nitrogen is less electronegative than oxygen, the N—H bond is less 
polar than the O—H bond. Therefore, amines form weaker hydrogen bonds than 
do alcohols of similar molecular weights. Primary and secondary amines have boil- 
ing points that are lower than those of alcohols, yet higher than those of ethers of 
similar molecular weights. With no hydrogen bonding, tertiary amines have lower 
boiling points than primary and secondary amines of similar molecular weights. 
Table 19-1 compares the boiling points of an ether, an alcohol, and amines of similar 
molecular weights. 


TABLE 19-1 How Hydrogen Bonding Affects Boiling Points 
Compound bp (°C) Type Molecular Weight 


(CH3)3N: 3 tertiary amine 59 
CH3;— O— CH,— CH; 8 ether 60 
CH; — NH— CH, — CH; 37 secondary amine 59 
CH;CH,CH,— NH, 48 primary amine 59 
CH;CH,CH, — OH 97 alcohol 60 


All amines, even tertiary ones, form hydrogen bonds with hydroxylic solvents 
such as water and alcohols. Therefore, amines tend to be soluble in alcohols, and the 
lower-molecular-weight amines (up to about four carbon atoms) are relatively soluble 
in water. Table 19-2 lists the melting points, boiling points, and water solubilities of 
some simple aliphatic and aromatic amines. 

Perhaps the most obvious property of amines is their characteristic odor of rotting 
fish. Some of the diamines are particularly pungent; the following diamines have com- 
mon names that describe their odors: 


iicaaawaael tec icciceiaiaiic tie 
NH, NH, NH, NH, 
putrescine cadaverine 


(butane-1,4-diamine) (pentane-1,5-diamine) 


TABLE 19-2 Physical Properties of Amines 
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Name Structure Molecular Weight mp (°C) bp (°C) H20 Solubility 
Primary amines 
methylamine CH3NH, 31 =93 =7 very soluble 
ethylamine CH;CH,NH, 45 —81 17 a 
n-propylamine CH3CH,CH,NH> 59 —83 48 o0 
isopropylamine (CH3),CHNH, 59 —101 33 00 
n-butylamine CH;CH»,CH,CH,NH, 73 =50 71 0 
cyclohexylamine cyclo-CgH, NH» 99 —18 134 slightly soluble 
benzylamine Ce6HsCH,NH> 107 185 00 
aniline Co6HsNH, 93 =6 184 3.7% 
Secondary amines 
dimethylamine (CH3)2NH 45 —96 7 very soluble 
diethylamine (CH3CH,).NH 13 —42 56 very soluble 
di-n-propylamine (CH;CH,CH,),NH 101 —40 111 slightly soluble 
diisopropylamine [(CH3),CH],NH 101 =61 84 slightly soluble 
N-methylaniline CsHs;NHCH; 107 =57 196 slightly soluble 
diphenylamine (CeoHs)2NH 169 54 302 insoluble 
Tertiary amines 
trimethylamine (CH3)3N 59 i 1 3 very soluble 
triethylamine (CH3CH))3N 101 =115 90 14% 
tri-n-propylamine (CH;CH>,CH,)3N 143 —94 156 slightly soluble 
N,N-dimethylaniline Co6HsN(CHs3)2 121 2 194 1.4% 
triphenylamine (CoHs5)3N 251 126 225 insoluble 


PROBLEM 19-5 


Rank each set of compounds in order of increasing boiling points. 


(a) triethylamine, di-n-propylamine, n-propyl ether 
(c) diethylamine, diisopropylamine, trimethylamine 


(b) ethanol, dimethylamine, dimethyl! ether 


19-5 Basicity of Amines 


An amine is a nucleophile (a Lewis base) because its lone pair of nonbonding electrons 
can form a bond with an electrophile. An amine can also act as a Brgnsted—Lowry base 
by accepting a proton from a proton acid. 
Reaction of an amine as a nucleophile 

H H 


Z Ls : 
ete > R ) CH3 I 


H 


nucleophile electrophile new N—C bond formed 


Reaction of an amine as a proton base 


: i 
RON HXX > RNS xX 
Hq H 
base proton acid protonated 


Because amines are fairly strong bases, their aqueous solutions are basic. An amine 
can abstract a proton from water, giving an ammonium ion and a hydroxide ion. 
The equilibrium constant for this reaction is the base-dissociation constant K, for 
the amine (see Section 2-6B). 
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PROBLEM-SOLVING HINT 


Watch out for sources that define 
the pK; of an amine differently from 
other compounds. Some sources 
cite the pK, of the protonated 
amine as being the pK; of the 


amine itself. For example, the actual 
pK, of methylamine is around 40, 
corresponding to formation of 
CH3NH , a powerful base. Some 
sources list the pK, of methylamine 
as 10.64, which is actually the pK, 
of CH3NH3". 


H H 
ri Ky | + = 
aa + H—O—H =~ ar + “OH 
H H 
[RNH3*]["OH] 
b = [RNH)] pKy = —logioKp 


Values of K;, for most amines are fairly small (about 10~ or smaller), and the equilib- 
rium for this dissociation lies toward the left. Nevertheless, aqueous solutions of amines 
are distinctly basic, and they turn litmus paper blue. 

As we saw in Chapter 2, base-dissociation constants are usually listed as their negative 
logarithms, or pK, values. For example, if a certain amine has K, = 107°, then pK, = 3. 
Just as we used pK, values to indicate acid strengths (stronger acids have smaller pK, 
values), we use pK, values to compare the relative strengths of amines as proton bases. 


Stronger bases have smaller values of pK; 


The values of pXj, for some representative amines are listed in Table 19-3. 


TABLE 19-3 Basicity of Amines 


Amine Kp pKp pK, of R3NH 
ammonia 1.8 x 10° 4.74 9.26 
Primary alkyl amines 
methylamine 43 x 10+ 3.36 10.64 
ethylamine 44x 10+ 3.36 10.64 
n-propylamine 4.7 x 10+ 3.32 10.68 
isopropylamine 4.0 x 10+ 3.40 10.60 
cyclohexylamine 4.7 x 10+ 3.33 10.67 
benzylamine 2.0 X 10° 4.67 9,33 
Secondary amines 
dimethylamine 53 x 10+ 3.28 10.72 
diethylamine 9.8 x 10+ 3.01 10.99 
di-n-propylamine 10.0 x 1074 3.00 11.00 
Tertiary amines 
trimethylamine 5.5 x 10° 4.26 9.74 
triethylamine 5.7 x 10+ 3.24 10.76 
tri-n-propylamine 4.5 x 10+ 3:35 10.65 
Aryl amines 
aniline 4.0 x 101° 9.40 4.60 
N-methylaniline 6.1 x 1071? 9.21 4.79 
N,N-dimethylaniline 12x 10° 8.94 5.06 
p-bromoaniline 7x 10" 10.2 3.8 
p-methoxyaniline 2x 10° 8.7 5.3 
p-nitroaniline 1x10? 13.0 1.0 
Heterocyclic amines 
pyrrole 5x lo} 14.3 =03 
pyrrolidine 1.9 x 10% 2.73 11.27 
imidazole 8.9 x 10-8 7.05 6.95 
pyridine 1.8 x 10° 8.75 5.25 


piperidine 13 X 10% 2.88 11.12 
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Some references do not list values of K, or pK, for amines. Instead, they list values 
of K, or pK, for the conjugate acid, which is the ammonium ion. We can show that the 
product of K, for the ammonium ion and K, for the amine is Ky, the ion product for 
water, which is 10 '4 at room temperature. This is true for any conjugate acid-base 
pair (see Section 2-6B). 


K. a 
ry + 1,6 — > RNB, + HO 


ammomium ion amine 


[RNH][H307] [RNH3][ OH] PROBLEM-SOLVING HINT 
K, = [RNH$] Ky = [RNH3] The pK, of RNH3 is the pH at 
x ” [H,0*][-OH] x 10 x 10-4 which half of the molecules are 
a * Kp = Lig = = 1.0 x 
pK, + pK, = 14 pk, = 14 - pk, pH, the amine is mostly protonated 
(RNH3). At higher (more basic) pH, 
the amine is mostly deprotonated 
(RNH;). 


protonated. At lower (more acidic) 


These relationships allow us to convert values of K, (or pK,) for the ammonium ion and 
K, (or pK,) for the amine. They also remind us that a strongly basic amine has a weakly 
acidic ammonium ion and a weakly basic amine has a strongly acidic ammonium ion. 


19-6 Factors that Affect Amine Basicity 


Figure 19-4 shows an energy diagram for the reaction of an amine with water. On 
the left are the reactants: the free amine and water. On the right are the products: the 
ammonium ion and hydroxide ion. 

Any structural feature that stabilizes the ammonium ion (relative to the free amine) 
shifts the reaction toward the right, making the amine a stronger base. Any feature that 
stabilizes the free amine (relative to the ammonium ion) shifts the reaction toward the 
left, making the amine a weaker base. 


Substitution by Alkyl Groups As an example, consider the relative basicities of 
ammonia and methylamine. Alkyl groups are electron-donating toward cations, and 
methylamine has a methyl group to help stabilize the positive charge on nitrogen. 
This stabilization lowers the potential energy of the methylammonium cation, making 
methylamine a stronger base than ammonia. The simple alkylamines are generally 
stronger bases than ammonia. 


a c i 
H—N: + HO =— H—N—H + “OH pK, = 4.74 
a (weaker base) 
H 
a i i 
H3C—Ni + HO = 4H3CzN—H + “OH pK, = 3.36 
(stronger base) 
H H 8 
stabilized by the alkyl group 
FIGURE 19-4  Potential-energy 
W 4 diagram of the base-dissociation 
reaction of an amine. 
HS i 9s ere agit 
N< :) HO: — N—H ~:O° 
R” wy Be “s\ 
S H H 
Sy amine ammonium ion 
i= 
o 


R—NH; + “OH 


R—NH, + H,O 
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PROBLEM-SOLVING HINT 


Aromatic amines are generally less 
basic than aliphatic amines. This is 
true both when the nitrogen atom 


is part of the aromatic system (as in 
pyridine, a hybridization effect), and 
when the nitrogen atom is bonded 

to the aromatic ring (as in aniline, a 
resonance effect). 


We might expect secondary amines to be stronger bases than primary amines (cor- 
rect), and tertiary amines to be the strongest bases of all (incorrect). The actual situ- 
ation is more complicated because of solvation effects. Because ammonium ions are 
charged, they are strongly solvated by water, and the energy of solvation contributes 
to their stability. The additional alkyl groups around the ammonium ions of secondary 
and tertiary amines decrease the number of water molecules that can approach closely 
and solvate the ions. The opposing trends of inductive stabilization and steric hindrance 
of solvation are balanced for secondary alkylamines, which are slightly stronger bases 
than primary or tertiary alkylamines. 


Resonance Effects on Basicity Arylamines (anilines and their derivatives) are much 
weaker bases than simple aliphatic amines (Table 19-3). This reduced basicity is due 
to resonance delocalization of the nonbonding electrons in the free amine. Figure 19-5 
shows how stabilization of the reactant (the free amine) makes the amine less basic. 
In aniline, overlap between the aromatic ring and the orbital containing nitrogen’s 
lone pair stabilizes the lone pair and makes it less reactive. This overlap is lost in the 
anilinium ion, so the reactant (aniline) is stabilized compared with the product. The 
reaction is shifted toward the left, and aniline is less basic than most aliphatic amines. 

Resonance effects also influence the basicity of pyrrole. Pyrrole is a very weak base, 
with a pK, of about 15. As we saw in Chapter 15, pyrrole is aromatic because the non- 
bonding electrons on nitrogen are located in a p orbital, where they contribute to the 
aromatic sextet. When the pyrrole nitrogen is protonated, pyrrole loses its aromatic stabili- 
zation. Therefore, protonation on nitrogen is unfavorable, and pyrrole is a very weak base. 


_ Ky Sy we 
‘N—H + H,O <== No + «OH 
~ — Nu 


pyrrole K, = 1075 protonated 
(aromatic) (not aromatic) 


Hybridization Effects Our study of terminal alkynes (Section 9-6) showed that 
electrons are held more tightly by orbitals with more s character. This principle helps 
to explain why unsaturated amines tend to be weaker bases than simple aliphatic 
amines. In pyridine, for example, the nonbonding electrons occupy an sp” orbital, with 
greater s character and more tightly held electrons than those in the sp* orbital of an 
aliphatic amine. Pyridine’s nonbonding electrons are less available for bonding to a 
proton. Pyridine does not lose its aromaticity on protonation, however, and it is a 
much stronger base than pyrrole. 


FIGURE 19-5 Aniline is stabilized 
by overlap of the lone pair with the 
aromatic ring. No such overlap is 
possible in the anilinium ion. 


aniline anilinium ion 
stabilized by overlap with the ring no overlap is possible 


aliphatic amine 
R—NH, + Ht 


R—NH, ©-—NH; 
+ + 
Stabilized): 2 Sse eee 
by C more endothermic 
ee ©- NH, is less basic 


©-— NH, + Ht 


aromatic amine 


H 


| 
NM) N 
Z NG) =5 


sp” hybridized 
(less basic) 


pyridine, pK, = 8.75 piperidine, pk, = 2.88 


The effect of increased s character on basicity is even more pronounced in nitriles with 
sp hybridization. For example, acetonitrile has a pK, of 24, showing that it is a very 
weak base. In fact, a concentrated mineral acid is required to protonate acetonitrile. 


sp hybridized 


CH, —C=N<_)) 


pKy = 24 


very weakly basic 


PROBLEM 19-6 


Rank each set of compounds in order of increasing basicity. 
(a) NaOH, NH3, CH;NH>, Ph— NH) (b) aniline, p-methylaniline, p-nitroaniline 
(c) aniline, pyrrole, pyridine, piperidine —_ (d) pyrrole, imidazole, 3-nitropyrrole 


19-7 Salts of Amines 


Protonation of an amine gives an amine salt. The amine salt is composed of two types 
of ions: the protonated amine cation (an ammonium ion) and the anion derived from 
the acid. Simple amine salts are named as the substituted ammonium salts. Salts of 
complex amines use the names of the amine and the acid that make up the salt. 


CH;CH,CH,—NH, a: HCl ————=>,_—_—CH;,CH,CH, — NH} Cl" 
n-propylamine hydrochloric acid n-propylammonium chloride 
(CH3CH))3N: a H,SO4 << (CH3;CH,)3NH* HSOqz 
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sp” hybridized 
(more basic) 


triethylamine sulfuric acid triethylammonium 
hydrogen sulfate 
( | ’ | 
@)s: + H—O—C—CH, ~——” (NUH ~“O —C—CH, 
acetic acid 
pyridine pyridinium acetate 


Amine salts are ionic, high-melting, nonvolatile solids. They are more soluble in water 
than the parent amines, and they are only slightly soluble in nonpolar organic solvents. 

Formation of amine salts can be used to isolate and characterize amines. Most 
amines containing more than six carbon atoms are relatively insoluble in water. In 
dilute aqueous acid, these amines form their corresponding ammonium salts, and they 
dissolve. Formation of a soluble salt is one of the characteristic functional group tests 
for amines. 


aq. HCl 


R3N: R3NH Clr 


“free” amine aq. NaOH amine salt 


(water insoluble) (water soluble) 


We can use the formation of amine salts to separate amines from less basic compounds 
(Figure 19-6). When shaken with a two-phase mixture of ether and water, the amine 
dissolves mostly in the ether layer. Drain the water (with inorganic impurities), add dilute 


Application: Herbal Remedies 


Ephedrine is the principal ingredient in 
Ma Huang, an herbal remedy originally 
used to treat asthma. The remedy is 
advertised as a “natural” way to enhance 
mood, reduce fatigue, and lose weight, 
but its stimulating effects on the heart 
can be fatal. 

The term “natural” implies nothing 
about safety or purity. Most carcino- 
gens, poisons, and other dangerous 
drugs are “natural.” 
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R3N: 


other 


organics 
OF - (1) remove ether phase 
ouganigs (1) remove H,0 phase HC (2) add NaOH 
> | 
(2) add dilute HCl + (3) add fresh ether 
R3NH 
HCl + = NaOH 
R3N: >  R3NH Cl > R3N: 
soluble in ether insoluble in ether soluble in ether 
insoluble in H,0 soluble in H,O insoluble in H,O 
organic 
; ether : ae 
a and shake with impurities 
ether ee) Hand H,0 ether : 
: shake with impurities choaullnte 
_ mixture ether/water -—— OH, ether 
(amine + impurities) amine 
water welt 
inorganic impurities 
water impurities water 
and salts 


FIGURE 19-6 The basicity of an amine can be used for purification. The amine is initially more soluble in ether than in water. Addition 
of dilute HCI converts it to the water-soluble hydrochloride salt. Neutralization with NaOH regenerates the free amine. 


Cocaine hydrochloride is often divided 
into “lines” on a mirror and then 
snorted. “Crack” cocaine is sold as 
“rocks,” commonly smoked in a 
crude pipe. 


acid, and the amine protonates and dissolves mostly in the aqueous phase. Drain off the 
ether (with the organic impurities), and add a fresh ether phase. Add dilute NaOH to make 
the aqueous solution alkaline, which deprotonates the amine. The purified free amine dis- 
solves in the fresh ether phase, which is distilled to give the pure amine. 

Many drugs and other biologically important amines are commonly stored and 
used as their salts. Amine salts are less prone to decomposition by oxidation and other 
reactions, and they have virtually no fishy odor. The salts are soluble in water, and they 
are easily converted to solutions for syrups and injectables. 

As an example, the drug ephedrine is widely used in cold and allergy medications. 
Ephedrine melts at 79 °C, has an unpleasant fishy odor, and is oxidized by air to unde- 
sirable products. Ephedrine hydrochloride melts at 217 °C, does not oxidize easily, and 
has virtually no odor. Obviously, the hydrochloride salt is preferable for compounding 
medications. 


a ies i a he hi 

+ 
CH—CH—NH + HCl —~—> (O)-c1-c1 Nit Cl” 
ephedrine ephedrine hydrochloride 


mp 217 °C, no odor 
stable 


mp 79 °C, foul-smelling 
easily air oxidized 


The chemistry of amine salts plays a large role in the illicit drug trade. Cocaine, 
for example, is usually smuggled and “snorted” as the hydrochloride salt, which is 
more stable and gives off less odor to alert the authorities. Smoking cocaine gives a 
more intense rush (and stronger addiction) because of fast absorption by lung tissues. 
But cocaine hydrochloride is not volatile; it tends to decompose before it vaporizes. 
Treating cocaine hydrochloride with sodium hydroxide and extracting it into ether 
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converts it back to the volatile “free base” for smoking. “Free-basing” cocaine is 
hazardous because it involves large amounts of ether. A simpler alternative is to mix 
a paste of cocaine hydrochloride with sodium bicarbonate and let it dry into “rocks.” 
This mixture is called “crack cocaine” because it makes a crackling sound when heated. 


H CH H 
eT ae a 
cr N | NaOH “N l| 
C— OCH, or NaHCO; C— OCH, 
H Oo H QO 
ee | 
O—C—Ph O—C—Ph 
H H 
cocaine hydrochloride cocaine “free base” 


19-8 Spectroscopy of Amines 


We have discussed the general aspects of spectroscopy of amines in earlier chapters. 
Here, we cover more specifics and show how we combine this information to identify 
the presence of an amine. 


19-8A Infrared Spectroscopy 


The most reliable IR absorption of primary and secondary amines is the N—H 
stretch whose frequency appears between 3200 and 3500 cm !. Because this absorp- 
tion is often broad, it is easily confused with the O—H absorption of an alcohol. In 
most cases, however, one or more spikes are visible in the broad N—H stretching 
region of an amine spectrum. Primary amines (R— NH) usually give two N—H 
spikes, from symmetric and antisymmetric stretching. Secondary amines (R,N — H) 
usually give just one spike, and tertiary amines (R3N) give no N——H absorptions. 

In Figure 19-7, the characteristic N—H absorptions appear as two spikes on top of 
the broad N—H peak in the IR spectrum of propan-1-amine, a primary amine. Problem 
19-7 contrasts the N — H stretch of a secondary amine with that of a primary amine and 
the O—H stretch of an alcohol. 

Although an amine IR spectrum also contains absorptions resulting from vibrations 
of C—N bonds, these vibrations appear around 1000 to 1200 cm", in the same region 
as C——C and C—O vibrations. Therefore, they are not very useful for identifying 
an amine. 
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FIGURE 19-7 Infrared spectrum of propan-1-amine. Note the characteristic N—H stretching absorptions at 3300 and 3400 cm™. 
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a 
PROBLEM 19-7 


The following partial IR spectra correspond to a primary amine, a secondary amine, and an alcohol. Give the functional group for 
each spectrum. 
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19-8B Proton NMR Spectroscopy 


Like the O—H protons of alcohols, the N—H protons of amines absorb at chemical 
shifts that depend on the extent of hydrogen bonding. The solvent and the sample con- 
centration influence hydrogen bonding and therefore the chemical shift. Typical N— H 
chemical shifts appear in the range 61 to 64. 

Another similarity between O—H and N—H protons is their failure, in many 
cases, to show spin-spin splitting. In some samples, N—H protons exchange from 
one molecule to another at a rate that is faster than the time scale of the NMR experi- 
ment, and the N—H protons fail to show magnetic coupling. Sometimes the N—H 
protons of a very pure amine will show clean splitting, but these cases are rare. More 
commonly, the N—H protons appear as broad peaks. A broad peak should arouse 
suspicion of N—H protons. As with O—H protons, an absorption of N—H protons 
decreases or disappears after shaking the sample with D,O. 

Nitrogen is not as electronegative as oxygen and the halogens, so the protons on 
the a carbon atoms of amines are not as strongly deshielded. Protons on an amine’s 
a carbon atom generally absorb between 62 and 63, but the exact position depends on 
the structure and substitution of the amine. 


y 
R—CH,—NR) 
methylene 6 2.7 


Y y 
CH3—NR> R,CH—NR) 
methyl 6 2.3 methine 6 2.9 


Protons that are beta to a nitrogen atom show a much smaller effect, usually absorb- 
ing in the range 61.1 to 61.8. These chemical shifts show a downfield movement of about 
0.2 ppm resulting from the beta relationship. The NMR spectrum of propan-1-amine 
(Figure 19-8) shows these characteristic chemical shifts. 


y protons B protons a protons 


CH; ro CH) = CH, —NH, 


60.9 614 62.6 — variable (6 1.7 in this spectrum) 


19-8C Carbon NMR Spectroscopy 


The @ carbon atom bonded to the nitrogen of an amine usually shows a chemical shift 
of about 30 to 50 ppm. This range agrees with our general rule that a carbon atom shows 
a chemical shift about 20 times as great as the protons bonded to it. In propan-1-amine 
(Figure 19-8), for example, the a carbon atom absorbs at 45 ppm, whereas its protons 
absorb at 2.7 ppm. The B carbon is less deshielded, absorbing at 27 ppm, compared 
with its protons’ absorption at 1.5 ppm. The y carbon atom shows little effect from the 
presence of the nitrogen atom, absorbing at 11 ppm. Table 19-4 shows the carbon NMR 
chemical shifts of some representative amines. 
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FIGURE 19-8 '3C and proton NMR spectra of propan-1-amine. 


TABLE 19-4 Carbon NMR Chemical Shifts of Some 
Representative Amines 


) y B a 


CH3—NH) methanamine 
26.9 
CH3—CH»,—NH) ethanamine 
17.7 35.9 
CH3;—CH,—CH,—NH) propan-1-amine 


11.1 27.33 44.9 


CH3—CH,— CH,— CH,— NH) butan-1-amine 
140 204 36.7 42.3 


PROBLEM 19-8 


The proton and '3C NMR spectra of a compound of formula C,H, ,N are shown here. Determine the structure of this amine, and give 
peak assignments for all of the protons in the structure. 


200 180 160 140 120 100 80 60 40 20 0 
CDC1, 
OHz 50Hz 
OHz 50Hz 
1.56 1.46 1.36 1.26 
2.95 2.85 | 
(miata iam ik M1 
10 9 8 7 6 5 4 3 2 1 0 


6 (ppm) 
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PROBLEM 19-9 
The carbon NMR chemical shifts of diethylmethylamine, piperidine, propan-1l-ol, and 


propanal follow. Determine which spectrum corresponds to each structure, and show which 
carbon atom(s) are responsible for each absorption. 


(a) 25.9, 27.8,47.9 (b) 12.4,41.0,51.1 (ce) 7.9, 44.7, 201.9 (d) 10.0, 25.8, 63.6 


19-8D Mass Spectrometry 


The most obvious piece of information provided by the mass spectrum is the molecular 
weight. Stable compounds containing only carbon, hydrogen, oxygen, chlorine, bro- 
mine, and iodine give molecular ions with even mass numbers. Most of their fragments 
have odd mass numbers. This is because carbon and oxygen have even valences and 
even mass numbers, and hydrogen, chlorine, bromine, and iodine have odd valences 
and odd mass numbers. 

Nitrogen has an odd valence and an even mass number. When a nitrogen atom is 
present in a stable molecule, the molecular weight is odd. In fact, whenever an odd 
number of nitrogen atoms are present in a molecule, the molecular ion has an odd mass 
number. Most of the fragments have even mass numbers. 

The most common fragmentation of amines is a cleavage to give a resonance-stabilized 
cation: an iminium ion. This ion is simply a protonated version of an imine (Section 18-14). 


R H R 
\ Va 
*C—N: 
7 \ 
H H 


iminium ion 


HL R 
Ro —> R + 


a cleavage 


Figure 19-9 shows the mass spectrum of butyl propyl amine. The base peak (m/z 72) 
corresponds to a cleavage with loss of a propyl radical to give a resonance-stabilized 
iminium ion. A similar a cleavage, with loss of an ethyl radical, gives the peak at m/z 86. 
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T 


i 7a 


butyl propyl amine, m/z 115 


-s6 24H 


butyl propyl amine, m/z 115 


CH3CH,CH) — N — CH, | CH,CH>CH3 


110 120 130 140 150. 160 


of H H 


CH;CH,;CH, —N—CH} <—> CH,CH,CH, —N==CH) 


iminium ion, m/z 72 — loss of CH;CH CH): 


ay: H ; 
CH;3CH> =r CH, — N— CH,CH,CH,CH; —_—? CH, —— N — CH,CH»CH>CH3; <—_? CH= N— CH,CH,CH,CH; 


iminium ion, m/z 86 loss of CH3CH;° 


FIGURE 19-9 Mass spectrum of butyl propyl amine (N-propylbutan-1-amine). Note the odd mass number of the molecular ion and the 
even mass numbers of most fragments. The base peak corresponds to a cleavage in the butyl group, giving a propyl radical and a resonance- 


stabilized iminium ion. 


19-10 Aromatic Substitution of Arylamines and Pyridine 


{ PROBLEM 19-10 


(a) Show how fragmentation occurs to give the base peak at m/z 58 in the mass spectrum of 
ethyl propyl amine (N-ethylpropan-1-amine), shown below. 

(b) Show how a similar cleavage in the ethyl group gives an ion of m/z 72. 

(c) Explain why the peak at m/z 72 is much weaker than the one at m/z 58. 
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19-9 Reactions of Amines with Ketones and 
Aldehydes (Review) 


In contrast to other functional groups, we will study the reactions of amines before 
we study their syntheses. This approach is better because most amine syntheses 
involve the reactions of amines. They begin with an amine (or ammonia) and add 
groups to make more-substituted amines. By studying the reactions first, we can 
readily understand how to use these reactions to convert simpler amines to more 
complicated amines. 

In Section 18-14, we saw that amines attack ketones and aldehydes. When this 
nucleophilic attack is followed by dehydration, an imine (Schiff base) results. The 
analogous reaction of a hydrazine derivative gives a hydrazone, and the reaction with 
hydroxylamine gives an oxime. In Section 19-18, we will use these reactions to syn- 
thesize amines. 


Y=Horalkyl gives an imine O HO : 
Y=OH gives an oxime | ai .w. or A 
Y = NHR gives a hydrazone rN = Se os 
R R’ R R’ 
ketone or aldehyde carbinolamine 
(hemiaminal) 


19-10 Aromatic Substitution of Arylamines 
and Pyridine 


Arylamines and pyridine undergo aromatic substitutions that are often important for 
amine synthesis. We examine these substitutions in this section. 


19-10A Electrophilic Aromatic Substitution of Arylamines 


In an arylamine, the nonbonding electrons on nitrogen help stabilize intermediates 
resulting from electrophilic attack at the positions ortho or para to the amine 
substituent. As a result, amino groups are strong activating groups and ortho, para 
directors. Figure 19-10 shows the sigma complexes involved in ortho and para 
substitution of aniline. 
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FIGURE 19-10 The amino group 
is a strong activator and ortho, para- 
director. The nonbonding electrons on 
nitrogen stabilize the @ complex when 
attack occurs at the ortho or para 
positions. 


rE C 
H (_H H . H E 
— 7s Es 
H H H H H H 
H L H | H 
aniline o complex ortho substituted 
Hx. Hi |, aes ee 
ae ah N 
H H H H H 
a! H Td + 
H * H H H H H 
H E* L HE E 
aniline o complex para substituted 


The following reactions show halogenation of aniline derivatives, which occurs 
readily without a catalyst. If an excess of the reagent is used, all the unsubstituted posi- 
tions ortho and para to the amino group become substituted. 


:=NH> :NH, 
Br Br 
excess Br> 
NaHCO; SMBs 
“i 
aniline Br 


2,4,6-tribromoaniline 


>NH, 
Cl NO, 
excess ST 
NaHCO.” CO, + 2 HCl 
o-nitroaniline 
Cl 


4,6-dichloro-2-nitroaniline 


Care must be exercised in reactions with aniline derivatives, however. Strongly acidic 
reagents protonate the amino group, giving an ammonium salt that bears a full positive 
charge. The —NH} group is strongly deactivating (and meta-allowing). Therefore, 
strongly acidic reagents are unsuitable for substitution of anilines. Oxidizing acids 
(such as nitric and sulfuric acids) may oxidize the amino group, leading to decompo- 
sition and occasional violent reactions. In Section 19-12, we will see how the amino 
group may be acylated to decrease its basicity and permit substitution by a wide variety 
of electrophiles. 


es + 
NH, NH3 


strong acid 
rs 


activated deactivated 
NH, 
HNO; (concd.) 


ay 1 1 — 
H,SO, (coned)) oxidation of the —NH, group 


(may burn or explode) 
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19-10B Electrophilic Aromatic Substitution of Pyridine 


In its aromatic substitution reactions, pyridine resembles a strongly deactivated 
benzene. Friedel-Crafts reactions fail completely, and other substitutions require 
unusually strong conditions. Deactivation results from the electron-withdrawing effect 
of the electronegative nitrogen atom. Its nonbonding electrons are perpendicular to the 
7 system, and they cannot stabilize the positively charged intermediate. When pyridine 
does react, it gives substitution at the 3-position, analogous to the meta substitution 
shown by deactivated benzene derivatives. Mechanism 19-1 shows the substitution of 
pyridine at the 3-position. 


MECHANISM 19-1 Electrophilic Aromatic Substitution of Pyridine 


Step 1: Attack takes place at the 3-position. 


Attack at the 3-position gives 
the most stable intermediate 


a 
-— 


o N + H H 
Ss CO NO, 7~LNO) 
| — — <—_ 
ZA Zz + Zz 


N 


pyridine resonance-delocalized sigma complex 


Step 2: Loss of a proton gives the product. 


H,0: 
a 


3-nitropyridine 
(observed) 


In comparison, consider the unfavorable intermediate that would be formed by attack 
at the 2-position: 


Attack at the 2-position (or 4-position) is not observed. 


S a —— O- 
\Z VW. + 
SC >; + H 

| ae ae Sy-teNo,| 2% S | NO 
N\A N 2 N 2 
pyridine 2-nitropyridine 

no octet (not observed) 

unfavorable 


Electrophilic attack on pyridine at the 2-position gives an unstable intermediate, 
with one of the resonance structures showing a positive charge and only six elec- 
trons on nitrogen. In contrast, electrophilic attack at the 3-position gives a more 
stable intermediate with the positive charge spread over three carbon atoms and not 
on nitrogen. 

Electrophilic substitution of pyridine is further hindered by the tendency of the 
nitrogen atom to attack electrophiles and take on a positive charge. The positively 
charged pyridinium ion is even more resistant than pyridine to electrophilic 
substitution. 
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PN + ee me € Sk 


pyridine electrophile pyridinium ion 
(less reactive) 


PROBLEM 19-11 


Propose a mechanism for nitration of pyridine at the 4-position, and show why this orientation 
is not observed. 


Two electrophilic substitutions of pyridine are shown here. Notice that these 
reactions require severe conditions, and the yields are poor to fair. 


Br 
| = Bry, 300 °C | = 
> 
z NaHCO; Zz 
pyridine 3-bromopyridine 
(30%) 
SO3H 
| “Sy fuming H>SO,, HgSO, | ss : 
> 
eS 230°C _ 
N N 
H 
pyridine pyridine-3-sulfonic acid 


(protonated) (70%) 


PROBLEM 19-12 


Propose a mechanism for the sulfonation of pyridine, and point out why sulfonation occurs 
at the 3-position. 


19-10C Nucleophilic Aromatic Substitution of Pyridine 


Pyridine is deactivated toward electrophilic attack, but it is activated toward attack by 
electron-rich nucleophiles; that is, it is activated toward nucleophilic aromatic sub- 
stitution. If there is a good leaving group at either the 2-position or the 4-position, a 
nucleophile can attack and displace the leaving group. The following reaction shows 
nucleophilic attack at the 2-position. The intermediate is stabilized by delocalization 
of the negative charge onto the electronegative nitrogen atom. This stabilization is not 
possible if attack occurs at the 3-position. 


MECHANISM 19-2 Nucleophilic Aromatic Substitution of Pyridine 


Step 1: Nucleophilic attack at the 2-position (or the 4-position) forms a stabilized intermediate. 


Ny, FOCH3 XQ 2 
Ce = | [Cpe | - 


cl 
Ne * Ol 


electronegative nitrogen 


| negative charge on 
(favorable) 
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Step 2: Expulsion of the leaving group gives the product. 


O~™.~ Z 
~ 0CH;} —> Se + cr 


NO OCH; 


(resonance-delocalized) 


Nucleophilic attack at the 3-position (not observed) 


Q ar OCHS - OCH, OCH; ene 
FZ 
xO? - OP - CR] x Or 
N 


(no delocalization of negative charge onto N) 


{ PROBLEM 19-13 


We have considered nucleophilic aromatic substitution of pyridine at the 2-position and 
3-position but not at the 4-position. Complete the three possible cases by showing the 
mechanism for the reaction of methoxide ion with 4-chloropyridine. Show how the inter- 
mediate is stabilized by delocalization of the charge onto the nitrogen atom. 


7 
PROBLEM 19-14 


(a) Propose a mechanism for the reaction of 2-bromopyridine with sodium amide to give 
2-aminopyridine. 

(b) When 3-bromopyridine is used in this reaction, stronger reaction conditions are 
required and a mixture of 3-aminopyridine and 4-aminopyridine results. Propose a 
mechanism to explain this curious result. 


19-11 Alkylation of Amines by Alkyl Halides 


Amines react with primary alkyl halides to give alkylated ammonium halides. 
Alkylation proceeds by the Sy2 mechanism, so it is not feasible with tertiary halides 
because they are too hindered. Secondary halides often give poor yields, with elimina- 
tion predominating over substitution. 


wa + 
R—NH, + R’—CH, Br > R—NH,—CH,—R’ Br 


primary amine primary halide salt of a secondary amine 


Unfortunately, the initially formed salt may become deprotonated. The resulting 
secondary amine is nucleophilic, and it can react with another molecule of the halide. 
R—NH,—CH)—R’ Br + R—NH, == R—NH—CH,—R’ + R—NH; Br 
2° amine 
CH)—R’ 
R—NH—CH,—R’ + R’—CH){Br —* R—NH—CH,—R’ Br 
+ 


2° amine salt of a tertiary amine 
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The difficulty of direct alkylation lies in stopping it at the desired stage. Even if 
just one equivalent of the halide is added, some amine molecules will react once, some 
will react twice, and some will react three times (to give the tetraalkylammonium salt). 
Others will not react at all. A complex mixture results. 

Alkylation of amines can give good yields of the desired alkylated products in two 
types of reactions: 


1. “Exhaustive” alkylation to the tetraalkylammonium salt. Mixtures of different 
alkylated products are avoided if enough alkyl halide is added to alkylate 
the amine as many times as possible. This exhaustive alkylation gives a 
tetraalkylammonium salt. A mild base (often NaHCO; or dilute NaOH) is added 
to deprotonate the intermediate alkylated amines and to neutralize the large 
quantities of HX formed. 


NaHCO, 


> (CH,CH,CH,—N(CH;), I” 
(90%) 


CH3CH,CH,— NH), + 3 CH, I 


PROBLEM 19-15 


Propose a mechanism to show the individual alkylations that form this quaternary ammonium 
salt. 


2. Reaction with a large excess of ammonia. Because ammonia is inexpensive and 
has a low molecular weight, it is convenient to use a very large excess. Addition 
of a primary alkyl! halide to a large excess of ammonia forms the primary amine, 
and the probability of dialkylation is small. Excess ammonia is simply allowed 
to evaporate. 


, + 
NH; + R—CH),~X > R—CH,—NH; X 


10 moles 1 mole 


PROBLEM 19-16 


Show how you would use direct alkylation to synthesize the following compounds. 
(a) benzyltrimethylammonium iodide (b) pentan-1-amine (c) benzylamine 


19-12 Acylation of Amines by Acid Chlorides 


Primary and secondary amines react with acid halides to form amides. This reaction is a 
nucleophilic acyl substitution: the replacement of a leaving group on a carbonyl! carbon 
by a nucleophile. We will study nucleophilic acy] substitution in detail in Chapters 20 
and 21. In this case, the amine replaces chloride ion. 


O O 
i I pyridine Mls gs + _ 
R’—NH, + R—C—Cl > R—C—NH—-R + \ yn —H Cl 


The amine attacks the carbonyl! group of an acid chloride much like it attacks the 
carbonyl! group of a ketone or aldehyde (Mechanism 19-3). The acid chloride is more 
reactive than a ketone or an aldehyde because the electronegative chlorine atom draws 
electron density away from the carbonyl carbon, making it more electrophilic. The 
chlorine atom in the tetrahedral intermediate is a good leaving group. The tetrahedral 
intermediate expels chloride to give the amide. A base such as pyridine or NaOH is 
often added to neutralize the HCI produced. 
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MECHANISM 19-3 Acylation of an Amine by an Acid Chloride 


Step 1: A nucleophile attacks the strongly electrophilic carbonyl group of the acid chloride to form a tetrahedral intermediate. 


0" 
iP 
R—C—Cl + R’—NH, 
a 


acid chloride amine 
tetrahedral intermediate 
Step 2: The tetrahedral intermediate expels chloride ion. Step 3: Loss of a proton gives the amide. 


tetrahedral intermediate 


Example 

| @ rf 
N 
(O)-é-« + CH3;—NH) ~— (O)—¢—nien, 
(95%) 


The amide produced in this reaction usually does not undergo further acylation. Amides 
are stabilized by a resonance structure that involves nitrogen’s nonbonding electrons 
and places a positive charge on nitrogen. As a result, amides are much less basic and 
less nucleophilic than amines. 


resonance stabilization of an amide 


The diminished basicity of amides can be used to advantage in electrophilic aro- 
matic substitutions. For example, if the amino group of aniline is acetylated to give 
acetanilide, the resulting amide is still activating and ortho, para-directing. Unlike ani- 
line, however, acetanilide may be treated with acidic (and mild oxidizing) reagents, as 
shown next. Aryl amino groups are frequently acylated before further substitutions are 
attempted on the ring, and the acyl group is removed later by acidic or basic hydrolysis 
(Section 21-7C). 


H 6 H 
See _ ll Se. ll 
‘NH, . N=C—CH, N—C—CH3 ‘NH, 
I 
CH,;—C—Cl dil HNO; H3;0* 
EEE Sed —__> ———_—> 
acetyl chloride H SO, (hydrolysis) 
aniline acetanilide 


NO, NO» 


p-nitroaniline 
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Limitations of amine acylation using this method include the production of HCl 
in the reactions and instability of the acid chloride reactants. An alternative process to 
overcome these issues was reported by a Chinese research group in 2019. Amines were 
acylated using carboxylic acids instead of acid chlorides in an electrochemical process. 
They applied the methodology to the synthesis of melatonin with 85% yield. Melatonin 
is a hormone that helps regulate our sleep-wake cycle and is used therapeutically to 
help with poor sleep. 


Pe 
SOLVED PROBLEM 19-1 


Show how you would accomplish the following synthetic conversion in good yield. 


O 
OL - enol 
NH, NH, 
SOLUTION 


An attempted Friedel-Crafts acylation on aniline would likely meet with disaster. The free 
amino group would attack both the acid chloride and the Lewis acid catalyst. 


p 
O 
Cl + AICl, —~> + aluminum 
OL ae N complexes 
of | 
NH H 


2 


We can control the nucleophilicity of aniline’s amino group by converting it to an amide, 
which is still activating and ortho, para-directing for the Friedel-Crafts reaction. Acylation, 
followed by hydrolysis of the amide, gives the desired product. 


O 
I da 
OL CH3CCl | 
fe Cc AICl, 
NH, a "Ci 
H 
O O 
i H,0° 
| (hydrolysis) . 
NH—C—CH; NH, 
XL # 
PROBLEM 19-17 
Give the products expected from the following reactions. 
(a) acetyl chloride + ethylamine 
(b) O (c) O 
| | NH 
Sa CH3— (CH,)4—C—Cl + 
So (CH3),NH 
hexanoyl chloride piperidine 


benzoyl chloride dimethylamine 
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19-13 Formation of Sulfonamides 


Sulfonyl chlorides are the acid chlorides of sulfonic acids. Like acyl chlorides, sulfonyl 
chlorides are strongly electrophilic. 


1 1 1 I 
R—C—OH R~—C—Cl a ee oa ae 
O 
a carboxylic acid an acyl chloride a sulfonic acid a sulfonyl] chloride 
(acid chloride) 


A primary or secondary amine attacks a sulfonyl chloride and displaces a chloride 
ion to give an amide. Amides of sulfonic acids are called sulfonamides. This reaction 
is similar to the formation of a sulfonate ester from a sulfonyl chloride (such as tosyl 
chloride) and an alcohol (Section 11-5). 


R’—NH) vn er 
amine | NaOH | 
ib. “ —S—NH—R’ —> R—S—NHR 
| 
0, OH O H,0 Cr 
sulfonyl] chloride \_70H sulfonamide 


The sulfa drugs are a class of sulfonamides used as antibacterial agents. In 1936, 
sulfanilamide was found to be effective against streptococcal infections. Sulfanilamide 
is synthesized from acetanilide (having the amino group protected as an amide) by 
chlorosulfonation followed by treatment with ammonia. The final reaction is hydrolysis 
of the protecting group to give sulfanilamide. 


O 
| Re z. 
H/o CH —CH3 EN —CH, 
a-§ — 
IG. dil a 
0 heat o= a O 
acetanilide ; 
o= : O INH, 

sulfanilamide 

ii its 


Application: Sulfonamide Drugs 


The term “sulfa drugs” is generally 
associated with antibiotics, but the 
group also contains drugs used to treat 
diabetes, inflammation, and hyperten- 
sion. Sulfonamide antibiotics are distin- 
guished by the presence of a nitrogen 
heterocycle attached to the sulfonamide 
nitrogen atom. 


PROBLEM 19-18 


What would happen in the synthesis of sulfanilamide if the amino group were not protected 
as an amide in the chlorosulfonation step? 


The biological activity of sulfanilamide has been studied in detail. It appears that 
sulfanilamide is an analog of p-aminobenzoic acid. Streptococci use p-aminobenzoic 
acid to synthesize folic acid, an essential compound for growth and reproduction. 


:=NH, 
H O COOH 
incorporated into into | | | 
Bo CH,—-N C) C y ia 
WO © 
AS H  CH,CH,COOH 
O OH 


p-aminobenzoic acid folic acid 
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Sulfanilamide cannot be used to make folic acid, but the bacterial enzymes cannot 
distinguish between sulfanilamide and p-aminobenzoic acid. The production of active 
folic acid is inhibited, and the organism stops growing. Sulfanilamide does not kill 
the bacteria, but it inhibits their growth and reproduction, allowing the body’s own 
defense mechanisms to destroy the infection. 


emer ) 


The effectiveness of sulfa drugs is now Show how you would use the same sulfonyl chloride as used in the sulfanilamide synthesis 
limited due to bacterial resistance. One to make sulfathiazole and sulfapyridine. 
method used by resistant strains is to 


overproduce p-aminobenzoic acid, effec- rf N 1 N 

tively diluting the drug's concentration. nt{C))-3—fih @ d ns{C))-s—fin < \ 

pe ae ea ae eae I 4 | = 
fe) . O 


sulfathiazole sulfapyridine 


19-14 Amines as Leaving Groups: The Hofmann 
Elimination 
Amines can be converted to alkenes by elimination reactions, much like alcohols and 
alkyl halides undergo elimination to give alkenes (Sections 11-10 and 7-9). An amine 
cannot undergo elimination directly, however, because the leaving group would be an 
amide ion (' NH, or NHR), which is a very strong base and a poor leaving group. 
An amino group can be converted to a good leaving group by exhaustive methyla- 


tion, which converts it to a quaternary ammonium salt that can leave as a neutral amine. 
Exhaustive methylation is usually accomplished using methyl! iodide. 


Exhaustive methylation of an amine 
oe + 
R—NH, + 3CH3;—I —~> R—WN(CH;3)3; IT + 2HI 
poor leaving group good leaving group 


Elimination of the quaternary ammonium salt generally takes place by the 
E2 mechanism, which requires a strong base. To provide the base, the quaternary 
ammonium iodide is converted to the hydroxide salt by treatment with silver oxide. 


Conversion to the hydroxide salt 


R—N(CH;); F + 4Ag0 + H,O —> R—N(CH;);"OH + Agi 


quaternary ammonium iodide quaternary ammonium hydroxide 
Heating of the quaternary ammonium hydroxide results in E2 elimination and for- 


mation of an alkene. This elimination of a quaternary ammonium hydroxide is called 
the Hofmann elimination. 


MECHANISM 19-4 Hofmann Elimination 


The Hofmann elimination is a one-step, concerted E2 reaction using an amine as the leaving group. 


HO 4H 


\ / 
C=C 
Wi \ 


alkene >=N(CH3)3 


amine 
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For example, when butan-2-amine is exhaustively methylated, converted to the 
hydroxide salt, and heated, elimination takes place to form a mixture of but-1-ene and 
but-2-ene. 


Exhaustive methylation and conversion to the hydroxide salt 


(1) excess CH3I 1 2 3 4 
——— —_ — = 
(2) Ag,0, H,O CH, of CH,— CH; 


: NH) *N(CH3);. “OH 


butan-2-amine quaternary ammonium hydroxide 


1 2) K 4 
a ia ae ie 


Heating and Hofmann elimination 
oe or cS 
H H 


| 2 | 150 °% 
H,c+-CH+CH—cH, a H,C=CH—CH,—CH; + CH3;—CH=CH—CH3z; + H,0 + = :N(CH3)3 
an a 3 4 i -2 3 4 1 a 3 4 


N(CH3)3 but-1-ene but-2-ene (E and Z) 
: Hofmann product Zaitsev product 
95% 5% 


In Chapter 7, we saw that eliminations of alkyl halides usually follow Zaitsev’ s 
rule; that is, the most substituted product predominates. This rule applies because 
the most-substituted alkene is usually the most stable. In the Hofmann elimination, 
however, the product is commonly the /east-substituted alkene. We often classify an 
elimination as giving mostly the Zaitsev product (the most-substituted alkene) or the 
Hofmann product (the least-substituted alkene). 


Zaitsev elimination 
ic 
CH3;—CH— CH,— CH3 F Nat* ~“OCH3 -_——? H,C=CH—CH,— CH, + CH3—CH=CH— CH, 
I 2 3 4 1 D 3 4 1 2 3 4 


2-chlorobutane sodium methoxide but-1-ene but-2-ene (E and Z) 
Hofmann product Zaitsev product 
(33%) (67%) 


The Hofmann elimination’s preference for the least-substituted alkene stems 
from several factors, but one of the most compelling involves the sheer bulk of 
the leaving group. Remember that the E2 mechanism requires an anti-coplanar 
arrangement of the proton and the leaving group (Section 7-9). The extremely large 
trialkylamine leaving group in the Hofmann elimination often interferes with this 
coplanar arrangement. 

Figure 19-11 shows the stereochemistry of the Hofmann elimination of 
butan-2-amine. The methylated ammonium salt eliminates by losing trimethylamine 
and a proton on either Cl or C3. The possible conformations along the C2—C3 
bond are shown at the top of Figure 19-11. An anti-coplanar arrangement between a 
C3 proton and the leaving group requires an unfavorable gauche interaction between 
the C4 methyl group and the bulky trimethylammonium group. The most-stable 
conformation about the C2 — C3 bond has a methy! group in the anti-coplanar position, 
preventing elimination along the C2 —C3 bond. 

The bottom half of Figure 19-11 shows the conformations along the C1 — C2 bond. 
Any of the three staggered conformations of the Cl1—C2 bond provides an anti 
relationship between one of the protons and the leaving group. The Hofmann product 
predominates because elimination of one of the Cl protons involves a lower-energy, 
more probable transition state than the crowded transition state required for Zaitsev 
(C2 — C3) elimination. 
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The most stable C2—C3 conformation 


Looking along the C2—C3 bond 
HO 4 
HO* | CH 1 i 4 : 1 CH; 
H CH H3C 2_H AC CH ic 2H 
NON SH _ Xs SH _ 
_— wC—C = we—C = 
ENG Be : HY3 3N 
ea CN(CH3); HT Sy CH H *N(CH3); = H 
N(CH3)3 *N(CH3)3 
needed for E2 (less stable) more stable (E2 is impossible in this conformation) 
Looking along the CI—C2 bond 
HO) 
HO : He 4 _ e225 
S H CH,CH 
_— aes Ct CH2CH3 = 3 a 
Gi 2\+ (any of the three staggered conformations 
H (N(CH3)3 H ‘ H is suitable for the E2) 
(N(CH); 


Hofmann elimination of exhaustively methylated butan-2-amine. The most stable conformation of the C2 — C3 


FIGURE 19-11 iminati 
bond has no proton on C3 in an anti relationship to the leaving group. Along the C1— C2 bond, however, any staggered conformation 
has an anti relationship between a proton and the leaving group. Abstraction of a proton from C1 gives the Hofmann product. 


The Hofmann elimination is frequently used to determine the structures of complex 
amines by converting them to simpler amines. The direction of elimination is usually 
predictable, giving the least-substituted alkene. Figure 19-12 shows two examples using 


the Hofmann elimination to simplify complex amines 


FIGURE 19-12 Examples of the 
Hofmann elimination. The least- (1) CH heat ; 
substituted alkene is usually the kor rer. + :N(CH3)3 
favored product. (2) Ago me H-~\ 
ee, | 
H3C “ve H3C ZA 
“D, CHI H heat 
EN —- 
(2) Ag,0 Ag,O N C—H N 
ee \ 
i CH; CH; H CH; CH; 
~ 


( SOLVED PROBLEM 19-2 


Predict the major product(s) formed when the following amine is treated with excess iodo- 


methane, followed by heating with silver oxide. 


NHCH,CH, 


SOLUTION 
Solving this type of problem requires finding every possible elimination of the methylated 


salt. In this case, the salt has the following structure: 
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HO | { "OH 
H H 
Ho. -\Hel ~o 
excess CH3I Ag O C] H 
> > 
heat —Nt 

CH; Fix JH 
CH; a 
H~ | H 


The green, blue, and red arrows show the three possible elimination routes. The correspond- 
ing products are 


Pe el 


a 


LOLS 
aa 
CH; CH; H H 


The first (green) alkene has a disubstituted double bond. The second (blue) alkene is mono- 
substituted, and the red alkene (ethylene) has an unsubstituted double bond. We predict that 
the red products will be favored. 


Ns 


PROBLEM 19-20 


Predict the major products formed when the following amines undergo exhaustive methylation, 
treatment with Ag,O, and heating. 
(c) N-ethylpiperidine 


PROBLEM-SOLVING HINT 


The key to solving Hofmann 
elimination problems is to find 


all possible ways the compound 
can eliminate. Then, the one that 
gives the least substituted alkene is 
probably favored. 


PROBLEM-SOLVING HINT 


Some of the stereochemical features 
of the Hofmann elimination are best 


studied using your models. Models 


are essential for working problems 
involving this elimination, such as 
Problem 19-20. 


(a) hexan-2-amine (b) 2-methylpiperidine 
(d) H 


| (e) - 
oe C) 
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ie 
N: 


Amines are notoriously easy to oxidize, and oxidation is often a side reaction in amine syn- 

theses. Amines also oxidize during storage in contact with the air. Preventing air oxidation 

is one of the reasons for converting amines to their salts for storage or use as medicines. 
The following partial structures show some of the bonding and oxidation states of 


amines: 
| : | | i 0 
Fie / + + NT FA 
—N— N —N— —N— OH =N= R—N=O RT-NZ 
| | o 
— Cc — 
amine imine ammonium salt hydroxylamine amine oxide nitroso nitro 


—S 


Depending on their specific structures, these states are generally more oxidized as you 
go from left to right. (Note the increasing number of bonds to oxygen.) 
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Application: Biochemistry Most amines are oxidized by common oxidants such as H,O>, permanganate, and 


TPO peroxyacids. Primary amines oxidize easily, but complex mixtures of products often 
ee eee ee vec e DO - result, The following sequence shows increasingly oxidized products of a primary 

PRA AOE (MAO). a amine, as it becomes more oxidized from left to right. The symbol [O] is used for a 
converts the amine to an imine, which 


generic oxidizing agent. 
is hydrolyzed to yield an aldehyde and 


ammonia. One function of MAO is to H OH 
regulate the levels of the neurotrans- | [O] | [O] ve [O] gO 
mitters serotonin and norepinephrine. R-N—H R—N—H EN PT 


Monoamine oxidase inhibitors prevent 
the oxidation (and inactivation) of these 1° amine hydroxylamine nitroso nitro 


neurotransmitters, thereby elevating 
mood. MAO inhibitors were the first anti- 
depressants, but they are used sparingly 


now because of numerous side effects. 
Secondary amines are easily oxidized to hydroxylamines. Side products are often 


a formed, however, and the yields may be low. The mechanisms of amine oxidations are 
not well characterized, partly because many reaction paths (especially those involving 
W/ free radicals) are available. 
HO 
CH,CH>NH; ii F 
serotonin R—N—H + H,O, —~ R—N—OH + H,O 
2° amine a 2° hydroxylamine 


OH 

Tertiary amines are oxidized to amine oxides, often in good yields. Either HO, or a 
peroxyacid may be used for this oxidation. Notice that an amine oxide must be drawn with 
a full positive charge on nitrogen and a negative charge on oxygen, as in nitro compounds. 
Because the N—O bond of the amine oxide is formed by donation of the electrons on 
nitrogen, this bond is often written as an arrow (N — O) in the older literature. 


| 
H —C¢ —CH,CH,NH, 


OH 
R R 
OH 
norepinephrine R—N: + H,0, —> R-—N—-O + H,0 
(or ArCO3H) it (or ArCOOH) 
3° amine 3° amine oxide 


Because of the positive charge on nitrogen, the amine oxide may undergo a Cope 
elimination (Mechanism 19-5), much like the Hofmann elimination of a quaternary 
ammonium salt. The amine oxide acts as its own base through a cyclic transition state, 
so a strong base is not needed. The Cope elimination generally gives the same orienta- 
tion as Hofmann elimination, resulting in the least-substituted alkene. 


MECHANISM 19-5 The Cope Elimination of an Amine Oxide 

The Cope elimination is a one-step, concerted internal elimination using an amine oxide as both the base and the leaving group. 
Syn stereochemistry is required for the Cope elimination. 

oe t 


oO 
ae i \e HO —N(CH3)> 
N(CHs)2 H N(CHs3)o 
C 


io 


<a — a 
H H H H 


[transition state] 


In 


; 
H 
~T 


19-15 Oxidation of Amines; The Cope Elimination 1029 


Cope elimination occurs under milder conditions than Hofmann elimination. It 
is particularly useful when a sensitive or reactive alkene must be synthesized by the 
elimination of an amine. Because the Cope elimination involves a cyclic transition state, 
it occurs with syn stereochemistry. 


cr > 
SOLVED PROBLEM 19-3 
Predict the products expected when the following compound is treated with H,O, and heated. 
oe 
CH; 
SOLUTION 
Oxidation converts the tertiary amine to an amine oxide. Cope elimination can give either of two 
alkenes. We expect the less-hindered elimination to be favored, giving the Hofmann product. 
H fo 
N? H 
ai CH3 CH, 
CH, 
CH; 
minor 
oO 
‘ | + (CH;),N— OH 
N(CH3)> 4,0, N*—CH, 
iia \ 
CH; 
CH, CH; 
is 
ZN “==0). —_——_" ecu, 
eeu? 
\ major 
H 
H + (CH3))N— OH 
Me a 


PROBLEM 19-21 


Give the products expected when the following tertiary amines are treated with a peroxyacid 


and heated. 
(a) N,N-dimethylhexan-2-amine (b) N,N-diethylhexan-2-amine 
(c) cyclohexyldimethylamine (d) N-ethylpiperidine 


PROBLEM 19-22 


When the (R,R) isomer of the amine shown is treated with an excess of methyl iodide, then silver oxide, then heated, the major product 

is the Hofmann product. 

(a) Draw the structure of the major (Hofmann) product. 

(b) Some Zaitsev product is also formed. It has the (E) configuration. When the same amine is treated with mCPBA and heated, the 
Zaitsev product has the (Z) configuration. Use stereochemical drawings of the transition states to explain these observations. 


se HA _CH(CH3), 
ce — + 
(CH;)9N H Lycee H,C~ CH, 
3/2 # (2) BE (E) major 
HY 7 "CH, () 
. Mm 
H3C CH(CH)3 Ona Bee 
H;C~. CH(CH,), \* 
? (Z) ane major 
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19-16 Reactions of Amines with Nitrous Acid 


Reactions of amines with nitrous acid (H—O— N= O) are particularly useful for 
synthesis. Because nitrous acid is unstable, it is generated in situ (in the reaction 
mixture) by mixing sodium nitrite (NaNO,) with cold, dilute hydrochloric acid. 


Na* ~:O— N= O: + H*Cl = 4H fe) N= O: + Natch 


sodium nitrite nitrous acid 


In an acidic solution, nitrous acid may protonate and lose water to give the nitro- 
sonium ion, “NO. The nitrosonium ion appears to be the reactive intermediate in 
most reactions of amines with nitrous acid. 


{ 
H—O—N=0; + Ht —* H—OSN=0: — 4,0 + [ :N=o: — :N=6: | 


nitrous acid protonated nitrous acid nitrosonium ion 


Reaction with Primary Amines: Formation of Diazonium Salts Primary amines react 
with nitrous acid, via the nitrosonium ion, to give diazonium cations of the form 
R—N= N. This procedure is called diazotization of an amine (Mechanism 19-6). 
Diazonium salts are the most useful products obtained from the reactions of amines 
with nitrous acid. The mechanism for diazonium salt formation begins with a nucleo- 
philic attack on the nitrosonium ion to form an N-nitrosoamine. 


MECHANISM 19-6 _Diazotization of an Amine 


Part 1: Attack on the nitrosonium ion (a strong electrophile), followed by deprotonation, gives an N-nitrosoamine. 


H a.” 
A . = . HAO: sai : 
R-N& + “N=0; —= R-N*N=0; 2» R—N—N=O: + H,0* 
H nitrosonium | | 
primary amine ion H H 
N-nitrosoamine 


Part 2: A proton transfer (a tautomerism) from nitrogen to oxygen forms a hydroxy group and a second N—N bond. 


H H OTN, 
R—N—N=0O; + H,0* == |R N N+=O—-H <~—> R N= N—OH + H,0: — 


N-nitrosoamine protonated N-nitrosoamine 


R—N=N—OH + H,0* 
second N—N bond formed 


Part 3: Protonation of the hydroxy group, followed by loss of water, gives the diazonium ion. 
F i H3;0* ye 
ne 


R—-N=N—OH === R—N=NCOH, —> R—N=N: + HO: 


diazonium ion 
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The overall diazotization reaction is 


R—NH, + NaNO, + 2HCl] —> R—N=N CI + 2H,0 + NaCl 


primary amine sodium nitrite diazonium salt 


Alkanediazonium salts are unstable. They decompose to give nitrogen gas and 
carbocations. 


R—NEN: — R* + ‘tN=N: 


alkanediazonium cation carbocation nitrogen 


The driving force for this reaction is the formation of N>, an exceptionally stable mol- 
ecule. The carbocations generated in this manner react like others we have seen: by 
nucleophilic attack to give substitution, by proton loss to give elimination, and by rear- 
rangement. Because of the many competing reaction pathways, alkanediazonium salts 
usually decompose to give complex mixtures of products. Therefore, the diazotization 
of primary alkylamines is not widely used for synthesis. 

Arenediazonium salts (formed from arylamines) are relatively stable, however, and 
they serve as intermediates in a variety of important synthetic reactions. These reactions 
are discussed in Section 19-17. 


Reaction with Secondary Amines: Formation of N-Nitrosoamines Secondary amines 
react with the nitrosonium ion to form secondary N-nitrosoamines, sometimes called 
nitrosamines. 


= % 


H,6 


H + ‘ | ea : O: oe on ‘ 
R-N& 'N=0: — RontN=0; 25 R-N-N=o? + HO 


nitrosonium 
2° amine ion R R 
2° N-nitrosoamine 


Secondary N-nitrosoamines are stable under the reaction conditions because they do 
not have the N—H proton needed for the tautomerism (shown in Mechanism 19-6 
with a primary amine) to form a diazonium ion. The secondary N-nitrosoamine usually 
separates from the reaction mixture as an oily liquid. 

Small quantities of N-nitrosoamines have been shown to cause cancer in laboratory 
animals. These findings have generated concern about the common practice of using 
sodium nitrite to preserve meats such as bacon, ham, and hot dogs. When the meat 
is eaten, sodium nitrite combines with stomach acid to form nitrous acid, which can 
convert amines in the food to N-nitrosoamines. Because nitrites are naturally present 
in many other foods, it is unclear just how much additional risk is involved in using 
sodium nitrite to preserve meats. More research is being done in this area to evaluate 
the risk. 

The most useful reaction of amines with nitrous acid is the reaction of arylamines 
to form arenediazonium salts. We consider next how these diazonium salts may be used 
as synthetic intermediates. 


PROBLEM 19-23 


Predict the products from the reactions of the following amines with sodium nitrite in dilute 
HCL. 
(a) cyclohexanamine (b) N-ethylhexan-2-amine (ec) piperidine (d) aniline 
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19-17 Reactions of Arenediazonium Salts 


In contrast to alkanediazonium salts, arenediazonium salts are relatively stable in aque- 
ous solutions around 0-10 °C. Above these temperatures, they decompose, and they 
may explode if they are isolated and allowed to dry. The diazonium (—N=N) group 
can be replaced by many different functional groups, including —-H, —OH, —CN, 
and halogens. 

Arenediazonium salts are formed by diazotizing a primary aromatic amine. Primary 
aromatic amines are commonly prepared by nitrating an aromatic ring, and then reduc- 
ing the nitro group to an amino (— NH) group. In effect, by forming and diazotizing an 
amine, an activated aromatic position can be converted into a wide variety of functional 
groups. For example, toluene might be converted to a variety of substituted derivatives 
by using this procedure: 


i 
NO, NH, Nt cl 
HNO; (1) Fe, HCI NaNO) various reagents 
H,SO,4 (2) OH HCl 
CH, CH; CH; CH, CH, 


The following flowchart shows some of the functional groups that can be introduced 
via arenediazonium salts: 


Products 
H30*, warm 
—OH phenols 
= aryl chlorides 
PROBLEM-SOLVING HINT —Br aryl bromides 
These reactions of diazonium salts benzonitriles 


are extremely useful for solving 
aromatic synthesis problems. 


aryl fluorides 


> Pee ee ee 
Ld 
f 
Z 


co) | aryl iodides 
=F (deamination) 
—N=N—Ar azo dyes 


Replacement of the Diazonium Group by Hydroxide: Hydrolysis Hydrolysis takes 
place when the acidic solution of an arenediazonium salt is warmed. The hydroxy 
group of water replaces N>, forming a phenol. This is a useful laboratory synthesis of 
phenols because (unlike nucleophilic aromatic substitution) it does not require strong 
electron-withdrawing substituents or powerful bases and nucleophiles. 


H,SOy,, heat 
> 


He = 
Ar—N=N Cl 1,0 


Ar—OH + No} + H* 


Example 


NH, OH 


(1) NaNO;, HCI 
(2) H,SO4, H,0, fear 
=e C—CH,; 
| (75%) — || 
O 
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Replacement of the Diazonium Group by Chloride, Bromide, and Cyanide: The 
Sandmeyer Reaction Copper(I) salts (cuprous salts) have a special affinity for diazo- 
nium salts. Cuprous chloride, cuprous bromide, and cuprous cyanide react with arene- 
diazonium salts to give aryl chlorides, aryl bromides, and aryl cyanides. The use of 
cuprous salts to replace arenediazonium groups is called the Sandmeyer reaction. 
The Sandmeyer reaction (using cuprous cyanide) is also an excellent method for 
attaching another carbon substituent to an aromatic ring. 


The Sandmeyer reaction 
CuX 


Ne i — 
Ar—N=N Cl cqppscem” “At X + Nl 
Examples 
Cl 
(1) SORNOaT HCl 
@acd CuCl 
(75%) 
() AD NaNO a HE HCl 
(Q)CuBrs—S CuBr 
(90%) 


Replacement of the Diazonium Group by Fluoride and lodide =When an arenediazonium 
salt is treated with fluoroboric acid (HBF,), the diazonium fluoroborate precipitates out 
of solution. If this precipitated salt is filtered and then heated, it decomposes to give the 
aryl fluoride. Although this reaction requires the isolation and heating of a potentially 
explosive diazonium salt, it may be carried out safely if it is done carefully with the 
proper equipment. There are few other methods for making aryl fluorides. 


+ _ HBF, + = 
Ar—N=N Cl > Ar—N=N BF, 


diazonium fluoroborate 


Ae, Ar—F+ Nf + BF; 


Example 


(1) NaNO, HCI 
(2 HBF, 


i, 
on heat . o (50%) 


Aryl iodides are formed by treating arenediazonium salts with potassium iodide. This 
is one of the best methods for making iodobenzene derivatives. 


KI 
Ar—N=N Clr —> Ar—I + No] 


I 
O 


a 


Ow 


(1) NaNO, HCI 
@KkI 
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Surprisingly, Traugott 
Sandmeyer (1854-1922) did 
not have a degree in chemistry. His 
profession involved the building 
and supply of scientific equipment, 
which seems to have led him to 
know the staff at a Zurich univer- 
sity where he started working with 
chemist Victor Meyer in 1882. 
Sandmeyer became a renowned 
color chemist and made significant 
contributions to the dye industry. 
Another of his great achievements 
was an improved method for the 
synthesis of isatin, a key starting 
material in the preparation of ther- 
apeutic compounds and dyes. 


Application: Radiotracer Using 
An Aryl Fluoride 
O 


HO 

I OH 

NH 

HO rn 
fluorodopa or 2-fluoro-L-DOPA 


Fluorodopa is L-dopa substituted with 
the '®F isotope on the 2-position of 

the aromatic ring. Fluorodopa is an 
important radiotracer for positron 
emission tomography (PET) scans. For 
example, Parkinson's disease causes 
death of dopamine-producing neurons 
in the brain, resulting in a severe dopa- 
mine deficiency. A brain afflicted with 
Parkinson's disease takes up the radioac- 
tive fluorodopa more quickly than the 
brain of a normal patient. The synthesis 
of fluorodopa requires introducing a 
radioactive fluorine atom onto an aro- 
matic ring. Diazotization, followed by 
heating of the fluoroborate salt, is one 
of very few synthetic methods for doing 
this. 
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Reduction of the Diazonium Group to Hydrogen: Deamination of Anilines Hypophos- 
phorus acid (H3PO,) reacts with arenediazonium salts, replacing the diazonium group 
with a hydrogen. In effect, this is a reduction of the arenediazonium ion. 


HPO 
Ar—N=N cr —*—> Ar—H + Np] 
Example 
:NH> 

(1) NaNO), HCI 

(2) H3PO, (70%) 
COOH COOH 

CH3CH) CH;CH, 


This reaction is sometimes used to remove an amino group that was added to activate 
the ring. Solved Problem 19-4 shows how one might use this technique. 


e 
SOLVED PROBLEM 19-4 


Show how you would convert toluene to 3,5-dibromotoluene in good yield. 


SOLUTION 
Direct bromination of toluene cannot give 3,5-dibromotoluene because the methyl group activates the ortho and para positions. 


monosubstitution and 
actual : ae 
trisubstitution products 
products: 
CH; 


toluene no 3,5-dibromotoluene mixture “ ae and para ae 


However, we can start by converting toluene to p-toluidine (p-methylaniline); the strongly activating amino group directs bromination 
to its ortho positions. Removal of the amino group (deamination) gives the desired product. 


NH) NH, 
Br Br 
HNO; | (D) Fe, HCI . Fe, HCl 2 Bro (1) @) NaNO;, HCl | HCl 
SO, "Q)-0H Q)H,PO,. 
CH; CH; 


p-toluidine es 


S 


Diazonium Salts as Electrophiles: Diazo Coupling Arenediazonium ions act as weak 
electrophiles in electrophilic aromatic substitutions. The products have the structure 
Ar—N=N-—Ar’, containing the —N=N— azo linkage. For this reason, the 
products are called azo compounds, and the reaction is called diazo coupling. Because 
they are weak electrophiles, diazonium salts react only with strongly activated rings 
(such as derivatives of aniline and phenol). 


Ar—N=N + H—Ar’ > Ar—N=N—Ar’ + Ht 


diazonium ion (activated) an azo compound 


+ HCl 


methyl orange (an indicator) 


Example 


° 
= 
Z+ 
I 
4 
+ 
Z 
Q 
= 
fo) 
o=Sun= 
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PROBLEM 19-24 


Propose a mechanism for the synthesis of methyl orange. 


Azo compounds bring two substituted aromatic rings into conjugation with an azo 
group, which is a strong chromophore. Therefore, most azo compounds are strongly 
colored, and they make excellent dyes, known as azo dyes. Many common azo dyes 
are made by diazo coupling. 


O 


QO H 


Diazo coupling often takes place in basic solutions because deprotonation of the phe- 
nolic —OH groups and the sulfonic acid and carboxylic acid groups helps to activate 
the aromatic rings toward electrophilic aromatic substitution. Many of the common azo 
dyes have one or more sulfonate (— SO3 ) or carboxylate (—COO_ ) groups on the 
molecule to promote solubility in water and to help bind the dye to the polar surfaces 
of common fibers such as cotton and wool. 


PROBLEM 19-25 


Show how you would convert aniline to the following compounds. 


(a) fluorobenzene (b) chlorobenzene 
(c) 1,3,5-trimethylbenzene (d) bromobenzene 
(e) iodobenzene (f) benzonitrile 
(g) phenol 


(h) ) N=N OH (use aniline and resorcinol) 
L HO 


SUMMARY Reactions of Amines 


1. Reaction as a proton base (Section 19-5) 


H H 
% | 
me + H—X == R—N*#H X 
i H 
base proton acid ammonium salt 


2. Reactions with ketones and aldehydes (Sections 18-14, 18-15, and 19-9) 


i 
Y = Hor alkyl gi imi -N—_ 
“ y Bives an imine Tl _ ao nO. 
Y = OH gives an oxime c + Y—NH, == Cc 
: LN YN 
Y = NHR gives a hydrazone R R’ R R’ 
ketone carbinolamine 


or aldehyde 


Ht 
—r 


7 

C 10 
fr 
R R’ 


derivative 


(continued ) 
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3. Alkylation (Section 19-11) 


oe =f 
R—NH, + R’—CH,—Br —» R—NH,—CH)—R’ Br 


amine primary halide salt of alkylated amine 


4. Acylation to form amides (Section 19-12) 


O O 
ae | pyridine I es 
R’—NH, + R—C > C—NH—R 
amine acid chloride amide 


5. Reaction with sulfonyl chlorides to give sulfonamides (Section 19-13) 


1 I 
R—NH, + CI—S—R’ —> R—NH—S—R’ + HCl 
amine | | 
O O 
sulfonyl chloride sulfonamide 


6. Hofmann and Cope eliminations 
a. Hofmann elimination (Section 19-14) 
Conversion to quaternary ammonium hydroxide 


+s 3 CH3I + 
R—CH,—CH,—NH), *+ R—CH,—CH,—N(CH;); I” 
Ag ,O RE 
£25 R—CH,—CH,—N(CH;); OH 
Elimination _ 
HO ia 7. H—O—H R H 
R c c heat c=c 
i H H :N(CH 
H *N(CH3)3 (C 3)3 
b. Cope elimination of a tertiary amine oxide (Section 19-15) 
“O ae 
Ne HO— N(CH3), 
H :N(CH3)2 i: qe R H 
eracid heat \ Via 
R—-C—C—H =". R-c+-c—H =~ c=c 
or H,02 | | 4 Va Np 
H R H R 
7. Oxidation (Section 19-15) 
a. Secondary amines 
RN—H + H,O, —> R,N—OH + H,0O 
2° amine a 2° hydroxylamine 
b. Tertiary amines 
+ 
RN: ak H,0, —? R3N— oO” oS H,O 
3° amine (or ArCO3H) 3° amine oxide (or ArCOOH) 


Overalkylation is common. 


Hofmann elimination usually 
gives the least substituted 
alkene. 


Cope elimination also 
gives the least 
substituted alkene. 
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8. Diazotization (Section 19-16) 


is NaNO3, HCl + 
R— NH) > R—N=N: Cl 
primary alkylamine alkanediazonium salt 
a“ NaNO, HCI ‘ 
Ar—NH) ———._ Ar—N=N: Cl 
primary arylamine arenediazonium salt 
a. Reactions of diazonium salts (Section 19-17) 
(1) Hydrolysis 
+ H*, heat 
Ar—N=N: Cl" > Ar—OH + Nof + HCl 
H,O 
(II) The Sandmeyer reaction 
ee CuxX 
Ar —N=N: Cl X=CLB,C=N- Ar—X + Not 


(IID) Replacement by fluoride or iodide 


~ HBF, + heat 
Ar—N=N: Cl mm Ar—N=N: BFA —— >: “Ar F + N> + BF; 


KI 
Ar—N=N: Cl ——> Ar—I+ Nf + KCl 
(IV) Reduction to hydrogen 
@ H;PO, 
Ar—N=N: Cl —> Ar—H+ Not 


(V) Diazo coupling 


aR ee oe 
Ar—N=N: + H—Atr’ > Ar—N=N—Ar’ + Ht 
diazonium ion (activated) an azo compound 
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Many methods are available for making amines. Most of these methods derive from 
the reactions of amines covered in the preceding sections. The most common amine 
syntheses start with ammonia or an amine and add another alkyl group. Such a process 
converts ammonia to a primary amine, or a primary amine to a secondary amine, or a 
secondary amine to a tertiary amine. 

‘NH; —>—> R—NH> 


ammonia 1° amine 


\ 
7 


1° or 2° amine 2° or 3° amine 


re ENT 
N—H —-— N—R 
/ 


Reductive amination is the most general amine synthesis, capable of adding a primary 
or secondary alkyl group to an amine. Reductive amination is a two-step procedure. 
First, we form an imine or oxime derivative of a ketone or aldehyde, and then reduce it 
to the amine. In effect, reductive amination adds one alkyl group to the nitrogen atom. 
The product can be a primary, secondary, or tertiary amine, depending on whether the 
starting amine had zero, one, or two alkyl groups. 


N a Va d va 
R—NH, + O=C = N=c reduce > RNC 
1° amine ketone or > ste \ | | % 

aldehyde + H,0 H H 


2° amine 
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Amines 


Primary Amines Primary amines result from condensation of hydroxylamine (zero 
alkyl groups) with a ketone or an aldehyde, followed by reduction of the oxime. 
Hydroxylamine is used in place of ammonia because most oximes are stable, easily 
isolated compounds. The oxime is reduced using catalytic reduction, lithium alumi- 
num hydride, or zinc and HCI. 


N—OH NH, 


| HN—OH | | 
R—C—R’ “as poco SE, pee 


ketone or aldehyde oxime 1° amine 


Examples 


O N—OH NH, 


H,N—OH | Hy 


| | 
CH3CH,CH, 4 C = CH3 H* CH3CH,CH, —S Cc — CH; Ni CH3CH,CH> aa CH a CH; 


pentan-2-one pentan-2-one oxime pentan-2-amine 


O N—OH NH, 
I H,N—OH I (LATE, a 
——= —— —— 
C—H Ht CH (HO 
benzaldehyde benzaldehyde oxime benzylamine 
Secondary Amines Condensation of a primary amine with a ketone or aldehyde 


forms an N-substituted imine (a Schiff base). Reduction of the imine, using either 
LiAIHy, or NaBHy, gives a secondary amine. 


1° amine N—R’ NHR’ 
| R°—NH) I reduction | 
R—C—R’ a ne R—C—R’ > R—CH—R’ 
ketone or aldehyde N-substituted imine 2° amine 
Example 
N—Ph NHPh 
| Ph—NH, | (1) LiAIHy 
CH3;—C—CH, — H3;—C 3 2) H,0 CH3—CH—CH, 
acetone N-isopropylaniline 


(75%) 


Tertiary Amines Condensation of a secondary amine with a ketone or aldehyde gives 
an iminium salt. Iminium salts are frequently unstable, so they are rarely isolated. A 
reducing agent in the solution reduces the iminium salt to a tertiary amine. The reduc- 
ing agent must reduce the iminium salt, but it must not reduce the carbonyl group 
of the ketone or aldehyde. Sodium triacetoxyborohydride [NaBH(OCOCH3)3 or 
NaBH(OAc)3] is less reactive than sodium borohydride, and it reduces the imine faster 
than the carbonyl group. Sodium triacetoxyborohydride has largely replaced the older, 
more toxic reagent, sodium cyanoborohydride (NaBH;3CN). 


2° amine a R—N—R 
” | — =e |. | pr] NaBH Aes Li re 
c nT . CH,COOH . 


ketone or aldehyde iminium salt 3° amine 
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Example H3C CH, H3C CH 
“ \+7 A eee 
N 
H 
HN(CH;)> NaBH(OAc)3 
—_—_> —_———.——> (85%) 
H* CH3;COOH 

cyclohexanone iminium salt N,N-dimethycyclohexylamine 


A recent advancement in reductive amination involves the synthesis of chiral 
amines from prochiral aldehydes and ketones. There are numerous examples of drug 
molecules that feature a chiral amine in their structure, so synthetic methods to prepare 
pure enantiomers of these compounds are important. Asymmetric reductive amination 
involves the use of hydrogen gas in the presence of a chiral transition metal catalyst. 
Since the first report of asymmetric reductive amination in 1999, extensive research has 
been undertaken across the globe to probe the possibilities of this key process. 


SOLVED PROBLEM 19-5 


Show how to synthesize the following amines from the indicated starting materials. 
(a) N-cyclopentylaniline from aniline (b) N-ethylpyrrolidine from pyrrolidine 


SOLUTION 
(a) This synthesis requires adding a cyclopentyl group to aniline (primary) to make a second- 
ary amine. Cyclopentanone is the carbonyl compound. 


H H 
| Ht a H, | 
Ph—N—H + O —> Ph—N Nic Ph—N 


aniline cyclopentanone 

(b) This synthesis requires adding an ethyl group to a secondary amine to make a tertiary 
amine. The carbonyl compound is acetaldehyde. Formation of a tertiary amine by reduc- 
tive amination involves an iminium intermediate, which is reduced by NaBH(OAc) 
(sodium triacetoxyborohydride). 


e @ HH + 7 
N-H+ CHC. == N=C. 


H CH, CH, 
acetaldehyde 


co NaBH(OAc)3 


SS 


pyrrolidine 


PROBLEM 19-26 


Show how to synthesize the following amines from the indicated starting materials by reduc- 
tive amination. 

(a) benzylmethylamine from benzaldehyde 

(b) N-benzylpiperidine from piperidine 

(c) N-cyclohexylaniline from cyclohexanone 

(d) cyclohexylamine from cyclohexanone 

(e) :NH) O 


| 
PhCH,CCH;3 
1-phenylpropan-2-one 


| 
PhCH,CHCH; = from 
(+)-amphetamine 


(f) 
N from piperidine 
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PROBLEM-SOLVING HINT 


Reductive amination is the most 
useful amine synthesis: It adds a 

1° or 2° alkyl group to nitrogen. Use 
an aldehyde to add a 1° group, anda 
ketone to add a 2° group. 


[NaBH(OAc); to make 


tertiary amines] | LiAlHg 


H 4H 


| | 
Y—N—C—R 


R 
1° or 2° group added 


hydroxylamine —— primary amine 
primary amine ——> secondary amine 


secondary amine ——> tertiary amine 
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19-19 Synthesis of Amines by Acylation—Reduction 


The second general synthesis of amines is acylation—-reduction. Like reductive ami- 
nation, acylation—reduction adds one alkyl! group to the nitrogen atom of the starting 
amine. Acylation of the starting amine by an acid chloride gives an amide, which is 
much less nucleophilic and unlikely to over-acylate (Section 19-12). Reduction of the 
amide by lithium aluminum hydride (LiAIH,) gives the corresponding amine. 


O O reduction 
3 ll acylation i) LiATHy - 
R—NH, + CI—C—R aa NH—C—R > R—NH—CH,—R 
: ; : pyridine : (2) H,0 
amine acid chloride — or NaOH amide 7 alkylated amine 


Acylation—reduction converts ammonia to a primary amine, a primary amine to a 
secondary amine, or a secondary amine to a tertiary amine. These reactions are quite 
general, with one restriction: The added alkyl group is always 1° because the carbon 
bonded to nitrogen is derived from the carbonyl group of the amide, reduced to a 
methylene (— CH, — ) group. 


Primary amines 


O O 
| ie ae (1) LiAIH, a 
R—C—Cl + NH; —- R—C—NH), R—CH,—NH) 
; : : ; (2) HO . 
acid chloride ammonia 1° amide 1° amine 
Example 
CH, O . CH3 O CH, 
| | NH; | — (1) LiAIH, | ‘5 
CH3;— CH— CH,—C—Cl > CH3;—CH—CH,—C— NH, @Ho” CH3;— CH— CH, — CH,— NH, 
3-methylbutanoyl chloride 3-methylbutanamide . 3-methylbutan- 1-amine 
Secondary amines 
O 
I ae |. _ ()LiAIHy ss / 
R—C—Cl + R’—NH, > R—C—NH—R (2) HO > R—CH,—NH—R 
acid chloride primary amine N-substituted : 2° amine 
amide 
O 


le ae . 
Example CH,CH,CH,— C— NH CH3CH,CH,— CH,— NH 


NH, 
O 
| (1) LiAIHy 
CH3CH»,CH,—C—Cl + —> @n0 


butanoyl chloride aniline N-phenylbutanamide N-butylaniline 
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Tertiary amines 


O O 
| ee | ae, Cy HARE, ii, 
R—C—Cl + RjsNH > R—C—NR3 (2) HO > R—CH,—NR} 
acid chloride secondary N,N-disubstituted 3° amine 
amine amide 
Example 
Oo. “cl (CH;CH>))N. _(O (CH3CH>).N 
\ 7 ees % 
Ne C CH, 
HN HOCH (1) LiAlHy 
* (CHjCH3)._ ——> @Ho 
benzoyl diethylamine N,N-diethylbenzamide benzyldiethylamine 
chloride 


7 
SOLVED PROBLEM 19-6 
Show how to synthesize N-ethylpyrrolidine from pyrrolidine using acylation—reduction. 
SOLUTION 
This synthesis requires adding an ethyl group to pyrrolidine to make a tertiary amine. The 


acid chloride needed will be acetyl chloride (ethanoy! chloride). Reduction of the amide 
gives N-ethylpyrrolidine. 


O H 
© pyri | | 
Cs a CH” Putidine S: Ug, (DEiAIHy Ss: I 
ae CH Dynne : = 
a * (2) H,0 | 


Cl 
pyrrolidine —_ acetyl chloride 


Compare this synthesis with Solved Problem 19-5(b) to see how reductive amination and 


acylation—reduction can accomplish the same result. 
— 


PROBLEM 19-27 


Show how to synthesize the following amines from the indicated starting materials by 
acylation—reduction. 

(a) N-butylpiperidine from piperidine 

(b) N-benzylaniline from aniline 


19-20 Syntheses Limited to Primary Amines 


Primary amines are the most common class of amines, and they are also used as start- 
ing materials for synthesis of secondary and tertiary amines. Many methods have been 
developed for making primary amines, ranging from simple alkylation of ammonia to 
sophisticated multistep syntheses. We will consider some of the more common syntheses. 


19-20A Direct Alkylation and Gabriel Synthesis 


The Sy2 reaction of amines with alkyl halides is complicated by a tendency for over- 
alkylation to form a mixture of monoalkylated and polyalkylated products (Section 19-11). 
Simple primary amines can be synthesized, however, by adding a halide or tosylate (must 
be a good S72 substrate) to a large excess of ammonia. Because there is a large excess of 


PROBLEM-SOLVING HINT 


Like reductive amination, acylation— 
reduction adds an alkyl group to 
nitrogen. It is more restrictive, 
though, because the group added is 
always 1°. 


1° group added 


ammonia — primary amine 
primary amine —> secondary amine 
secondary amine — tertiary amine 
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ammonia present, the probability that a molecule of the halide will alkylate ammonia is 
much larger than the probability that it will over-alkylate the amine product. 


R—CH,—X +  excessNH; —~> R—CH,—NH, + NHi X™ 


Example 
CH3CH,CH»,CH,CH,— Br + excess NH; —-> CH;CH,CH»,CH»,CH,— NH Sw NHj{ Br 
1-bromopentane pentan- |-amine 


PROBLEM 19-28 


Addition of one equivalent of ammonia to 1-bromoheptane gives a mixture of heptan-1-amine, 
some dialkylamine, some trialkylamine, and even some tetraalkylammonium bromide. 

(a) Give a mechanism to show how this reaction takes place, as far as the dialkylamine. 
(b) How would you modify the procedure to get an acceptable yield of heptan-1-amine? 


In 1887, Siegmund Gabriel (at the University of Berlin) developed the Gabriel 
amine synthesis for making primary amines without danger of over-alkylation. He 
used the phthalimide anion as a protected form of ammonia that cannot alkylate more 
than once. Phthalimide has one acidic N—H proton (pK, 8.3) that is abstracted by 
potassium hydroxide to give the phthalimide anion. 


sot -ot-oF 


phthalimide resonance-stabilized Pan anion 


The phthalimide anion is a strong nucleophile, displacing a halide or tosylate ion from 
a good Sy2 substrate. Heating the N-alkyl phthalimide with hydrazine displaces the 
primary amine, giving the very stable, aromatic — of phthalimide. 


O 
_ R-X \ — NH, | 
alkyl! halide ek heat + R—NH, 
(usually 1°) 
O 
phthalimide anion N-alky] phthalimide aces hydrazide —_ primary amine 
Example O 
iN: Kt O 
CH; CH; CH; 
5 | H)N—NH) 


Br—CH,CH,CHCH; :N—CH,CH,CHCH, H,N—CH,CH>CHCH, 


> 
(phthalimide anion) heat 


O 
isopentyl bromide N-isopentylphthalimide isopentylamine (95%) 
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PROBLEM 19-29 


Show how Gabriel syntheses are used to prepare the following amines. 
(a) benzylamine (b) hexan-1-amine (c) y-aminobutyric acid 


German chemist Siegmund 

Gabriel (1851-1924) carried 
19-20B Reduction of Azides and Nitriles out his doctoral studies under the 
supervision of Robert Bunsen. The 
primary amine synthesis named 
after him is Gabriel's best-known 


Just as Gabriel used the anion of phthalimide to put the nitrogen atom into a primary 
amine, we can use other nucleophiles as well. We need a good nucleophile that can alkyl- 
ate only once and that is easily converted to an amino group. Two good nucleophiles for 
introducing a nitrogen atom are the azide ion and the cyanide ion. Azide ion introduces 
(after reduction) an — NH group, and cyanide ion introduces a —-CH,— NH, group. 


achievement in an outstanding 
career devoted to chemistry. He 


successfully applied his primary 
Formation and Reduction of Azides Azide ion (N3) is an excellent nucleophile that amine synthesis to the prepara- 


displaces leaving groups from unhindered primary and secondary alkyl halides and tion of amino acids and has a long 
tosylates. The products are alkyl azides (RN3), which have no tendency to react further. list of achievements in nitrogen 
Azides are easily reduced to primary amines, either by LiAIHy, or by catalytic hydro- heterocycle chemistry. 
genation. Alkyl azides can be explosive, so they are reduced without purification. 
(1) LiAIH, 
- Sx a on, (2) H,O - 
R—X + Na® ‘N= N= N: —> [R—N=N=N: <—> R—N—N=N:] ea R—NH, 
halide or tosylate sodium azide an alkyl azide vet 1° amine 
(must be 1° or 2°) 
Examples 
eS ae a 
Nat !N=N=N: + -  ()LIiAIHy 
CH»CH> Br 5.2 > CH,CH,—N=N=N: “Oho” CH»CH,—NH> 
1-bromo-2-phenylethane 2-phenylethyl azide 2-phenylethylamine (89%) 
N3 
NaN; (1) LiAIH, 
——_ ——__> 
(2) H,0 
cyclohexyl bromide cyclohexyl azide cyclohexylamine (54%) 


Azide ion also reacts with a variety of other electrophiles. The following example 
shows how an azide ion opens an epoxide, and the product can be reduced to an amino 


alcohol: 
N3 NH) ae 
H aa SI SS Application: Auto Airbags 
Na* :N=N=N: H —H Te — 
xe) facade eager Hal. Most automobile airbags contain sodium 
‘3 50H SOH azide (NaN3) as the propellant. When 
epoxycyclohexane H H accelerometers detect a crash, the 


electronic controller fires the charge of 


: F ee ; yan a ete ws . sodium azide. Sodium azide decomposes 
Formation and Reduction of Nitriles Like the azide ion, cyanide ion (*C=N?) is explosively, generating nitrogen gas that 


a good Sy2 nucleophile; it displaces leaving groups from unhindered primary and  ), the airbag. 
secondary alkyl halides and tosylates. The product is a nitrile (R—C==N), which 2 NaN; —> 2Na + 3N,(g) 
has no tendency to react further. Nitriles are reduced to primary amines by lithium 
aluminum hydride or by catalytic hydrogenation. 
LiAIHy 


R—X + “C=N: —> R—C=N: > R—CH,—NH, 
or H,/catalyst 


halide or tosylate nitrile amine 
(must be 1° or 2°) (one carbon added) 
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Example 
Kt tC=N: (1) LiAlHy oe 
CH3CH,CH, ————>_ CH3CH,CH,—C=N: () HO > CH3CH,CH,—CH,—NH)> 
a I butanenitrile 2 butan-1-amine (70%) 
r 


1-bromopropane 


When the cyano (—C=N) group is added and reduced, the resulting amine has 
an additional carbon atom. In effect, the cyanide substitution-reduction process is like 
adding —-CH, — NH). The following synthesis makes 2-phenylethylamine, which we 
also made by the azide synthesis: 


H ae 


=:C=N: phenylacetonitrile 2-phenylethylamine 


benzyl bromide 


Notice that the starting material in this case has one less carbon atom because the 
cyanide synthesis adds both a carbon and a nitrogen. 

We saw (Section 18-13) that cyanide ion adds to ketones and aldehydes to form 
cyanohydrins. Reduction of the —C=N group of the cyanohydrin provides a way to 
synthesize B-hydroxy amines. 


— OH (1) LiAIHy OH 
> ———————_— 
HCN CN (2) H,0* CH,NH, 


cyclopentanone cyclopentanone 1-(aminomethyl)cyclopentanol 
cyanohydrin 
PROBLEM-SOLVING HINT PROBLEM 19-30 
To convert an alkyl halide (or Show how you would accomplish the following synthetic conversions. 
alcohol, via the tosylate) to an (a) benzyl bromide — benzylamine 
amine, form the azide and reduce. (b) 1-bromo-2-phenylethane — 3-phenylpropan-1-amine 
To convert it to an amine with an (c) pentanoic acid = pentan-|-amine 
additional carbon atom, form the (d) pentanoic acid — hexan-1-amine 


(e) (R)-2-bromobutane — (S)-butan-2-amine 
(f) (R)-2-bromobutane — (S)-2-methylbutan-1-amine 
(g) hexan-2-one — 1-amino-2-methylhexan-2-ol 


nitrile and reduce. In either case, the 
alkyl group must be suitable for Sy2 
displacement. 


19-20C Reduction of Nitro Compounds 

Both aromatic and aliphatic nitro groups are easily reduced to amino groups. The most 
common methods are catalytic hydrogenation and acidic reduction by an active metal. 
Stronger reducing agents, such as LiAlHy, may also be used. 
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H, /catalyst 
catalyst = Ni, Pd, or Pt 


R—NO, NH, 


or active metal and H* 
active metal = Fe, Zn, or Sn 


Examples 


NO, NH, 


CH, CH, 
o-nitrotoluene o-toluidine 
(90%) 


NO, HSO; = *NH; NH, 


| Sn, H,SO, | -OH | 
CH,CH,CH,— CH—CH, ——"—> CH,CH,CH,— CH—CH, > CH,CH,CH,—CH—CH, 


2-nitropentane pentan-2-amine (85%) 


The most common reason for reducing aromatic nitro compounds is to make sub- 
stituted anilines. Much of this chemistry was developed by the dye industry, which 
uses aniline derivatives for azo coupling reactions (Section 19-17) to make aniline 
dyes. Nitration of an aromatic ring (by electrophilic aromatic substitution) gives a nitro 
compound, which is reduced to the aromatic amine. 


HNO3, H,SO4 reduction 
Ar—H = —  Ar—NO, -—~ Ar—NH) 


For example, nitration followed by reduction is used in the synthesis of benzocaine (a 
topical anesthetic), shown below. Notice that the stable nitro group is retained through 
an oxidation and esterification. The final step reduces the nitro group to the relatively 
sensitive amine (which could not survive the oxidation step). 


i i 
CH3 C—OH C—OCH,CH3 
_HNO; | (1) KMn0,“OH CH,CH,OH, H* 
> 
“SO, (2) or © (see Section 11-12) 
nitration oxidation esterification 
NO, NO, 
I 
he: OCH>CH3 C— OCH,CH3 


Zn, HCl 
——§—_— 
CH3CH,OH 
reduction 


NH{ cr 


benzocaine - HCl 
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PROBLEM 19-31 


Show how to prepare the following aromatic amines by aromatic nitration, followed by reduction. You may use benzene and toluene 


as your aromatic starting materials. 
(a) aniline (b) p-bromoaniline (c) m-bromoaniline (d) m-aminobenzoic acid 
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SUMMARY Synthesis of Amines 


1. Reductive amination (Section 19-18) 
a. Primary amines 


*NH) 
reduction | 
——— _ R—CH—R’ 
ketone or aldehyde 1 1° amine 


b. Secondary amines 
>NHR” 


reduction 
R—C—R’ ——— R—CH—R’ 
ketone or aldehyde N-substituted imine 2° amine 
c. Tertiary amines 
+ on 
O R—N—R R—N—R 
lo NaBH(OAc); , 
R’—C—R’* R’—C—R —————— R’—CH—R 
ketone or aldehyde iminium salt 3° amine 


2. Acylation—reduction of amines (Section 19-19) 


O O 


| acylation reduction 
—— 


r lo. e 
R—NH), + R’—C—Cl R’—C—NH—R ———— > R’—CH,—NH—R 
: : : : (1) LiAlHy ; 
amine acid chloride amide (2) H,0 alkylated amine 
(acylated amine) 


3. Alkylation of ammonia (Section 19-20A) 


R—CH,—X + excessNH; ——> R—CH,—NH, + NH} X> 


4. The Gabriel synthesis of primary amines (Section 19-20A) 
O 


Om Kt O 


Oo oie H,NNH> ai 
> > 
n phthalimide anion ve heat a ae 
alkyl halide 1° amine 


O 
N-alkyl1 phthalimide 


5. Reduction of azides (Section 19-20B) 


alkyl azide 


6. Reduction of nitriles (Section 19-20B) 
H,/catalyst or LiAlIHy ae 
R—C=N: > R—CH,—NH, 


nitrile 1° amine 


7. Reduction of nitro compounds (Section 19-20C) 


H,/catalyst 


R—NO), R—NH, 


or active metal and H* 


catalyst = Ni, Pd, or Pt 
active metal = Fe, Zn, or Sn 


8. Nucleophilic aromatic substitution (Section 17-12) 


R—NH, + Ar—X — > R—NH—Ar + HX 


(The aromatic ring should be activated toward nucleophilic attack.) 


Essential Terms 
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acylation 


acetylation: 
acylation-reduction 


amine 


A primary amine: 


A secondary amine: 


A tertiary amine: 


amino group: 


amine oxide 


ammonium salt 


arenediazonium salt 


azide 


base-dissociation 
constant (K,) 


Cope elimination 


O 


Addition of an acyl group (R —C —), usually replacing a hydrogen atom. Acylation of an amine 
gives an amide. (p. 1020) 


R—NH, + CI—C—R’ —~> R—NH—C—R’ + HCl 
amine acid chloride amide 


) 
| 


Acylation by an acetyl group (CH,;—C—). 
A method for synthesizing amines by acylating ammonia or an amine, and then reducing the amide. 
(p. 1040) 


i i 


(1) LiAlH, 
—————— 


. | . 
RON of REG) > RENE COR ane 


amine acid chloride amide 


R—NH—CH,—R’ 
alkylated amine 

A derivative of ammonia with one or more alkyl or aryl groups bonded to the nitrogen atom. 
(p. 998) 

(1° amine) has one alkyl group bonded to nitrogen. 

(2° amine) has two alkyl groups bonded to nitrogen. 

(3° amine) has three alkyl groups bonded to nitrogen. 

H H R’ 


| 
R—N—R’ 
secondary amine 


R—N—H 
primary amine 


R—N—R’ 

tertiary amine 

The —NH; group. If alkylated, it becomes an alkylamino group, — NHR or a dialkylamino group, 
—NR,. (p. 1000) 

An amine with a fourth bond to an oxygen atom. In the amine oxide, the nitrogen atom bears 
a positive charge, and the oxygen atom bears a negative charge. (p. 1028) 

R 


+ 


| 
R—NH,* xX” R—N—R X” 
an ammonium salt R 


an amine oxide a quaternary ammonium salt 


(amine salt) A derivative of an amine with a positively charged nitrogen atom having four bonds. 
An amine is protonated by an acid to give an ammonium salt. (p. 1009) A quaternary ammonium 
salt has a nitrogen atom bonded to four alkyl or aryl groups. (p. 1000) 


An aromatic compound that contains a diazonium cation, Ar— NR3, together with its counterion, 
X-. (p. 1031) 


A compound having the azido group, —Ns3. (p. 1043) 


aes, is tie 
[CH;CH,—N—N=N: <> CH,CH,—N=N=N| 
ethyl azide 


A measure of the basicity of a compound such as an amine, defined as the equilibrium constant 
for the following reaction. The negative log, of K, is given as pK,. (p. 1005) 


H 


Ki |. 
+ H—O—H == R—-N—-H + “OR 
H | 
H 
A variation of the Hofmann elimination, where a tertiary amine oxide eliminates to an alkene 
with a hydroxylamine serving as the leaving group. (p. 1028) 
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diazo coupling The use of a diazonium salt as an electrophile in electrophilic aromatic substitution. (p. 1034) 


Ar—N=N + u{O)-¥ — anan{(C))-y + Ht 


diazonium ion (activated) an azo compound 


diazotization of anamine ‘The reaction of a primary amine with nitrous acid to form a diazonium salt. (p. 1030) 


exhaustive alkylation Treatment of an amine with an excess of an alkylating agent (often methyl iodide) to form the 
quaternary ammonium salt. (p. 1020) 


excess CH3I 


R—N(CH;);. I 


a base 

Gabriel amine synthesis Synthesis of primary amines by alkylation of the potassium salt of phthalimide, followed by 
displacement of the amine by hydrazine. (p. 1042) 

Hofmann elimination Elimination of a quaternary ammonium hydroxide with an amine as the leaving group. The 
Hofmann elimination usually gives the least-substituted alkene. (p. 1024) 


heat H—O—H, RL H 
=: Zo= Cw 
H H + :N(CH3)3 
H *N(CH3)3 
hydroxylamine The compound H,NOH; or generically, an amine in which a hydroxy group is one of the three 
substituents bonded to nitrogen. (p. 1028) 
R 


R—N—OH 
nitrile A compound of formula R—C=N, containing the cyano group, —C=N. (p. 1043) 


nitro compound An organic compound that contains one or more nitro (—NO>;) functional groups. (p. 1044) 

nitrogen inversion (pyramidal inversion) Inversion of configuration of a nitrogen atom in which the lone pair moves 
from one face of the molecule to the other. The transition state is planar, with the lone pair in 
a p orbital. (p. 1002) 

N-nitrosoamine (nitrosamine) An amine with a nitroso group (— NO) bonded to the amine nitrogen atom. The 
reaction of secondary amines with nitrous acid gives secondary N-nitrosoamines. (p. 1031) 

reductive amination The reduction of an imine or oxime derivative of a ketone or aldehyde. One of the most general 
methods for synthesis of amines. (p. 1037) 


O 


| / R”’—NH, : reduction 
R—C—R — > 


ketone or aldehyde N-substituted imine 2° amine 


¢ 
Sandmeyer reaction Replacement of the —N=N group in an arenediazonium salt by a cuprous salt; usually cuprous 
chloride, bromide, or cyanide. (p. 1033) 


Cux " 
(X = Cl, Br, C=N) 


+ 
Ar—N=N: “Cl Ar—X + Not 


sulfonamide An amide of a sulfonic acid. The nitrogen analogue of a sulfonate ester. (p. 1023) 
O 


| 
eae: CH; 


O 


a sulfonamide a p-toluenesulfonamide (a tosylamide) 
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Essential Problem-Solving Skills in Chapter 19 
Each skill is followed by problem numbers exemplifying that particular skill. 


1 Name amines, and draw structures from their names. Problems 19-32, 38, 47, 48, and 52 


2 Interpret the IR, NMR, and mass spectra of amines, and use the spectral 


information to determine the structures. Problems 19-41, 53, 56, 58, and 59 
3 Compare the basicity of amines with other common bases, and explain how their Problems 19-33, 34, 35, 37, 60, 
basicity varies with hybridization and aromaticity. and 61 


4 Describe the trends in the physical properties of amines, and contrast their 
physical properties with those of their salts. Problems 19-36 and 37 


5 Predict the products of reactions of amines with ketones and aldehydes, alkyl 
halides and tosylates, acid chlorides, sulfonyl chlorides, nitrous acid, and oxidizing Problems 19-38, 39, 46, 54, 55, 62, 
agents. Propose mechanisms where appropriate. 63, and 64 


6 Give examples using arenediazonium ion salts in diazo coupling reactions and in 
the synthesis of phenols and aryl chlorides, bromides, iodides, fluorides, and nitriles. | Problems 19-40, 45, and 50 


7 Illustrate the uses and mechanisms of the Hofmann and Cope eliminations, and 


predict the major products. Problems 19-38 and 42 
8 Propose single-step and multistep syntheses of amines from other amines, ketones, Problems 19-40, 42, 43, 44, 45, 47, 
aldehydes, acid chlorides, nitro compounds, alkyl halides, nitriles, and amides. 48, 49, 50, and 51 


9 Show how to convert amines to other functional groups, and devise multistep 
syntheses using amines as starting materials and intermediates. Problems 19-40, 42, 50, and 51 


Study Problems 


19-32 For each compound, 
(1) classify the nitrogen-containing functional groups. 
(2) provide an acceptable name. 


(a) i (b) - A (c) : YNOz (d) C) 
i ai aa aa N Zz + 


NO cl 
CH; 7 N 
on ce! H,¢ CH, 
(e) Oo” (f) Pha—N—CH, (g) SQ (h) NHCH, 


I. | | 
H3;C—N—CH, CH; a" ZA Bro 
CH; 


19-33 Rank the amines in each set in order of increasing basicity. 


eo) 
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19-34 Within each structure, rank the indicated nitrogens by increasing basicity. 


(b) 


O Dp 
HN ae NEt) 
a 
LSD CH, 
(d) 
H 
“iy NEt, 
HN 


ipsapirone, an anxiolytic drug 
19-35 = In each pair of compounds, select the stronger base, and explain your choice. 
(a) HOCH)NH> or CH3NH> (b) PhNH> or PhCH,CH>NH> 


(c) *(d) > or Le 
by SA 
Lh 2 S S 


19-36 = Which of the following compounds are capable of being resolved into enantiomers? 


(a) N-ethyl-N-propylaniline (b) 2-ethylpiperidine (c) 1-ethylpiperidine (d) 1,2,2-triethylaziridine 


(e) _) (f) Cy (g) \ (h) 
N 
N~ cr N7 cr \ \ 
7% : oS H CH, 


H,;C —_-CH,CH; 


19-37 Complete the following proposed acid-base reactions, and predict whether the reactants or products are favored. 


(a) 2 (b) 
6 + HCOOH ——~> Cy + HCOOH -——— 


formic acid formic acid 
H 
pyridine penal 
+ 
(c) SQ (d) NH; Cl- C) 
| + —" 
+ SS oF N —— 
N Cl: N > 
anilinium chloride piperidine 


pyridinium chloride pyrrolidine 


19-38 Predict the products of the following reactions: 
(a) excess NH; + Ph—CH, CH, CH, Br —~> (1) NaN3 
———— 
(2) LiAlHy 
(3) H30* (continued ) 


(b) 1-bromopentane 


19-39 


19-40 


(c) CH, 


7 
N 
Ss + H,0> —? 


(e) (1) excess CHI 
(2) Ag,O 
N. 
(g) NH 
+ NaNO, + HCl —~> 


(3) heat 


(i) CH,—C—Cl 
CH;NH, + Cy t Pyridine, 
(k) NCH; 
I (1) LiAIH, 


H3—(CH,)3—C—CH,CH 
3—(CH)3 2CH3 Ho 


Predict the products of the following reactions: 


NaBH(OA 
(a) butan-2-one + diethylamine Sees, 


(©)... - (1) HCl, NaNO, 

3-nitroaniline }.————_——_—-> 
(2) CuBr 

(e) (1) aniline, H* 

cyclopentanone §=——_____> 
(2) LiAlH4 

(g) O 


H*, EtNH, 
————~§O 
-H,0 


D 
AwwH 9 H 


— 


N Me, 


Show how p-toluidine can be converted to 


the following compounds, using any necessary reagents. 


3 
p-toluonitrile 


CH CH 


3 
p-cresol 


3 


OL (b) cr 
CH CH 


p-methylbenzylamine 


4-methy]-3-nitroaniline 


Study Problems 


(d) product from part (c) oun 


(f) (1) excess CH3I 
roduct from part (e) Oee0 
P P (3) heat 
(h) NO, 
of Zn, HCI 
a 
i) 
(I) LiAIH, 
product from part (i) ——————> 
(2) H,0* 
a CN 
| (1) LiAlH 
A 
Ph—CH,— CH— CH, > 
(2) H,0* 
(b) _,.. NaOCH,CHy 
4-fluoropyridine _———_—_—> 
1) KCN, HCN 
(a) butan-2-one Seen 
(2) LiAIH, 


(f) (1) (CH3)3N: 
ad 


(2) AgoO, heat 


= AON = H 
“Na(OAc),BH a(OAc)3BH 
anit i 
N Me, 


2-bromopentane 


Gh 


p-toluidine 


p- ee 


i 
ion 
CH; 


N-cyclopentyl-p-toluidine 
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19-41 The mass spectrum of tert-butylamine follows shows an intense base peak at m/z 58, and very little else. Use a diagram to 
show the cleavage that accounts for the base peak. Suggest why no molecular ion is visible in this spectrum. 
19-42 Using any necessary reagents, show how you would accomplish the following syntheses. 


(a) O 


H | (b) NH; oT 
RO OO 
— | 


CH CH 
No ‘oH 
oO 
(g) H 
| AB 
COOH C—N 
_ Ion oo 
H,C H3C 
(h) 0 O CH, 


COOH c—cl C—N 
SOCI, HN(CH;), \ 
——— — CH3 
HC H;C HC 


19-43 The following drugs are synthesized using the methods in this chapter and in previous chapters. Devise a synthesis for 
each, starting with any compounds containing no more than six carbon atoms. 
(a) Phenacetin, used with aspirin and caffeine in pain-relief medications. 
(b) Methamphetamine, once considered a safe diet pill, but now known to be addictive and destructive to brain tissue. 
(c) Dopamine, one of the neurotransmitters in the brain. Parkinson’s disease is thought to result from a dopamine deficiency. 


HO 
rf y HCH, 
CH,CH,0 {C)-si— t=, (Orne HO CH,CH,NH, 
phenacetin methamphetamine dopamine 


19-44 Synthesize Novocaine from benzene and any other reagents of four carbons or fewer. 


0 


ae ae 
H,N 


19-45 Synthesize from benzene. (Hint: Some of these require diazonium ions.) 
(a) 4-methylaniline (b) 3-ethylphenol 
(c) 2-ethyl-5-hydroxybenzoic acid (d) 4-ethoxyaniline 

19-46 — Propose mechanisms for the following reactions. 


(a) O N(CH3)9 (b) Hb. Pt 
NaBH(OAc)3 2 > 
Cy + (CH3).NH — = Cy CN Ht 
Oo N 
H 


19-47 


19-48 


19-49 


19-50 


19-51 


19-52 


19-53 
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The two most general amine syntheses are the reductive amination of carbonyl compounds and the reduction of amides. 
Show how these techniques can be used to accomplish the following syntheses. 

(a) benzoic acid — benzylamine (b) benzaldehyde — benzylamine 

(c) pyrrolidine — N-ethylpyrrolidine (d) cyclohexanone — N-cyclohexylpyrrolidine 

(e) HOOC— (CH;)3 — COOH — pentane-1,5-diamine (cadaverine) 


Several additional amine syntheses are effectively limited to making primary amines. The reduction of azides and nitro 
compounds and the Gabriel synthesis leave the carbon chain unchanged. Formation and reduction of a nitrile adds one 
carbon atom. Show how these amine syntheses can be used for the following conversions. 

(a) allyl bromide — allylamine (b) ethylbenzene — p-ethylaniline 

(c) 1-bromo-3-phenylheptane — 3-phenylheptan-1-amine (d) 1-bromo-3-phenylheptane — 4-phenyloctan-1-amine 
Show how you can synthesize the following tertiary amine three different ways, each using a different secondary amine 
and adding the final substituent by 

(a) reductive amination (3 ways). (b) acylation—reduction (3 ways). 


~ 


Pe 


Show how you can synthesize the following compounds starting with benzene, toluene, and alcohols containing no more 
than four carbon atoms as your organic starting materials. Assume that para is the major product (and separable from 
ortho) in ortho, para mixtures. 

(a) pentan-1-amine (b) N-methylbutan-1-amine 

(c) N-ethyl-N-propylbutan-2-amine (d) N-benzylpropan-1-amine 


(e) (f) 3-propylaniline 
Om-O- 


(g) 4-isobutylaniline 


Using any necessary reagents, show how you can accomplish the following multistep syntheses. 


(a) NH, (b) ie 
N 
o- O-O 
CH,CH»CH»CH; CH= CH) 
(c) CH,CH; 


— OOo 


The alkaloid coniine has been isolated from hemlock and purified. Its molecular formula is CgH,7N. Treatment of coniine with 
excess methyl iodide, followed by silver oxide and heating, gives the pure ($)-enantiomer of N,N-dimethyloct-7-ene-4-amine. 
Propose a complete structure for coniine, and show how this reaction gives the observed product. 

A chemist is summoned to an abandoned waste-disposal site to determine the contents of a leaking, corroded barrel. The 
barrel reeks of an overpowering fishy odor. The chemist dons a respirator to approach the barrel and collect a sample, 
which she takes to her laboratory for analysis. 

The mass spectrum shows a molecular ion at m/z 101, and the most abundant fragment is at m/z 86. The IR spec- 
trum shows no absorptions above 3000 cm™!, many absorptions between 2800 and 3000 cm™!, no absorptions between 
1500 and 2800 cm, and a strong absorption at 1200 cm !. The proton NMR spectrum shows a triplet (J = 7 Hz) at 1.0 
and a quartet (J = 7 Hz) at 62.4, with integrals of 17 spaces and 11 spaces, respectively. 

(a) Show what structural information is implied by each spectrum, and propose a structure for the unknown toxic waste. 

(b) Current EPA regulations restrict the disposal of liquid wastes because they tend to leak out of their containers. 
Propose an inexpensive method for converting this waste to a solid, relatively odorless form for reburial. 

(c) Suggest how the chemist can remove the fishy smell from her clothing. 
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*19-54 Pyrrole undergoes electrophilic aromatic substitution more readily than benzene, and mild reagents and conditions are suf- 
ficient. These reactions normally occur at the 2-position rather than the 3-position, as shown in the following example. 
43 ; ; 43 rf 
SnCl 
all. \, + CH;—C—O—C—CH; ——> id \e cis + CH;—C—OH 
) 1 acetic anhydride le iT 
H H oO 
pyrrole 2-acetylpyrrole 
(a) Propose a mechanism for the acetylation of pyrrole just shown. You may begin with pyrrole and the acylium ion, 
CH,— C=O. Be careful to draw all the resonance structures of the intermediate. 
(b) Explain why pyrrole reacts more readily than benzene, and also why substitution occurs primarily at the 2-position 
rather than the 3-position. 
19-55 Section 17-12 showed how nucleophilic aromatic substitution can give aryl amines if there is a strong electron-withdrawing 
group ortho or para to the site of substitution. Consider the following example. 
NO) NO) 
CH;NH, 
—_—__> 
NaHCO; 
NO, NO, 
NHCH; 
(a) Propose a mechanism for this reaction. 
(b) We usually think of fluoride ion as a poor leaving group. Explain why this reaction readily displaces fluoride as the 
leaving group. 
(c) Explain why this reaction stops with the desired product, rather than reacting with another dinitrofluorobenzene. 
19-56 = The following spectra for A and B correspond to two structural isomers. The NMR singlet at 51.16 in spectrum A disappears 
when the sample is shaken with D,O. The singlet at 60.6 ppm in the spectrum of B disappears on shaking with DO. Propose 
structures for these isomers, and show how your structures correspond to the spectra. Show what cleavage is responsible for 
the base peak at m/z 44 in the mass spectrum of A and the prominent peak at m/z 58 in the mass spectrum of B. 
100 ——_—_ OO oO or. Tor oomT 
; A 
80 44 
7 L 
= 60 
3 +t 
5 
za 40 
20 
L M* 73 
0 T ih T jul T aL T T T T T T T T 
10 20 30 40 50 60 70 80 90 100 110 120 130 140 150 160 
mlz 
wavelength (um) 
25 3 3D 4 4.5 5 5.5 6 7 8 9 10 11 12 13 14 15 16 
100 1 { | | 1 1 1 1 1 1 1 | 
INTC AB 
80 
% 
LS 
R 
60] § 
Ss 
M 
[ 
40] 1 
aE 
E 
i 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 


wavenumber (cm!) 
(continued ) 
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200 180 160 140 120 100 80 60 40 20 0 


5 (ppm) 
100 
L B 
80 
Pe 
2 60 
3 |. 58 
5 
B 40 we 
| 73 
20 
0 l L 


10 20° 30° 40. 50 60 70 80 90 100 110 120° 130 140 150 160 
mlz 


wavelength (um) 


2:5 3 35 4 4.5 5 5.5 6 7 8 9 10 I 12 13 14 15 16 
100 DATTA cnane 
80 
% 
aL 
R 
A 
60 Nl | 
M 
1 
i 
40}|| 5 
N 
Cc 
E 
20 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 
wavenumber (cm!) 
B 
(after shaking with DO) 
E ! Nae eee a eeeEnEEEnEnaee SEEREREE? LI [ 
10 9 8 vi 6 5 4 3 2 1 0 


6 (ppm) 


19-57. = An unknown compound shows a weak molecular ion at m/z 87 in the mass spectrum, and the only large peak is at m/z 30. 
The IR spectrum follows. The proton NMR spectrum shows only three singlets: one of area 9 at 60.9, one of area 2 at 61.0, 
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and one of area 2 at 62.4. The singlet at 61.0 disappears on shaking with D,O. Determine the structure of the compound, 
and show the favorable fragmentation that accounts for the ion at m/z 30. 


wavelength (um) 


2.5 3 3:5 4 4.5 5 5.5 6 7 8 9 10 ala 12 13 14 15 16 
100 Ml I ey I BERRES>="5 RPSEREES= "P= 1 | 1 [ 1 1 1 i Lo 
80 A 
i |! 
i 
R 
A 
60] 
1 | 
1 
40)|||7 | 
N 
c 
Ey 
20 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 
wavenumber (cm!) 

*19-58 A compound of formula C;;H)¢N> gives the IR, "AH NMR, and '3C NMR spectra shown. The proton NMR peak at 62.0 
disappears on shaking with D,O. Propose a structure for this compound, and show how your structure accounts for the 
observed absorptions. 

wavelength (um) 
2.5 3 3:5 4 4.5 5 5.5 6 8 9 10 iF 12 13 14 15 16 
100 MU) jHtames ea 
nine 
80 
% 
T 
R 
A 
60])||N | 
s 
M 
I 
u 
40} T 
A 
N 
: 
Is 
20 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 
wavenumber (cm7!) 
200 180 160 140 120 100 80 60 40 20 0 
SESE EERE EEE ESS SSS See SSlSSs aS SSloRae 
10 9 8 7 6 5 
6 (ppm) 
*19-59 (A true story.) A drug user responded to an ad placed by a DEA informant in a drug-culture magazine. He later flew from 


Colorado to Maryland, where he bought some 1-pheny1l-2-propanone (P2P) from the informant. The police waited nearly 
a month for the suspect to synthesize something, then obtained a search warrant, and searched the residence. They found 
the unopened bottle of P2P; apparently, the suspect was not a good chemist and was unable to follow the instructions the 
informant gave him. They also found pipes and bongs with residues of marijuana and cocaine, plus a bottle of methyl- 
amine hydrochloride, some muriatic acid (dilute HCl), zinc strips, flasks, and other equipment. 


19-60 


*19-61 


*19-62 


*19-63 
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(a) Assume you are consulting for the police. Show what synthesis the suspect was prepared to carry out, to provide 
probable cause for the charge of attempting to manufacture a controlled substance. 

(b) Assume you are a member of the jury. Would you convict the defendant of attempting to manufacture a controlled 
substance? 

(a) Guanidine (shown) is about as strong a base as hydroxide ion. Explain why guanidine is a much stronger base than 
most other amines. 

(b) Show why p-nitroaniline is a much weaker base (3 pK, units weaker) than aniline. 

(c) Explain why N,N,2,6-tetramethylaniline (shown) is a much stronger base than N,N-dimethylaniline. 


H2C CH. H3C CH 
3 \ 7 3 3 \ A 3 
N N 
1° HC CH; 
H,N—C—NH, 
guanidine N,N,2,6-tetramethylaniline N, N-dimethylaniline 


Basicity depends on availability of an electron pair to bond a proton. Correlate structural effects in these amines with their 
basicities. 
(a) Explain this order: 


N(CH3)o 


N N 
(b) Explain: 
O,N ,& 54, is a stronger base than ON @ ( \ NH) 


(c) The pK, of this compound is —2.3, making it not only a stronger base than a typical aniline, but even stronger than 
hydroxide ion. Explain its remarkable basicity. 


(CH3CH3).N N(CH2CH3)9 


HCO ; ; OCH, 


In Section 19-10B, we saw that pyridine undergoes electrophilic aromatic substitution reluctantly, requiring strong condi- 
tions and giving disappointing yields. In contrast, pyridine N-oxide undergoes EAS under moderate conditions, giving 
good yields of substitution on C2 and C4. Explain this surprising difference. 


a io ia 
Nt Nt E Nt 
SS Ff S S 
ZA ZA ZA 
E 


Reductive amination of aldehydes and ketones is a versatile method for attaching alkyl groups to amines, but the alkyl 
group is restricted to a 1° or 2° carbon by this method. Prof. Phil Baran of Scripps Research Institute has reported (Science, 
2015, 348 (6237), 886-891) a novel way to reduce an aromatic nitro group and add the resulting amine to an alkene so that 
the aromatic amine is bonded to a 3° carbon—all in a continuous sequence of reactions. For example: 


NO, wwX< 


oe 56% yield 
rs ial? > #0, HOMag . cannot be made by reductive 
PhSiH3 60°C, 1 hr. amination or by direct 


alkylation of the amine 
EtOH, 60°C, thr. 
OCH; OCH; 
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Predict the products using these starting materials, all of which are reported in this paper. 


) (b) NO, 
NO, 
oO 
ec §6Cl O (d) NO, Z 
NO) AW 
+ HN + 
a a 
HO 


19-64 Show how the substituents containing the azo group (N=N) can facilitate both electrophilic and nucleophilic aromatic 


substitution. 
(a) ea a (b) fe) ) 

en ok 

N™ O-t-Bu N~ ~O-+-Bu 

i I 
sen Ety)NH Ly 
“CF, 3 
ave = 74% yield 
‘0 


A. Hafner and S. Brase, Angewandte Chemie Int. Ed., | M. Heinrich et al., Journal of Organic Chemistry, 2012, 77, 1520. 
2012, 57, 3713. 


19-65 = Macrolide antibiotics all have large rings (macrocycle) in which an ester makes the ring; a cyclic ester is termed a lactone. 
One example is erythromycin A, first isolated from soil bacteria in the 1950s. Over time, some pathogenic bacteria have 
developed resistance to erythromycin by evolving an enzymatic mechanism to cleave the macrocycle at the ketone. 

To counter this resistance, chemists modified the erythromycin structure to replace the ketone with an amine that the 
bacteria could not detoxify. This modified antibiotic, azithromycin, trade name Zithromax®, is one of the most prescribed 


drugs in the world for respiratory infections. 


erythromycin A azithromycin (Zithromax®) 


(a) Identify the lactone group in each structure that merits the classification as macrolides. 

(b) Two groups are circled. What type of functional group are they? Explain. 

(c) Identify the ketone in erythromycin targeted by bacteria as the site for detoxification. 

(d) Identify the amine in azithromycin. What type of amine is it? 

(e) From what you know about the reactivity of ketones and amines, why was an amine a good choice to be the 
“chemical opposite of a ketone’? 


Carboxylic Acids 


H 
\ 


H, £ 
A O 
HC” ae SH 
O 
(S)-lactic acid 


a ©? 


(S)-lactic acid 


20-1 Introduction 


The combination of a carbonyl group and a hydroxyl on the same carbon atom is called 
a carboxyl group. Compounds containing the carboxyl group are distinctly acidic and 
are called carboxylic acids. 


1 I 
—C—O0—H. R—C—O—H 


carboxyl group carboxylic acid 


R—COOH R—CO,H 


condensed structures 


Carboxylic acids are classified according to the substituent bonded to the carboxyl 
group. An aliphatic acid has an alkyl group bonded to the carboxyl group, and an 
aromatic acid has an aryl group. The simplest acid is formic acid, with a hydrogen 
atom bonded to the carboxyl group. Fatty acids are long-chain aliphatic acids derived 
from the hydrolysis of fats and oils (Section 20-6). 


1 1 1 
i—Cc-6=8 cHi—cH—c—o—8 (C)-c-o-n 


formic acid 


benzoic acid 
(an aromatic acid) 


propionic acid 
(an aliphatic acid) 


A carboxylic acid donates protons by heterolytic cleavage of the acidic O—H bond to 
give a proton and a carboxylate ion. We consider the ranges of acidity and the factors 
affecting the acidity of carboxylic acids in Section 20-4. 


O O 


| 
HO < R—-C—O- 


carboxylate ion 


| 
R—C—O—H + 


carboxylic acid 


+ HOt 


CH,(CH,),.—C— 


Goals for Chapter 20 


1 Draw and name carboxylic acids 
and dicarboxylic acids, and use 
spectral information to determine 
their structures. 


2 Describe the trends in the acidity 
and physical properties of carboxylic 
acids, and explain how their acidity 
varies with their substituents. 


3 Propose single-step and multistep 
syntheses of carboxylic acids from 
compounds containing other 
functional groups. 


4 Predict the products and propose 
mechanisms for the reactions of 
carboxylic acids with reducing 
agents, alcohols, amines, and 
organometallic reagents. 


5 Propose multistep syntheses 
using carboxylic acids and acid 
chlorides as starting materials and 
intermediates. 


<< When muscles must generate energy 
quickly, as in a sprint, they metabolize 
glucose to (S)-lactic acid. The pK, of 
lactic acid is 3.86, which implies that 
the acid is present as its carboxylate ion 
(lactate ion) at a typical body pH of 7.4. 
Under intense exertion, the muscles 
produce lactate faster than it can be 
removed, so the lactate concentration 
rises from its usual value of 1-2 mmol/L 
to as high as 20 mmol/L. For many 
years, scientists believed that muscle 
fatigue resulted from the increased 
concentration of lactic acid. 


O—H 


stearic acid 
(a fatty acid) 
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20-2 Nomenclature of Carboxylic Acids 


As with most organic compounds, carboxylic acids have both common names and 
systematic (IUPAC) names. Because carboxylic acids have been known for hundreds 
of years, their common names are firmly entrenched in everyday usage. These names 
also appear in the names of biomolecules derived from fatty acids. Thus, learning these 
names is very useful for later study. 


20-2A Common Names 


Several aliphatic carboxylic acids have been known for centuries, and their common 
names reflect their historical sources. Formic acid was extracted from ants: formica in 
Latin. Acetic acid was isolated from vinegar, called acetum (“sour”) in Latin. Propionic 
acid was considered to be the first fatty acid, and the name is derived from the Greek 
protos pion (“first fat’). Butyric acid results from the oxidation of butyraldehyde, the 
principal flavor of butter: butyrum in Latin. Caproic, caprylic, and capric acids are 
found in the skin secretions of goats: caper in Latin. The names and physical properties 
of some carboxylic acids are listed in Table 20-1. 

In common names, the positions of substituents are named using Greek letters. 
Notice that the lettering begins with the carbon atom next to the carboxy! carbon, the 
a carbon. With common names, the prefix iso- is sometimes used for acids ending 
in the — CH(CH3), grouping. 


! 
=U] C=C —C—]— CC — on 
é é y B a 


Cl O NH 


|| it 1 T” 1 


| | 
CH,—CH—C— OH CH,— CH,—CH,— C— OH CH,—CH—CH,—C— OH 
B a y B a y 


B a 


a-chloropropionic acid y-aminobutyric acid isovaleric acid 


(6 -methylbutyric acid) 


TABLE 20-1 Names and Physical Properties of Carboxylic Acids 


Solubility 
IUPAC Name Common Name Formula mp (°C) bp (°C) (g/100 g HO) 
methanoic formic HCOOH 8 101 o (miscible) 
ethanoic acetic CH3COOH 17 118 oe 
propanoic propionic CH3;CH,COOH —21 141 20 
prop-2-enoic acrylic H,C=CH— COOH 14 141 00 
butanoic butyric CH3(CH2),COOH —6 163 00 
2-methylpropanoic isobutyric (CH3),CHCOOH —46 155 23.0 
trans-but-2-enoic crotonic CH3;— CH=CH — COOH 71 185 8.6 
pentanoic valeric CH3(CH2)3COOH —34 186 3.7 
2,2-dimethylpropanoic pivalic (CH3)3C — COOH 35 164 2.5 
hexanoic caproic CH3(CH2)4COOH —4 206 1.0 
octanoic caprylic CH3(CH2)6COOH 16 240 0.7 
decanoic capric CH3(CH2)gCOOH Si 269 0.2 
dodecanoic lauric CH3(CH2);g COOH 44 i (insoluble) 
tetradecanoic myristic CH3(CH2);»COOH 54 i 
hexadecanoic palmitic CH3(CH>),4COOH 63 i 
octadecanoic stearic CH3(CH2);6 COOH 72 i 
benzoic benzoic Co6HsCOOH 122 249 0.3 


20-2. Nomenclature of Carboxylic Acids 


20-2B IUPAC Names 


The IUPAC nomenclature for carboxylic acids uses the name of the alkane that 
corresponds to the longest continuous chain of carbon atoms. The final -e in the 
alkane name is replaced by the suffix -oic acid. The chain is numbered, starting 
with the carboxyl carbon atom, to give positions of substituents along the chain. In 
naming, the carboxyl group takes priority over any of the other functional groups we 
have discussed. 


I 
C=—€—C—C—C—C—0H 
6 R) 4 3 2 1 
O O 
| 2 I 
O ‘ ‘ CH,C te 
| 
H—C—OH CH,—C—OH Sc a eae a CH 
IUPAC name: methanoic acid ethanoic acid 2-cyclohexylpropanoic acid 2-acetylpentanoic acid 
common name: formic acid acetic acid a-cyclohexylpropionic acid a-acetylvaleric acid 
ile 1 L 1 i ] 
CH,—CH,;—-CH,—C—OH CH,—CH,—CH—CH,—C—OH  CH,—CH—CH,—C—OH 
4 3 2 I fe) 4 3 2 1 4 3 2 1 
IUPAC name: 4-aminobutanoic acid 3-phenylpentanoic acid 3-methylbutanoic acid 
common name: y-aminobutyric acid B-phenylvaleric acid isovaleric acid 


Unsaturated acids are named using the name of the corresponding alkene, with the 
final -e replaced by -oic acid. The carbon chain is numbered starting with the carboxyl 
carbon, and a number gives the location of the double bond. The stereochemical terms 
cis and trans (and Z and E£) are used as they are with other alkenes. Cycloalkanes with 
— COOH substituents are generally named as cycloalkanecarboxylic acids. 


COOH 


J4  3N v aN. CH, 
H3C CH,— COOH H COOH 
2 1 1 CH, 
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old IUPAC name: (£)-4-methyl-3-hexenoic acid trans-3-phenyl-2-propenoic acid 3,3-dimethylcyclohexanecarboxylic acid 


new IUPAC name: (£)-4-methylhex-3-enoic acid (E)-3-phenylprop-2-enoic acid 


(cinnamic acid) 


Aromatic acids of the form Ar— COOH are named as derivatives of benzoic acid, 
Ph— COOH. As with other aromatic compounds, the prefixes ortho-, meta-, and para- 
may be used to give the positions of additional substituents. Numbers are used if there 
are more than two substituents on the aromatic ring. Common names of substituted 
naphthalenes often use a and 6 for the | and 2 positions, respectively. Many aromatic 
acids have historical names that are unrelated to their structures. 


COOH 


on jou or ous P 
H,N OH H,C 


benzoic acid p-aminobenzoic acid o-hydroxybenzoic acid p-methylbenzoic acid a-naphthoic acid 
(salicylic acid) (p-toluic acid) 
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HO— 


20-2C Nomenclature of Dicarboxylic Acids 


Common Names of Dicarboxylic Acids A dicarboxylic acid (also called a diacid) is 
a compound with two carboxyl groups. The common names of simple dicarboxylic 
acids are used more frequently than their systematic names. A common mnemonic for 
these names is “Oh my, such good apple pie,” standing for oxalic, malonic, succinic, 
glutaric, adipic, and pimelic acids. The names and physical properties of some dicar- 
boxylic acids are given in Table 20-2. 

Substituted dicarboxylic acids are given common names using Greek letters, as 
with the simple carboxylic acids. Greek letters are assigned beginning with the carbon 
atom next to the carboxyl group that is closer to the substituents. 


Br O OQ CH, Ph O 


| | | | | 
C—CH,—CH—CH,—CH,—-C—OH | HO—C—CH—CH—CH,—C—OH 
a B a B 
$-bromoadipic acid a-methyl-6-phenylglutaric acid 


Benzenoid compounds with two carboxyl groups are named phthalic acids. 
Phthalic acid itself is the ortho isomer. The meta isomer is called isophthalic acid, and 
the para isomer is called terephthalic acid. 


COOH HOOC COOH COOH 


COOH HOOC 


o-phthalic acid m-phthalic acid p-phthalic acid 
phthalic acid isophthalic acid terephthalic acid 


IUPAC Names of Dicarboxylic Acids Aliphatic dicarboxylic acids are named simply 
by adding the suffix -dioic acid to the name of the parent alkane. For straight-chain 
dicarboxylic acids, the parent alkane name is determined by using the longest continu- 
ous chain that contains both carboxyl groups. The chain is numbered beginning with 
the carboxyl carbon atom that is closer to the substituents, and these numbers are used 
to give the positions of the substituents. 


Tt 1 Tie | 


HO 


| 
C—CH,—CH—CH,—CH,—C—OH | HO—C—CH—CH—CH,—C—OH 
i 2 a 4 5 6 1 2 3 4 | 


3-bromohexanedioic acid 2-methyl-3-phenylpentanedioic acid 


TABLE 20-2 Names and Physical Properties of Dicarboxylic Acids 


Common Solubility 
IUPAC Name Name Formula mp (°C) (g/100 g HO) 
ethanedioic oxalic HOOC — COOH 189 decomposes 14 
propanedioic malonic HOOCCH,COOH 136 74 
butanedioic succinic HOOC(CH>),COOH 185 8 
pentanedioic glutaric HOOC(CH>)3COOH 98 64 
hexanedioic adipic HOOC(CH?)4COOH 151 2 
heptanedioic pimelic HOOC(CH2);COOH 106 
cis-but-2-enedioic maleic cis-HOOCCH = CHCOOH 130.5 719 
trans-but-2-enedioic fumaric trans-HOOCCH = CHCOOH 302 sublimes 0.7 
benzene-1,2-dicarboxylic phthalic 1,2-C6H4(COOH)> 231 0.7 
benzene-1,3-dicarboxylic isophthalic 1,3-C6H4(COOH) 348 0.54 


benzene-1,4-dicarboxylic terephthalic 1,4-C6H,(COOH), 300 sublimes 0.002 
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The system for naming cyclic dicarboxylic acids treats the carboxyl groups as 
substituents on the cyclic structure. 


COOH 
a COOH 


7 OCR COOH 
old IUPAC name: — trans-1,3-cyclopentanedicarboxylic acid 1,3-benzenedicarboxylic acid 
new IUPAC name: (1R,3R)-cyclopentane-1,3-dicarboxylic acid  benzene-1,3-dicarboxylic acid 


Va 


PROBLEM 20-1 


Draw the structures of the following carboxylic acids. 


(a) B-methylbutyric acid (b) 3-bromobutanoic acid 
(c) 2-aminopentanoic acid (d) trans-4-phenylbut-2-enoic acid 
(e) cis-2-methylcyclohexanecarboxylic acid (f) 2,3-diethylfumaric acid 
(g) o-chlorobenzoic acid (h) 4-methylphthalic acid 
(i) a@-aminoadipic acid (j) 2-chloroheptanedioic acid 
| &) 3-oxoheptanoic acid (1) 3-phenylpropanoic acid 


{ PROBLEM 20-2 


Name the following carboxylic acids (when possible, give both a common name and a 
systematic name). 
CH,CH, (c) COOH 


) I 
~~ coon AA a 
aa NO, 
(d) ou (e) COOH 
“COOH HOOC” Ss : 
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Structure of the Carboxyl Group The structure of the most stable conformation of 
formic acid is shown next. The entire molecule is approximately planar. The sp” 
hybrid carbonyl! carbon atom is planar, with nearly trigonal bond angles. The O—H 
bond also lies in this plane, eclipsed with the C—O bond. 


ash O 132A 
125° : ‘ 
124° i : 2 “|| /0.97A 
Cs 110A 
CY LH 
ao H 
bond angles bond lengths 


It seems surprising that an eclipsed conformation is most stable. It appears that one of 
the unshared electron pairs on the hydroxy oxygen atom is delocalized into the elec- 
trophilic pi system of the carbonyl group. We can draw the following resonance forms 
to represent this delocalization: 


PROBLEM-SOLVING HINT 


The nomenclature of carboxylic 


acids is reviewed in Appendix 5, the 
Summary of Organic Nomenclature. 
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On—O 
VA ™ 


—R 
& W 
Oey” 


hydrogen-bonded acid dimer 


RC 


Boiling Points Carboxylic acids boil at considerably higher temperatures than do 
alcohols, ketones, or aldehydes of similar molecular weights. For example, acetic acid 
(MW 60) boils at 118 °C, propan-1-ol (MW 60) boils at 97 °C, and propionaldehyde 
(MW 58) boils at 49 °C. 


i 1 
acetic acid, bp 118 °C propan-1-ol, bp 97 °C propionaldehyde, bp 49 °C 


The high boiling points of carboxylic acids result from formation of a stable, hydrogen- 
bonded dimer. This dimer contains an eight-membered ring joined by two hydrogen 
bonds, effectively doubling the molecular weight of the molecules leaving the liquid 
phase, and requiring more energy (higher temperature) to boil. 


Melting Points The melting points of some common carboxylic acids are given 
in Table 20-1. Acids containing more than eight carbon atoms are generally solids, 
unless they contain double bonds. The presence of double bonds (especially cis double 
bonds) in a long chain impedes formation of a stable crystal lattice, resulting in a 
lower melting point. For example, both stearic acid (octadecanoic acid) and linoleic 
acid (cis, cis-octadeca-9,12-dienoic acid) have 18 carbon atoms, but stearic acid melts 
at 70 °C and linoleic acid melts at —5 °C. 


H HH H 
Se New O 
! 7 eee 4 me 
CH;—(CH)),;,.—C—OH CH;3(CH>),4 CH, (CH,)7—C—OH 
stearic acid, mp 70 °C linoleic acid, mp —5 °C 


The melting points of dicarboxylic acids (Table 20-2) are relatively high. With two 
carboxy] groups per molecule, the forces of hydrogen bonding are particularly strong 
in diacids; a high temperature is required to break the lattice of hydrogen bonds in the 
crystal and melt the diacid. 


Solubilities Carboxylic acids form hydrogen bonds with water, and the lower- 
molecular-weight acids (up through four carbon atoms) are miscible with water. As 
the length of the hydrocarbon chain increases, water solubility decreases until acids 
with more than 10 carbon atoms are nearly insoluble in water. The water solubilities of 
some simple carboxylic acids and diacids are given in Tables 20-1 and 20-2. 

Carboxylic acids are very soluble in alcohols because the acids form hydrogen 
bonds with alcohols. Also, alcohols are not as polar as water, so the longer-chain 
acids are more soluble in alcohols than they are in water. Most carboxylic acids 
are quite soluble in relatively nonpolar solvents such as chloroform because the 
acid continues to exist in its dimeric form in the nonpolar solvent. Thus, the 
hydrogen bonds of the cyclic dimer are not disrupted when the acid dissolves in a 
nonpolar solvent. 
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Many of the properties and reactions of carboxylic acids relate to their acidity. Chapter 2 
covered a wide variety of factors that influence the strength of acids in general. Here, we 
emphasize the factors that affect the relative acidity of carboxylic acids and substituted 
carboxylic acids. 


20-4A Measurement of Acidity 


A carboxylic acid may dissociate in water to give a proton and a carboxylate ion. 
The equilibrium constant K, for this reaction is called the acid-dissociation constant. 
The pK, of an acid is the negative logarithm of K,, and we commonly use pK, as an 
indication of the relative acidities of different acids (Table 20-3). 


TABLE 20-3 Values of K, and pK, for Carboxylic Acids and Dicarboxylic Acids 
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Formula Name Values 
Simple carboxylic acids 
K, (at 25 °C) pK, 
HCOOH formic acid 1.77X 107+ 3.75 
CH;COOH acetic acid 1.76 10° 4.74 
CH3;CH,COOH propionic acid 1.34 10° 4.87 
CH3(CH2)2COOH butyric acid 1.54 10° 4.82 
CH3(CH)3COOH pentanoic acid 1.52X 10° 4.81 
CH3(CH,)4COOH hexanoic acid 131X10° 4.88 
CH3(CH,)¢COOH octanoic acid 1.28 10° 4.89 
CH3(CH,)gCOOH decanoic acid 1.43 x 10° 4.84 
C.HsCOOH benzoic acid 6.46 10° 4.19 
p-CH3Cs5H,COOH p-toluic acid 4.33 x 10> 4.36 
p-ClCgH,COOH p-chlorobenzoic acid 1.04 x 107+ 3.98 
p-NO,C.H,COOH p-nitrobenzoic acid 3.93 x 104 3.41 
Dicarboxylic acids 
Kay PKat Kyo pK. 
HOOC— COOH oxalic 5.4X 107 1.27 5.2X 10° 4.28 
HOOCCH,COOH malonic 14x 10° 2.85 2.0x 10° 5.70 
HOOC(CH»),COOH succinic 6.4 10> 4.19 23x 10° 5.64 
HOOC(CH,);COOH glutaric 4.5X 10° 4.35 3.8 X 10°° 5.42 
HOOC(CH,),COOH adipic 3.7X 10° 4.43 3.9x 10° 5.41 
cis-HOOCCH = CHCOOH maleic 1.0X 107 2.00 5.5X 107 6.26 
trans-HOOCCH = CHCOOH fumaric 9.6x 10+ 3.02 4.1 10° 4.39 
1,2-C¢6H4(COOH), phthalic 1.110% 2.96 4.0x 10° 5.40 
1,3-C6H,(COOH), isophthalic 24x 10+ 3.62 2.5X 10° 4.60 
1,4-C6H,(COOH), terephthalic 2.9x 10+ 3.54 3.5X 10° 4.46 
O O 
ne a + HO —& eae + H,O+ 


[R—CO,-][H,O*] 


pk, = 


a 


[R—CO,H] 
> logio K, 


Values of pK, are about 5 (K, = 10°) for simple carboxylic acids. For example, 
acetic acid has a pK, of 4.7 (K, = 1.8 X 10°). Although carboxylic acids are not as 
strong as most mineral acids, they are still much more acidic than other functional groups 
we have studied. For example, alcohols have pK, values in the range 16 to 18. Acetic acid 
(pK, = 4.74) is about 10!! times as acidic as the most acidic alcohols! In fact, concen- 


trated acetic acid causes acid burns when it comes into contact with the skin. 


Dissociation of either an acid or an alcohol involves breaking an O—H bond, but 
dissociation of a carboxylic acid gives a carboxylate ion with the negative charge spread 
out equally over two oxygen atoms, compared with just one oxygen in an alkoxide ion 
(Figure 20-1). This charge delocalization makes the carboxylate ion more stable than 
the alkoxide ion; therefore, dissociation of a carboxylic acid to a carboxylate ion is less 
endothermic than dissociation of an alcohol to an alkoxide ion. 
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ie ae som K, = 16 
R—O—H + HO: ~<=?- R—O: + H,O* ee Har 
alcohol alkoxide 
; O: oO 
I Ya : pK,=5 
R—C—O—H + H,O: <= |R—C <> R—-C + H,0* (x2 10-5) 
acid ‘or O 
carboxylate 
R—O- + H,O* 
| R—OH + H,O | or 
H 
aa R—C + H,0t 
bo Xe ° 
a R—COOH + H,O stabilization Oo 
= of 
carboxylate 


FIGURE 20-1 — Stability of carboxylate ions. Carboxylic acids are more acidic than alcohols because carboxylate 
ions are more stable than alkoxide ions. A carboxylate ion has its negative charge delocalized over two oxygen 
atoms, compared with only one oxygen atom bearing the negative charge in an alkoxide ion. 


The carboxylate ion can be visualized either as a resonance hybrid (as in Figure 20-1) 
or as a conjugated system of three p orbitals containing four electrons. The carbon atom 
and the two oxygen atoms are sp” hybridized, and each has an unhybridized p orbital. 
Overlap of these three p orbitals gives a three-center 7 molecular orbital system. There is 
half of a 7 bond between the carbon and each oxygen atom, and there is half of a negative 
charge on each oxygen atom (Figure 20-2). 

Table 20-3 lists pK, values for dicarboxylic acids in addition to those for simple 
carboxylic acids. Diacids have two dissociation constants: K,, is for the first dissocia- 
tion, and K,, is for the second dissociation, to give a dianion. The second carboxyl 
group is much less acidic than the first (Kz. << K,,) because extra energy is required 
to create a second negative charge close to another, mutually repulsive, negative charge. 
This repulsive effect decreases as the chain gets longer. 


O O 
a a rr ey ee re 
rs rs 
/ ~cH7 \ / ~cH7 \ / ~cH7 \ 
HO CH ‘on -o° CH. ‘oH “Ceo 
malonic acid Ky, = 1.4x 1073 anion Ky = 2.0 x 107° dianion 
+ 2 H,O + H,0+ + H,O +2 H3,0* 
FIGURE 20-2 = Structure of the 
acetate ion. Each C—O bond has i 
a bond order of # from one « bond 02 a 
and half a a bond. Each oxygen atom Ve He 
bears half of the negative charge. CH, re nx 
S¢ I 
‘O om H 


20-4B Substituent Effects on Acidity 


Any substituent that stabilizes the negatively charged carboxylate ion promotes 
dissociation and results in a stronger acid. Electronegative atoms enhance the strength 
of an acid by withdrawing electron density from the carboxylate ion. This inductive 


20-4 Acidity of Carboxylic Acids 


effect can be quite large if one or more strongly electron-withdrawing groups are pres- 
ent on the a carbon atom. For example, chloroacetic acid (CICH,; — COOH) has a pK, 
of 2.86, indicating that it is a stronger acid than acetic acid (pK, = 4.74). Dichloroacetic 
acid (Cl1,CH— COOH) is stronger yet, with a pK, of 1.26. Trichloroacetic acid 
(Cl,;C — COOH) has a pK, of 0.64, comparable in strength to some mineral acids. 
Table 20-4 lists values of K, and pK, for some substituted carboxylic acids, showing 
how electron-withdrawing groups enhance the strength of an acid. 

The magnitude of a substituent effect depends on its distance from the carboxyl 
group. Substituents on the a carbon atom are most effective in increasing acid strength. 
More distant substituents have smaller effects on acidity, showing that inductive effects 
decrease rapidly with distance. 


H O 


| | | | 
os a 


H O Cl 
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PROBLEM-SOLVING HINT 


These effects on acidity were 
covered in more detail in Sections 


2-9 through 2-12. You may want to 
review those sections if any of this 
material seems unfamiliar. 


| | 
a 


H H Cl Cl 
acetic acid chloroacetic acid dichloroacetic acid trichloroacetic acid 
pK, = 4.74 pK, = 2.86 pk, = 1.26 pK, = 0.64 
t 1 { 1 TY 
CH,—CH,—CH,—C—OH  CH,—CH—CH,—C—OH  CH,—CH,—CH—C—OH 


3-chlorobutanoic acid 
pK, = 4.05 


4-chlorobutanoic acid 
pK, = 4.52 


Substituted benzoic acids show similar trends in acidity, with electron-withdrawing 
groups enhancing the acid strength and electron-donating groups decreasing the acid 
strength. These effects are strongest for substituents in the ortho and para positions. 


TABLE 20-4 Values of K, and pK, for Substituted Carboxylic Acids 


Acid K, pK, 
F,CCOOH 5.9 X 107! 0.23 
Cl,CCOOH 2.3 X 107! 0.64 stronger acids 
Cl1,CHCOOH 5.5 X 1072 1.26 
O,N—CH,COOH 2.1.x 107 1.68 
NCCH,COOH 3.4 X 10-3 2.46 
FCH,COOH 2.6 X 1073 2.59 
CICH,COOH 1.4 xX 104 2.86 
CH,CH,CHCICOOH 14x 103 2.86 
BrCH,COOH 1.3 X 103 2.90 
ICH,COOH 6.7 X 1074 3.18 
CH,OCH,COOH 2.9 X 10-4 3.54 
HOCH,COOH 1.5 X 1074 3.83 
CH,CHCICH,COOH 8.9 X 10-5 4.05 
PhCOOH 6.46 X 10-5 4.19 
PhCH,COOH 4.9 X 10> 4.31 i 
CICH,CH,CH,COOH 3.0 X 10> 4.52 
CH,COOH 1.8 X 1075 4.74 


CH,CH,CH,COOH 1.5 X 1075 4.82 


2-chlorobutanoic acid 
pK, = 2.86 


PROBLEM-SOLVING HINT 


Electron-withdrawing groups 
enhance acidity because they help to 
stabilize the negative charge of the 
conjugate base (the carboxylate ion). 

The amount of stabilization 
depends on: 


the number of electron- 
withdrawing groups; 

the strength of the electron- 
withdrawing groups; and 

the distance of the electron- 
withdrawing groups from the 
COOH group. 
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Application: Oral Drugs In the examples shown below, notice that a nitro substituent (electron-withdrawing) 


Laon onal iscanael increases the strength of the acid, whereas a methoxy substituent (electron-donating) 
The atl en Many an y ; oe decreases the acid strength. The nitro group has a larger effect in the ortho and para 
terecenage comely vaucas dee wens positions than in the meta position. 
depends on their pK, values. Aspirin 


(pK, = 3.5), for example, is largely COOH COOH COOH COOH COOH 
absorbed from the acidic environment of NO, 
the stomach (pH = 1 to 3) because it is 
present as the acid, which readily passes 
through the membranes into the blood. NO, 
To 8 OCH, NO) 
O—C—CH, p-methoxy benzoic acid m-nitro p-nitro o-nitro 
of pk, = 4.46 4.19 3.47 3.41 2.16 


— | i 


Aspirin suppresses blood clotting and 
causes capillaries in the stomach lining to 7 


leak. Some manufacturers have added PROBLEM 20-3 
buffering agents (MgO and CaCO3), Rank the compounds in each set in order of increasing acid strength. 
hoping to delay the absorption of aspirin (a) CH,;CH,COOH CH3;CHBrCOOH CH;CBr,COOH 
until it reaches the small intestine. (b) CH;CH,CH,CHBrCOOH CH3;CH,CHBrCH,COOH CH;,CHBrCH,CH,COOH 
Co) coq ata CH,CH,COOH  CH,CHCOOH 
NO, Cl C=N 
x 


20-5 Salts of Carboxylic Acids 


A strong base can completely deprotonate a carboxylic acid. The products are a 
carboxylate ion, the cation remaining from the base, and water. The combination of 
a carboxylate ion and a cation is a salt of a carboxylic acid. 


i J 
R—C—O—H + Mt~OH = R—C—O M* + 4H,0 


carboxylic acid strong base acid salt water 


For example, sodium hydroxide deprotonates acetic acid to form sodium acetate, the 
sodium salt of acetic acid. 


1 i 
CH,—-C—O—H + Nat-OH <= CH,—C—O- Nat + HO 
acetic acid sodium hydroxide sodium acetate 


Because mineral acids are stronger than carboxylic acids, addition of a mineral acid 
converts a carboxylic acid salt back to the original carboxylic acid. 


O 
| 


R—C—O M* + Ht = ae + Mt 
PROBLEM-SOLVING HINT acid salt regenerated acid 

In an aqueous solution, an acid will 

be mostly dissociated if the pH is 


above (more basic than) the acid’s Example 

pK;, and mostly undissociated if the 

PH is below (more acidic than) the i i 

acid's pKa. CH—C—O Nat + HCE =" -cHj—C—on + Necr 
sodium acetate acetic acid 


O O 


Carboxylic acid salts have very different properties from the acids, including 
enhanced solubility in water and less odor. Because acids and their salts are easily 
interconverted, these salts serve as useful derivatives of carboxylic acids. 


Nomenclature of Carboxylic Acid Salts Salts of carboxylic acids are named simply by 
naming the cation and then naming the carboxylate ion by replacing the -ic acid part of 
the acid name with -ate. The preceding example shows that sodium hydroxide reacts 
with acetic acid to form sodium acetate. The following examples show the formation 
and nomenclature of some other salts: 


O 
| 


CH,CH,CH,CH,—C—OH +  LiOH 


IUPAC name: pentanoic acid lithium hydroxide 
common name: valeric acid 
1 
CH,CH,CH,—C—OH__ + :NH, 
IUPAC name: butanoic acid ammonia 


common name: butyric acid 


Properties of Acid Salts Like the salts of amines (Section 19-7), carboxylic acid salts 
are solids with little odor. They generally melt at high temperatures, and they often 
decompose before reaching their melting points. Carboxylate salts of the alkali metals 
(Li*, Na*, K*) and ammonium (NH/') carboxylates are generally soluble in water but 
relatively insoluble in nonpolar organic solvents. Soap is a common example of carbox- 
ylate salts, consisting of the soluble sodium salts of long-chain fatty acids (Chapter 25). 
Carboxylate salts of most other metal ions are insoluble in water. For example, when 
soap is used in “hard” water containing calcium, magnesium, or iron ions, the insoluble 
carboxylate salts precipitate out as “hard-water scum.” 


O O 


| | 
2 CH,(CH,),,—C—O- Nat + Ca?+ —» [CH,(CH,),,—C—O],Ca | + 2 Nat 


a soap “hard-water scum” 

Salt formation can be used to identify and purify acids. Carboxylic acids are depro- 
tonated by the weak base sodium bicarbonate, forming the sodium salt of the acid, 
carbon dioxide, and water. An unknown compound that is insoluble in water, but dis- 
solves in a sodium bicarbonate solution with a release of bubbles of carbon dioxide, is 
almost certainly a carboxylic acid. 


rf O 
R—C—O—H 


insoluble in water 


—* 


I 
R—C—O- Na+ + H,O + CO,Tt 


water soluble 


+ NaHCO, 


Some purification methods take advantage of the different solubilities of acids and 
their salts. Nonacidic (or weakly acidic) impurities can be removed from a carboxylic 
acid using acid-base extractions (Figure 20-3). First, the acid is dissolved in an organic 
solvent such as ether and shaken with water. The acid remains in the organic phase 
while any water-soluble impurities are washed out. Next, the acid is washed with aque- 
ous sodium bicarbonate, forming a salt that dissolves in the aqueous phase. Nonacidic 
impurities (and weakly acidic impurities such as phenols) remain in the ether phase. 
The phases are separated, and acidification of the aqueous phase regenerates the acid, 
which is insoluble in water but dissolves in a fresh portion of ether. Evaporation of the 
final ether layer gives the purified acid. 
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—> CH,CH,CH,CH,—C—O- Lit 
lithium pentanoate 
lithium valerate 


O 


—> CH,CH,CH,—C—O- NH, 
ammonium butanoate 
ammonium butyrate 


Application: Antiseptic 


Thimerosal (Merthiolate) has been used 
as a topical antiseptic for many years. 
Its antimicrobial effect is mostly due to 
the toxicity of the mercury atom that is 
bound and stabilized by the thiol group 
of ortho-mercaptobenzoic acid. The 
carboxylate salt of the acid is used to 
enhance solubility of this organomercu- 
rial compound. 

Thimerosal is also used as a preser- 
vative in some contact lens solutions. 
Sensitivity to thimerosal, and concerns 
about chronic exposure to mercury, 
have encouraged the development of 
thimerosal-free antiseptics and contact- 
lens solutions. 


COONa 
SHgCH)CH; 


thimerosal 
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R—C—OH 
soluble in ether, but not in H3O 


shake with 
ether/water 


mixture 


(acid + impurities) 


RCOOH 
+ 


organics 


(1) remove ether phase 
(2) acidify with HCl (aq) 
> 


(3) add fresh ether 


(1) remove H,O phase 
> 


(2) add dilute NaOH 
(or NaHCO3) 


fo) 
| 


HCI (aq) | 
aE R—C—OH 


soluble in ether, but not in H,O 


NaOH 
_NaOH (aq) , R—C—O- Nat 


soluble in H,O, but not in ether 


acid and hake-2ith ether _| organic 


fee ee ~OH andH,O UAC 
impurities 


inorganic 
impurities 


ether ether 


acid salt 


impurities 


FIGURE 20-3 The solubility properties of acids and their salts may be used to remove nonacidic impurities. A carboxylic 
acid is more soluble in the organic phase, but its salt is more soluble in the aqueous phase. Acid—base extractions can 
move the acid from the ether phase into a basic aqueous phase and back into the ether phase, leaving impurities behind. 


( PROBLEM 20-4 


Suppose you have just synthesized heptanoic acid from heptan-1-ol. The product is contami- 
nated by sodium dichromate, sulfuric acid, heptan-1-ol, and possibly heptanal. Explain how 
you would use acid-base extractions to purify the heptanoic acid. Use a chart, like that in 
Figure 20-3, to show where the impurities are at each stage. 


( PROBLEM 20-5 


Phenols are less acidic than carboxylic acids, with values of pK, around 10. Phenols are 
deprotonated by (and therefore soluble in) solutions of sodium hydroxide but not by solu- 
tions of sodium bicarbonate. Explain how you would use extractions to isolate the three pure 
compounds from a mixture of p-cresol (p-methylphenol), cyclohexanone, and benzoic acid. 


f PROBLEM 20-6 


Oxidation of a primary alcohol to an aldehyde usually gives some over-oxidation to the car- 
boxylic acid. Assume you have used PCC to oxidize pentan-1-ol to pentanal. 

(a) Show how you would use acid—base extraction to purify the pentanal. 

(b) Which of the expected impurities cannot be removed from pentanal by acid—base 


extractions? How would you remove this impurity? 


20-6 Commercial Sources of Carboxylic Acids 


The most important commercial aliphatic acid is acetic acid. Vinegar is a 5% aqueous 
solution of acetic acid used in cooking and in prepared foods such as pickles, ketchup, 
and salad dressings. Vinegar for food is produced by fermentation of sugars and starches. 
An intermediate in this fermentation is ethyl alcohol. When alcoholic beverages such as 
wine and cider are exposed to air, the alcohol oxidizes to acetic acid. This is the source 
of “wine vinegar” and “cider vinegar.” 
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1 

fermentation fermentation 

sugar and starches CH,—CH,—OH 0 CH,—C—OH 
ethyl alcohol Z vinegar 


Acetic acid is also an industrial chemical. It serves as a solvent, a starting material 
for synthesis, and a catalyst for a wide variety of reactions. Some industrial acetic acid 
is produced from ethylene, using a catalytic oxidation to form acetaldehyde, followed 
by another catalytic oxidation to acetic acid. 


I i 
H O Oo 
~N a= 2 2 
= —-.. 
a e an PdCl,/CuCl, a i cobalt acetate ~ CH, —C —OH 
(catalyst) (catalyst) 
ethylene acetaldehyde acetic acid 


Methanol can also serve as the feedstock for an industrial synthesis of acetic acid. The 
rhodium-catalyzed reaction of methanol with carbon monoxide requires high pressures, 
so it is not suitable for a laboratory synthesis. 
Rh catalyst 
CH30H + CO 


methanol 


CH,COOH 


heat, pressure a 
acetic acid 


Figure 20-4 shows how long-chain aliphatic acids are obtained from the hydrolysis 
of fats and oils, a reaction discussed in Chapter 25. These fatty acids are generally 
straight-chain acids with even numbers of carbon atoms ranging between about C, and 
Cj. The hydrolysis of animal fat gives mostly saturated fatty acids. Plant oils give large 
amounts of unsaturated fatty acids with one or more olefinic double bonds. 

Some aromatic carboxylic acids are also commercially important. Benzoic acid is 
used as an ingredient in medications, a preservative in foods, and a starting material 
for synthesis. Benzoic acid can be produced by the oxidation of toluene with potassium 
permanganate, nitric acid, or other strong oxidants. 


CH, COOH 


KMnO,, H,0, heat 
> 


toluene benzoic acid 


Two important commercial diacids are adipic acid (hexanedioic acid) and tere- 
phthalic acid (benzene-1,4-dicarboxylic acid). Adipic acid is used in making nylon 66, 
and terephthalic acid is used to make polyesters. The industrial synthesis of adipic 
acid uses benzene as the starting material. Benzene is hydrogenated to cyclohexane, 
whose oxidation (using a cobalt/acetic acid catalyst) gives adipic acid. Terephthalic 
acid is produced by the direct oxidation of para-xylene in acetic acid using a cobalt— 
molybdenum catalyst. 


Application: Fungicide 
—CI Py PR seu 


undecylenic acid 
(undec-10-enoic acid) 


Undecylenic acid is a naturally occurring 
fungicide derived from castor oil. It is 
commonly used in medications for fun- 
gal skin infections such as athlete's foot 
and ringworm. The original medication 
containing undecylenic acid was named 
Desenex®, based on a shortened version 
of the chemical name. 


O O 
CH,—Oo—C/VVWWV\\ CH,—OH -9—c_/WVWW 
| O O 
~OH/H,O 
CH—o—c_/VWW\ 7 5 CH—OH -9O—C/VWW\ 
ydrolysis 
| O O 
CH,—O—C/VVWWV\\ CH,—OH -9—Cc_/WVWW\ 
fat or oil glycerol fatty acid salts 


(soap) 


FIGURE 20-4 Hydrolysis of a fat 
or an oil gives a mixture of the salts 
of straight-chain fatty acids. Animal 
fats contain primarily saturated fatty 
acids, whereas most vegetable oils are 
polyunsaturated. 
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Application: Green Synthesis 
COOH 


CH 
Cy : bacteria ma 
O 
2 COOH 
(-co) “Ss 


toluene muconic acid 


Hy 
catalyst 


‘COOH 
COOH 
adipic acid 


Another synthesis of adipic acid involves 
the microbial degradation of toluene to 
muconic acid (hexa-2, 4-dienedioic acid), 
which undergoes catalytic hydrogenation 
to give adipic acid. If this process can be 
made economically competitive, it might 
produce less environmental impact than 
the chemical synthesis from benzene. 


Carboxylic Acids 


H,, Ni 0, COOH 
———_——_—> 
high pressure Co(OCOCH,),, CH,COOH COOH 
benzene cyclohexane adipic acid 
CH, COOH 
Co/Mo catalyst 
=> 
+ 30, —@pcooH + 2H,O 
CH, COOH 
p-xylene terephthalic acid 


20-7 Spectroscopy of Carboxylic Acids 


We have discussed the general aspects of spectroscopy of carboxylic acids in earlier 
chapters. Here we cover more specifics and show how we combine this information to 
identify the presence of a carboxylic acid group. 


20-7A Infrared Spectroscopy 


The most obvious feature in the infrared spectrum of a carboxylic acid is the intense car- 
bony] stretching absorption. In a saturated acid, this vibration occurs around 1710 cm |, 
often broadened by hydrogen bonding involving the carbonyl group. In conjugated 


acids, the carbonyl stretching frequency is lowered to about 1690 cm |. 


qe i10 cm7! T1090 cm7! 


R—C—O—H A Oe 
2500-3500 cm™! 2500-3500 cm! 


The O—H stretching vibration of a carboxylic acid absorbs in a broad band around 
2500-3500 cm |. This frequency range is lower than the hydroxy stretching frequencies 
of water and alcohols, whose O—H groups absorb in a band centered around 3300 cm |. 
In the spectrum of a carboxylic acid, the broad hydroxy band appears right on top of the 
C—H stretching region. This overlapping of absorptions gives the 3000 cm“! region a 
characteristic appearance of a broad peak (the O — H stretching) with sharp peaks (C — H 
stretching) superimposed on it. Many carboxylic acids show a shoulder or small spikes 
(around 2500-2700 cm~') in the broad O—H peak to the right of the C—H stretch. 
Figure 20-5 and Problem 20-7 show typical acid O—H stretching absorptions. 


wavelength (um) 


2.5, 3 3:5 4 4.5 5 5.5 6 7 8 9 10 11 12 13 14 15 16 
100 | | | | | | | i i 
i Ww Ih r 
80 % WV all I 
u 
R 
A 
60])) N 
Ss 
M 
1 
ap y 
40]|| T 
N 
c CH; O ) 1/1 
20 el | 
CH, =C — C— OH 1630 
I 
0 Hea 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 
wavenumber (cm *) 
FIGURE 20-5 IR spectrum of 2-methylpropenoic acid. 
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The IR spectrum of 2-methylpropenoic acid (methacrylic acid) is shown in Figure 20-5. 
Compare this conjugated example with the spectrum of hexanoic acid (Figure 12-12, p. 626). 
Notice the shift in the position of the carbonyl! absorptions, and notice that the conjugated, 
unsaturated acid has a fairly strong C=C stretching absorption around 1630 cm“, just 
to the right of the carbonyl] absorption. 


( PROBLEM 20-7 


The IR spectrum of trans-oct-2-enoic acid is shown. Point out the spectral characteristics that allow you to tell that this is a carboxylic 
acid, and show which features lead you to conclude that the acid is unsaturated and conjugated. 


wavelength (um) 


2.5 3 3.5 4 45 5 55 6 7 8 9 10 11 12 13 14 15 16 
100 mi 1 i it 1 1 1 1 i 1 
80 Man Hi 

i 

a 
60])||N Ht | 

rf iN i 

t 
40} 7 

a i 

c 

= 
20 


y 


0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 
wavenumber (cm7!) 


20-7B NMR Spectroscopy 


Carboxylic acid protons are the most deshielded protons we have encountered, absorb- 
ing between 610 and 613. Depending on the solvent and the concentration, this acid | | 


proton peak may be sharp or broad, but it is always unsplit because of proton exchange. ~F —C—O Ns 
The protons on the a carbon atom absorb between 62.0 and 62.5, in about the H $10=813 
same position as the protons on a carbon atom alpha to a ketone or an aldehyde. The ~ 
: er eee 6 2.0-6 2.5 
proton NMR spectrum of butanoic acid is shown in Figure 20-6. 
200 180 160 140 120 100 80 60 40 20 0 
CDCI; 
PUTT TTT 
i 
| HO=c=CH;—=cH; =cH, 
~N 
Offset: 2.0 ppm Hnyuent 
(alafetatetetala Soe el Sete 2 ESS ee th 
10 9 8 7 6 5 0 
5 (ppm) 


FIGURE 20-6 Proton and carbon NMR spectra of butanoic acid. 
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O sextet (overlapping quartet of triplets) 
H—O—C—CH,—CH,—CH, 

611.2 62.4 61.6 651.0 

singlet triplet triplet 


The carbon NMR chemical shifts of carboxylic acids resemble those of ketones 
and aldehydes. The carbonyl carbon atom absorbs around 170 to 180 ppm, and the 
a carbon atom absorbs around 30 to 40 ppm. The chemical shifts of the carbon atoms 
in hexanoic acid are the following: 


1 
HO— ee 


181 34 25 31 22 14 (ppm) 


7 
PROBLEM 20-8 


(a) Determine the structure of the carboxylic acid whose proton NMR spectrum appears below. 
(b) Draw the NMR spectrum you would expect from the corresponding aldehyde whose oxidation gives this carboxylic acid. 
(c) Point out two distinctive differences in the spectra of the aldehyde and the acid. 


va Offset: 2.1 ppm 


AGamae ce Cee c 
9 


8 7 6 5 4 3 2 1 0 
5 (ppm) 


20-7C Ultraviolet Spectroscopy 


Saturated carboxylic acids have a weak n—7* transition that absorbs around 
200 to 215 nm. This absorption corresponds to the weak transition around 270 to 
300 nm in the spectra of ketones and aldehydes. The molar absorptivity is very small 
(about 30 to 100), and the absorption often goes unnoticed. 

Conjugated acids show much stronger absorptions. One C=C double bond conju- 
gated with the carboxy! group results in a spectrum with A,,,, around 200 nm, but with 
molar absorptivity of about 10,000. A second conjugated double bond raises the value 
of Amax to about 250 nm, as illustrated by the following examples: 


0 
| 
CH,=CH—C—OH i, = 200nm____e = 10,000 


fo) 
| 


CH,— CH=CH —CH=CH—C—OH Xr max = 254 nm € = 25,000 


max 


20-7D Mass Spectrometry 
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The molecular ion peak of a carboxylic acid is usually small because favorable modes of 
fragmentation are available. The most common fragmentation is loss of a molecule of an 
alkene (the McLafferty rearrangement, discussed in Section 18-5D). The ion that results 
from McLafferty rearrangement has an even-numbered mass (from loss of a molecule), 
as opposed to the odd-numbered ions that result from loss of fragments. Another com- 
mon fragmentation is loss of an alkyl radical to give a resonance-stabilized cation with 
the positive charge delocalized over an allylic system and two oxygen atoms. 


HL yp |t H |t 
~~ Z Se 
O C— O C 
S| = L2|* 
a Ome <2 
HO~ ee HO~ “eM a, 
McLafferty rearrangement (m/z is even) 
- HO HO 
Eg - ¢ te ¢ 
a Sc=cC OH <> Sc=cC oH <> Sc=cC GH 


OH 


loss of an alkyl group 


The mass spectrum of pentanoic acid is given in Figure 20-7. 


resonance-stabilized cation 
(m/z is odd) 


The base peak at m/z 


60 corresponds to the fragment from loss of propene via the McLafferty rearrangement. 
The strong peak at m/z 73 corresponds to loss of an ethyl radical with rearrangement 


to give a resonance-stabilized cation. 


H 
HO | pul _ CH, 
a ee ee 
Cae CH, vr ae 
HO~ ~ CHY HO CH, H H 
J neutral, 
m/z 60 not observed 
ales HO 
O | 
Be Ae 
CH,CH,— CH,— CH, —C— OH > CH,CH,:- + pom OH 
L— 73 | neutral, 
not observed mlz 73 
100 r 60 
80 
| CH3CH,CH,CH,COOH 
8 60 3UhyCH CH)! 
3 L 
< 
5 40 
a L 73 FIGURE 20-7 The mass spectrum 
20 of pentanoic acid shows a weak parent 
L 102 peak, an even-numbered base peak 
from the McLafferty rearrangement, 


20 


30 40 50 60 70 80 90 100 


mlz 


110 


120 


130 140 150 160 and another strong peak from loss of 


an ethyl radical. 
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(PROBLEM 205 


Draw all four resonance forms of the fragment at m/z 73 in the mass spectrum of pentanoic acid. 
Ks 


PROBLEM 20-10 


(a) Why do most long-chain fatty acids show a large peak in the mass spectrum at m/z 60? 

(b) Use equations to explain the prominent peaks at m/z 74 and m/z 87 in the mass spectrum 
of 2-methylpentanoic acid. 

(c) Why doesn’t the mass spectrum of 2-methylpentanoic acid show a large peak at m/z 60? 


i 
mo | 74 
80 CECECECHCOOH 

: L 
Domoic acid is a toxin synthesized by = 60 CH; 
several species of red algae and diatoms iE 40 | 
associated with “red tide” algal blooms. cs L 
Shellfish, anchovies, and sardines feed 20 87 116 
on the poisonous organisms and accu- ‘ i I J 
mulate the poison in their tissues. When 10° 20° 30° 40" 50° 60 70 80 90 100° 110° 120° 130° 140° 150° 160 
people or marine mammals eat fish or mlz 


shellfish containing domoic acid, they Ne 
develop symptoms of “amnesic shellfish “ . 2 
poisoning” (ASP), which may include 20-8 Synthesis of Ca rboxylic Acids 

tremors, seizures, brain damage, and 

occasionally death. Whenever an algal In earlier chapters, we have seen some of the most useful methods for making carboxylic 
bloom occurs, regulatory agencies ban acids. We review those here and discuss two other important syntheses, using Grignard 
fishing in the affected areas to prevent | reagents and nitriles as intermediates. 

the harvest of contaminated seafood. 


Oy 


20-8A Review of Previous Syntheses 


We have already encountered three methods for preparing carboxylic acids: (1) oxidation 
of alcohols and aldehydes, (2) oxidative cleavage of alkenes and alkynes, and (3) severe 
side-chain oxidation of alkylbenzenes. 


1. Primary alcohols and aldehydes are commonly oxidized to acids by sodium 
hypochlorite (bleach, NaOC)), often used with TEMPO as a catalyst, or by chromic 
acid, H»CrO, (Sections 11-2B and 18-19). 


H;C 


O7~ *OH 


domoic acid 


rf e€XCess 1 


NaOCl, TEMPO NaOCl, TEMPO 
R—CH,—OH ——2. R—C—H | ——..~ R-—-C—OH 


or H,CrO or H,CrO 
primary alcohol Pes aldehyde ae i carboxylic acid 
Examp le (not isolated) 
excess O 
NaOCl, TEMPO | 
— — — —! a — — —( '— 
Ph—CH,—CH,—CH,—OH GaGa Ph—CH,—CH,—C—OH 
3-phenylpropan-1-ol 3-phenylpropanoic acid 


2. Cold, dilute potassium permanganate reacts with alkenes to give glycols. Warm, 
concentrated permanganate solutions oxidize the glycols further, cleaving the 
central carbon-carbon bond. Depending on the substitution of the original 
double bond, ketones or acids may result (Section 8-15A). 


R R’ _concd. KMnO R’ 

ae __ Pa 4 _ — _ a _ — Z~ 

=e, CS SRO, =P OSC", 
alkene HO OH acid ketone 


glycol (not isolated) 
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Examples 
Pha UH coned. KMnO, 
Se=Cl > Ph—COOH + CH,—CH,—COOH 
H CH,—CH, 

concd. KMnO, COOH 

——> 
COOH 

cyclohexene adipic acid 


With alkynes, either ozonolysis or a vigorous permanganate oxidation cleaves the 
triple bond to give carboxylic acids (Section 9-10). 


Oo O 
concd. KMnO, | | 
R—C=C—R’ no —C—C—R’ _ R—COOH + HOOC—R’ 
alkyne (2) H,0 (not isolated) carboxylic acids 
Example 
(1) 0; 
CH,CH,CH,—C=C—Ph q79* CH,CH,CH,—-COOH + Ph—COOH 
2 


3. Side chains of alkylbenzenes are oxidized to benzoic acid derivatives by treatment 
with hot potassium permanganate or hot chromic acid. Because this oxidation 
requires severe conditions, it is useful only for making benzoic acid derivatives 
with no oxidizable functional groups. Oxidation-resistant functional groups such 
as — Cl, —NO,,—SO3H, and —-COOH may be present (Section 17-15A). 

R(alkyl) COOH 
Na,Cr,0,7, H,SO,, heat 
or KMnO,, H,0, heat . 


an alkylbenzene a benzoic acid 
(Z must be oxidation-resistant) 


Example 
1. 
CH—CH, COOH 
Na,Cr,0,7, H,SO, 
heat 
Cl Cl 
p-chloroisopropylbenzene p-chlorobenzoic acid 


20-8B Carboxylation of Grignard Reagents 


We have seen how Grignard reagents act as strong nucleophiles, adding to the carbonyl The vinegaroon (whip-tail scorpion) 
groups of ketones and aldehydes (Section 10-9). Similarly, Grignard reagents add to expels a defensive spray consisting 
carbon dioxide to form magnesium salts of carboxylic acids. Addition of dilute acid of 84% acetic acid, 5% octanoic acid, 
protonates these magnesium salts to give carboxylic acids. This method is useful and 11% water. Octanoic acid acts as 
because it converts a halide functional group to a carboxylic acid functional group 2 Wetting and spreading agent. 

with an additional carbon atom. 


o 
R—xX g .O=—C—O, 


. + Ht | . 
ether’ R—Mgx se = Co: Mgx —? R—C—OH 
(alkyl or 
aryl halide) 
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Example 


ether 


Br MegBr > C—O MgBr COOH 
Mg Cy C= 9=c£0 Ht 
>> ae 


bromocyclohexane cyclohexanecarboxylic acid 


Employing CO, to access the carbon and oxygen atoms of the carboxylic acid 
functional group is very logical, given its abundance and ease of use. Carboxylation 
can also be achieved electrochemically, using a range of substrates instead of Grignard 
reagents. Alkenes, alkyl halides, aldehydes, ketones, and imines can all react with CO 
electrochemically to produce carboxylic acids via radical anion CO”, formed by the 
reduction of CO at the cathode. Alternatively, the substrate can be reduced at the 
cathode to a radical anion or carbanion that reacts with CO>. 


20-8C Formation and Hydrolysis of Nitriles 


Another way to convert an alkyl halide (or tosylate) to a carboxylic acid with an addi- 
tional carbon atom is to displace the halide with sodium cyanide. The product is a 
nitrile with one additional carbon atom. Acidic or basic hydrolysis of the nitrile gives 
a carboxylic acid by a mechanism discussed in Chapter 21. This method is limited to 
halides and tosylates that are good Sy? electrophiles: usually primary and unhindered. 


O 


pope Oe: pee ee ae + Nut 
a a 2 a aie or OH, H,O 2 a 


acetone 


O 


Example CH,—Br CH,—C=N . CH,—C—OH 
NaCN ee 
a, >» 


+ 
acetone + NH, 


benzyl bromide phenylacetonitrile phenylacetic acid 


PROBLEM-SOLVING HINT PROBLEM 20-11 


Oxidation of alcohols does not Show how you would synthesize the following carboxylic acids, using the indicated starting 


change the number of carbon materials. 
atoms. Oxidative cleavages of (a) hex-3-yne — propanoic acid (b) cis-cyclodecene — decanedioic acid 
alkenes and alkynes decrease the (c) iodobenzene — phenylacetic acid (d) pentan-3-ol — 2-ethylbutanoic acid 


number of carbon atoms (except (e) o-xylene — phthalic acid (f) allyl bromide — but-3-enoic acid 


in cyclic cases). Carboxylation of 
Grignard reagents and formation 
and hydrolysis of nitriles increase the 
number of carbon atoms by one. 


SUMMARY Syntheses of Carboxylic Acids 


1. Oxidation of primary alcohols and aldehydes (Sections 11-2B and 18-19) 


O O 
NaOCl, TEMPO | NaOCl, TEMPO | 
_ = ee —c— whe Ga ciee ye —c— 
s } a eis or H,CrO, ss or H,CrO, ee : oe 
primary alcohol aldehyde carboxylic acid 
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2. Oxidative cleavage of alkenes and alkynes (Sections 8-15A and 9-10) 


R R’ R’ 
\ Y coned. KMnO, v4 
C=C > R—COOH + OC 
S \ A, H,0 \ 

H R’ R’ 
alkene acid ketone 
coned. KMnO, 
R—C=C—R’ — ANG R—COOH + HOOC—R’ 
or (1) O3 ; : 
alkyne (2) H,O carboxylic acids 


3. Oxidation of alkylbenzenes (Section 17-15A) 


R(alkyl) eon COOH 
NU4, 11)! 


> 
or NagCr207, H2SO4 


an alkylbenzene a benzoic acid 
(Z must be oxidation-resistant) 


4. Carboxylation of Grignard reagents (Section 20-8B) 


O x O 
Mg O=C=0O | i H,0 | 
R—X ea R—MgxX > R—C—O” MgX —> R—C—OH 
alkyl or acid 
aryl halide 
5. Formation and hydrolysis of nitriles (Section 20-8C) 
O 
NaCN = H*,H,0 
R—CH,—xX ape? R—CH,—C=N: or -OH, H,0 > R—CH,—C— OH 


6. The haloform reaction (converts a methyl ketone to a carboxylate ion and haloform; Chapter 22) 


O ) 
| %) ho A 
R—C—CH, Sie ae 0 HCX; 
xXe= Cl Brel 


7. Malonic ester synthesis (makes substituted acetic acids; Chapter 22) 


COOEt COOEt fe) 
(1) Nat ~OCH,CH; | (1) ~OH | 
CH, > R—CH > k— CH, © On co. 


(2) R—X | (2) Ht, heat 
COOEt COOEt 
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20-9 Reactions of Carboxylic Acids and Derivatives; 
Nucleophilic Acyl Substitution 


Ketones, aldehydes, and carboxylic acids all contain the carbonyl] group, yet the reactions 
of acids are quite different from those of ketones and aldehydes. Ketones and aldehydes 
commonly react by nucleophilic addition to the carbonyl group; but carboxylic acids (and 
their derivatives) more commonly react by nucleophilic acyl substitution, where one 
nucleophile replaces another on the acyl (C—O) carbon atom. 


Nucleophilic acyl substitution 


ee + Nuc: — ee + =X" 
Acid derivatives 
O O O O O 
— = een — ae oe 
carboxylic acid acyl halide anhydride ester amide 


Acid derivatives differ in the nature of the nucleophile bonded to the acyl carbon: 
— OH in the acid, —Cl in the acid chloride, — OR’ in the ester, and — NH, (or an 
amine) in the amide. Nucleophilic acyl substitution is the most common method for 
interconverting these derivatives. We will see many examples of nucleophilic acyl sub- 
stitution in this chapter and in Chapter 21 (“Carboxylic Acid Derivatives’’). The specific 
mechanisms depend on the reagents and conditions, but we can group them generally 
according to whether they take place under acidic or basic conditions. 

Under basic conditions, a strong nucleophile can add to the carbonyl! group to give 
a tetrahedral intermediate. This intermediate then expels the leaving group. The base- 
catalyzed hydrolysis of an ester to the carboxylate salt of an acid is an example of this 
mechanism (Mechanism 20-1). Hydroxide ion adds to the carbonyl group to give a 
tetrahedral intermediate. The tetrahedral intermediate stabilizes itself by expelling an 
alkoxide ion. The alkoxide ion quickly reacts with the acid (pK, = 5) to give an alcohol 
(pK, = 16) and a carboxylate ion. 


MECHANISM 20-1 Nucleophilic Acyl Substitution in the Basic Hydrolysis of an Ester 


Step 1: Hydroxide ion adds to the carbonyl! group, forming a tetrahedral intermediate. 


Step 2: An alkoxide ion leaves, regenerating the C—O double bond. 


Pp Pe .. J... 
R—C—OR = oa = R-C *G-R 
-:OH :OH :O —H 
ester + ~OH tetrahedral intermediate acid + alkoxide 


Step 3: A fast, exothermic proton transfer drives the reaction to completion. 


R—C <O—R —> R—CL H—O—R’ 
pee he 


acid + alkoxide carboxylate + alcohol 
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EXAMPLE: Basic hydrolysis of ethyl benzoate. 


Step 1: Addition Step 2: Elimination 
of hydroxide. of alkoxide. 


0 :ON 
P . P J. 
-:OH :OH ‘O—H 


ester + ~OH tetrahedral intermediate acid + alkoxide 


Step 3: Proton transfer. 


‘0 vey 
 _.. 1 r 
Ph—C. ~:OCH,CH; — > Ph—C H—O—CH,CH; 
aes > ‘o> oe 
acid + alkoxide carboxylate + alcohol 


Nucleophilic acyl substitution also takes place in acid. Under acidic conditions, 


no strong nucleophile is present to attack the carbonyl group. The carbonyl group must | Emil Fischer (1852-1919) was 
become protonated, activating it toward nucleophilic acyl substitution. Attack by a a trailblazer for modern organic 
weak nucleophile gives a tetrahedral intermediate. In most cases, the leaving group chemistry, with many things named 
becomes protonated before it leaves, so it leaves as a neutral molecule. We now cover after him, including his well-known 
the Fischer esterification, a particularly useful example of an acid-catalyzed nucleo- esterification and Fischer projec- 
philic acyl substitution. tions. Fischer was awarded the 


Nobel Prize in Chemistry (1902) for 
his groundbreaking work on sugars 
and purines. In a prolific career, 


20-10 Condensation of Acids with Alcohols: 


The Fischer Esterification Fischer investigated all classes of 
biological molecules and trained 
The Fischer esterification converts carboxylic acids and alcohols directly to esters by many researchers. He supported the 
an acid-catalyzed nucleophilic acyl substitution. The net reaction is replacement of the chemical industry through the edu- 
acid —-OH group by the —OR group of the alcohol. cation of chemists and collabora- 


tions. Fischer was also a compelling 
leader and influencer in German 
chemistry institutes and societies. 


O O 
Ht | 
R—C—OH + R’—OH == R—C=0=R + 
acid alcohol ester 
Examples 
O O 
H,SO, | 
CH,—C—OH + CH,CH,—-OH @—=—  CH,—C—O—CH,CH, + HO 
: Kg = 3.38 ; ‘ 
oun excess CH,OH, H* GOOCH. 
z = > 
COOH COOCH, 
phthalic acid dimethyl] phthalate 


The Fischer esterification mechanism (Key Mechanism 20-2) is an acid-catalyzed 
nucleophilic acy] substitution. The carbony! group of a carboxylic acid is not sufficiently 
electrophilic to be attacked by an alcohol. The acid catalyst protonates the carbonyl 
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e roe? KEY MECHANISM 20-2 _ Fischer Esterification 


Part 1: Acid-catalyzed addition of the alcohol to the carbonyl group. 


Protonation activates The alcohol adds. Deprotonation completes the reaction. 
the carbonyl. 


os 
R—C—OH + ROH, 
:OR’ 


(species in brackets are resonance-stabilized.) 0) ester hydrate 


Part 2: Acid-catalyzed dehydration. 


Protonation prepares Water leaves. Deprotonation completes the reaction. 
the OH group to leave. 


\. 
ROH == R—C_ ___ + ROH, 
?OR’ 


protonated ester ester 
EXAMPLE: Acid-catalyzed formation of methyl benzoate from methanol and benzoic acid. 


Part 1: Acid-catalyzed addition of methanol to the carbonyl group. 


Protonation activates Methanol adds. Deprotonation completes the reaction. 
the carbonyl. 


H 
fc H* bs rh re 
OH == C—OH Ph—¢—OH === Ph—-C—OH + CH,OH, 
+ 
CH,;—O—H 4 oe 2 :OCH; 
e ester hydrate 


Part 2: Acid-catalyzed dehydration. 


Protonation prepares Water leaves. Deprotonation completes the reaction. 
the OH group to leave. 


:0—H :O—H O=H oO 
at C lia I 


H 
or oo 7 ee ES 
Ph—-C—Q—H == Ph-CTPE == | ph—c ROH == Ph—C. ___+ ROH, 


SS ?OCH 
:OCH, :OCH, ?OCH;| + H,O oe 


protonated ester methyl benzoate 


QUESTION: Why can’t the Fischer esterification take place under basic catalysis? 
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group and activates it toward nucleophilic attack. Attack by the alcohol, followed by 
loss of a proton, gives the hydrate of an ester. 

Loss of water from the hydrate of the ester occurs by the same mechanism as loss 
of water from the hydrate of a ketone (Section 18-13). Protonation of either of the 
hydroxy groups allows it to leave as water, forming a resonance-stabilized cation. Loss 
of a proton from the second hydroxy group gives the ester. Note that this mechanism 
involves intermediates that are relatively stable because they are resonance-stabilized. 
These are indicated by brackets around one of the major resonance forms. 

The mechanism of the Fischer esterification would seem long and complicated 
if you tried to memorize it, but we can understand it by breaking it down into two 
simpler mechanisms: (1) acid-catalyzed addition of the alcohol to the carbonyl and 
(2) acid-catalyzed dehydration. If you understand these mechanistic components, you 
can write the Fischer esterification mechanism without having to memorize it. 


- 
PROBLEM 20-12 PROBLEM-SOLVING HINT 
(a) The Key Mechanism for Fischer esterification omitted some important resonance forms The Fischer esterification 
of the intermediates shown in brackets. Complete the mechanism by drawing all the mechanism is a perfect example 
resonance forms of these two intermediates. of acid-catalyzed nucleophilic acyl 
(b) Propose a mechanism for the acid-catalyzed reaction of acetic acid with ethanol to substitution. You should understand 


give ethyl] acetate. 

(c) The Principle of Microscopic Reversibility states that a forward reaction and a reverse 
reaction taking place under the same conditions (as in an equilibrium) must follow the 
same reaction pathway in microscopic detail. The reverse of the Fischer esterification 
is the acid-catalyzed hydrolysis of an ester. Propose a mechanism for the acid-catalyzed 
hydrolysis of ethyl benzoate, PhCOOCH, CH3. 


this mechanism well. 


FOCUS Mechanism of Fischer Esterification 


KEY MECHANISM 20-2 shows how esters are formed from 
carboxylic acids and alcohols in acidic conditions. This is an 
equilibrium, so following the Principle of Microscopic 
Reversibility, the same steps in reverse demonstrate how 
esters are hydrolyzed to carboxylic acids and alcohols under 
acidic conditions. 


Six Steps of Fischer Esterification 


Step A: Add proton (resonance stabilization). 
Step B: Nucleophile attacks. 
You have seen all of the steps in this mechanism previously. Step C: Remove proton. 


Four of the six steps are proton transfers; one is a nucleophilic Step D: Add proton. ee 

attack; and one shows water as a leaving group. These steps Step E: Leaving group leaves (resonance stabilization). 
: : : : Step F: Remove proton. 

are displayed using the simplest possible example of ester 

formation: the formation of methyl formate. 


ln —O)sl === 


formic acid Step A 


O 
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PROBLEM-SOLVING HINT 


In equilibrium reactions, look for 
ways to use an excess of a reagent 


or else to remove a product as it 
forms. Is it possible to use one of the 
reagents as a solvent? Can we distill 
off a product or drive off water? 


{ PROBLEM 20-13 


Most of the Fischer esterification mechanism is identical with the mechanism of acetal 
formation. The difference is in the final step, where a resonance-stabilized carbocation loses 
a proton to give the ester. Write mechanisms for the following reactions, with the comparable 
steps directly above and below each other. Explain why the final step of the esterification 
(proton loss) cannot occur in acetal formation, and show what happens instead. 


O CH,0 OCH, 
| H*, CH,OH 7 
Ph—C—H ——— _ Ph—C—H + H,O 
aldehyde acetal 
O O 
I H*, CH,OH | 
Ph—C—OH ——=> Ph—C—OCH, + H,O 
acid ester 


2 
PROBLEM 20-14 


A carboxylic acid has two oxygen atoms, each with two nonbonding pairs of electrons. 

(a) Draw the resonance forms of a carboxylic acid that is protonated on the hydroxy 
oxygen atom. 

(b) Compare the resonance forms with those given previously for an acid protonated on the 
carbonyl oxygen atom. 

(c) Explain why the carbonyl oxygen atom of a carboxylic acid is more basic than the 
hydroxy oxygen. 


Fischer esterification is an equilibrium, and typical equilibrium constants for esteri- 
fication are not very large. For example, if 1 mole of acetic acid is mixed with 1 mole of 
ethanol, the equilibrium mixture contains 0.65 mole each of ethy] acetate and water and 
0.35 mole each of acetic acid and ethanol. Esterification using secondary and tertiary 
alcohols gives even smaller equilibrium constants. 


Equilibrium mixture 


O O 
I K,q = 3.38 | 
CH3—C —OH + CH3CH,OH <—— CH, —C —OCH,CH, fe H,O 
0.35 mole 0.35 mole 0.65 mole 0.65 mole 


Esterification may be driven to the right either by using an excess of one of the 
reactants or by removing one of the products. For example, in forming ethyl esters, 
excess ethanol is often used to drive the equilibrium as far as possible toward the ester. 
Alternatively, water may be removed either by distilling it out or by adding a dehydrat- 
ing agent such as magnesium sulfate or molecular sieves (dehydrated zeolite crystals 
that adsorb water). 

Driving the Fischer esterification toward a favorable equilibrium is rarely difficult, 
so this is a common method for making esters, both in the laboratory and in industry. 
Acid chlorides also react with alcohols to give esters (Section 20-15), but acid chlo- 
rides are more expensive, and they are more likely to promote side reactions such as 
dehydration of the alcohol. 


PROBLEM 20-15 


Show how Fischer esterification might be used to form the following esters. In each case, 
suggest a method for driving the reaction to completion. 
(a) methyl] salicylate (b) methyl formate (bp 32 °C) (c) ethyl phenylacetate 


20-10 Condensation of Acids with Alcohols: The Fischer Esterification 108 


XN 


( PROBLEM 20-16 


The mechanism of the Fischer esterification was controversial until 1938, when Irving 
Roberts and Harold Urey of Columbia University used isotopic labeling to follow the alco- 
hol oxygen atom through the reaction. A catalytic amount of sulfuric acid was added to a 
mixture of 1 mole of acetic acid and 1 mole of special methanol containing the heavy '%O 
isotope of oxygen. After a short period, the acid was neutralized to stop the reaction, and the 
components of the mixture were separated. 


6) 
| F H,SO, | 
CH,-C—O—H + CH,“0—H ==? CH—C—O—CH, + H,O 


(a) Propose a mechanism for this reaction. 

(b) Follow the labeled '80 atom through your mechanism, and show where it is found in 
the products. 

(c) The '80 isotope is not radioactive. Suggest how you could experimentally determine 
the amounts of '8O in the separated components of the mixture. 


5 


as 


SOLVED PROBLEM 20-1 


Ethyl orthoformate hydrolyzes easily in dilute acid to give formic acid and three equivalents of ethanol. Propose a mechanism for the 
hydrolysis of ethyl orthoformate. 


OCH,CH; O 
Ht | 
H—C—OCH,CH, Ho moo + 3 CH3CH,OH 
“ H OH 
ee eae formic acid ethanol 


ethyl orthoformate 


SOLUTION 

Ethyl orthoformate resembles an acetal with an extra alkoxy group, so this mechanism should resemble the hydrolysis of an acetal 
(Section 18-17). There are three equivalent basic sites: the three oxygen atoms. Protonation of one of these sites allows ethanol to 
leave, giving a resonance-stabilized cation. Attack by water gives an intermediate that resembles a hemiacetal with an extra alkoxy 
group. (The species in brackets are resonance-stabilized.) 


:OEt :OEt OEt : :OEt 
| LH ee. | pH 6: [es 
H—C—OE = 2 H—C-O <2 H—C—O == H—C—OH 
:OEt :OEt OEt :OEt 


~ Vi 
“ ee 
Lees, oe re Zoey BH} Ho: |. 
H—C—OH == H—C+OH |= |H—C. . =—— H—C—O—Et 
OEt 
OEt OEt = 
protonated ester ethyl formate 


Hydrolysis of ethyl formate follows the reverse path of the Fischer esterification. This part of the mechanism is left to you as an ee 


~) 


V4 


PROBLEM 20-17 


(a) The solution given for Solved Problem 20-1 was missing some important resonance 
forms of the intermediates shown in brackets. Complete this mechanism by drawing all 
the resonance forms of these intermediates. Do your resonance forms help to explain 
why this reaction occurs under very mild conditions (water with a tiny trace of acid)? 

(b) Finish the solution for Solved Problem 20-1 by providing a mechanism for the 
acid-catalyzed hydrolysis of ethyl formate. 
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Application: Drug Analysis 


Diazomethane is often used to esterify 
polar or reactive compounds for mass 
spectrometry analysis. For example, a 
urine test for cocaine might involve treat- 
ing the sample with diazomethane to 
convert benzoylecgonine, the major uri- 
nary metabolite of cocaine, to its volatile 
methyl ester for MS analysis. 


CH, 


benzoylecgonine 


20-11 Esterification Using Diazomethane 


Carboxylic acids are converted to their methyl esters very simply by adding an ether 
solution of diazomethane. The only by-product is nitrogen gas, and any excess diazo- 
methane also evaporates. Purification of the ester usually involves only evaporation of 
the solvent. Yields are nearly quantitative in most cases. 


1 1 
R—C—OH +. CHN, > R—C—O—CH, + N,t 
acid diazomethane methyl] ester 
Example 
. COOH COOCH, 
CHLN, + Naf 
———r 
cyclobutanecarboxylic acid methyl cyclobutanecarboxylate (100%) 


Diazomethane is a toxic, explosive yellow gas that dissolves in ether and is fairly 
safe to use in ether solutions. The reaction of diazomethane with carboxylic acids 
probably involves transfer of the acid proton, giving a methyldiazonium salt. This 
diazonium salt is an excellent methylating agent, with nitrogen gas as a leaving group. 
Mechanism 20-3 shows this reaction. 


MECHANISM 20-3 Esterification Using Diazomethane 


Step I: Proton transfer, forming a carboxylate ion and a methyldiazonium ion. 


Oo; 


oo + 
R—C—O! + CH,—N=N: 


carboxylate ion methyldiazonium ion 


Step 2: Nucleophilic attack on the methyl group displaces nitrogen. 


oO 


we Ey 
R—C—OQ#__,CH;CN=N! 


Because diazomethane is hazardous in large quantities, it is rarely used industri- 
ally or in large-scale laboratory reactions. The yields of methyl esters are excellent, 
however, so diazomethane is often used for small-scale esterifications of valuable and 
delicate carboxylic acids. 


20-12 Condensation of Acids with Amines: Direct 
Synthesis of Amides 


Amides can be synthesized directly from carboxylic acids, using heat to drive 
off water and force the reaction to completion. The initial acid—base reaction of a 
carboxylic acid with an amine gives an ammonium carboxylate salt. The carboxylate 
ion is a poor electrophile, and the ammonium ion is not nucleophilic, so the reaction 
stops at this point. Heating this salt to well above 100 °C drives off steam and forms 
an amide. This direct synthesis is an important industrial process, and it often works 
well in the laboratory. 


20-13 Reduction of Carboxylic Acids 


I i i 
. + h + 
R—C—OH + R’—NH, ~<— R—C—O- HN—-R —“> R—C—NH—R’ + HOF 
acid amine an ammonium carboxylate salt amide 
O 


Example 


benzoic acid ethylamine ethylammonium benzoate N-ethylbenzamide 


— 
COOH COO- H,NCH,CH, C—NHCH,CH, 
or + CH,CH,NH, —> of = or + HOt 
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Show how to synthesize the following compounds, using appropriate carboxylic acids and amines. 


(a) ? (b) 1 (c) 1 
CH3 C—N(CH)CH3)2 NH—C—CH; pon 
1s H~ ~N(CH,)s 
N,N-dimethylformamide (DMF) 
N,N-diethyl-meta-toluamide acetanilide 


(DEET insect repellent) 


20-13 Reduction of Carboxylic Acids 


Lithium aluminum hydride (LiAIH, or LAH) reduces carboxylic acids to primary alcohols. 
The aldehyde is an intermediate in this reduction, but it cannot be isolated because it is 
reduced more easily than the original acid. 


O 
I (1) LiAlH, 
R—C—OH @) Hof R—CH,—OH 
acid 7 primary alcohol 
Example 

O 

| (1) LiAlH, 
CH,—C— OH @ Hor CH,—CH,OH 
715% 
phenylacetic acid bah eine 


Lithium aluminum hydride is a strong base, and the first step is deprotonation of the 
acid. Hydrogen gas is evolved, and the lithium salt results. 


1 i 1 
a ar eo = 43 
5 Al—-H > H,t + R—C—O- Lit + AIH, 


Several paths are possible for the rest of the mechanism. In one likely path, AIH; adds 
to the carbonyl group of the lithium carboxylate salt. 


H 
H H | 
7 AIH 
:O: See O —AIl— H ao” CO 
= | h | 
R—-C H —> R-C H yj+ —> R—C—H 
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Elimination gives an aldehyde, which is quickly reduced to a lithium alkoxide. 


oe LiOAIH, : 1 
aes > R J H H mh H > R—C—H + AIH, 
Cor Lit Oo H Lit :Q: Lit 
aldehyde lithium alkoxide 


Water added in the second step protonates the alkoxide to the primary alcohol. 
R—CH,—O° Li* +H,0 — > R—CH,—O0H + LiOH 


Borane also reduces carboxylic acids to primary alcohols. Borane (complex with 
THF; see Section 8-7) reacts with the carboxyl group faster than with any other carbonyl] 
function. It often gives excellent selectivity, as shown by the following example, where 
a carboxylic acid is reduced while a ketone is unaffected. (LiAIH, would also reduce 
the ketone.) 


(1) BH,-THF 


O O O 
| | (or ByH,) | 
icc C08 poe “He=c CH,OH 
(80%) 


Reduction to Aldehydes Reduction of carboxylic acids to aldehydes is difficult 
because aldehydes are more reactive than carboxylic acids toward most reducing 
agents. Almost any reagent that reduces acids to aldehydes also reduces aldehydes 
to primary alcohols. In Section 18-10, we saw that lithium tri-tert-butoxyaluminum 
hydride, LiAIH(O-t-Bu)3 is a weaker reducing agent than lithium aluminum hydride. 
It reduces acid chlorides to aldehydes because acid chlorides are strongly activated 
toward nucleophilic addition of a hydride ion. Under these conditions, the aldehyde 
reduces more slowly and can be isolated. Therefore, reduction of an acid to an alde- 
hyde is a two-step process: Convert the acid to the acid chloride (Section 20-15), and 
then reduce using lithium tri-tert-butoxyaluminum hydride. 


‘oO ‘Om 1a? O 
I | \~ I | 
R—C—Cl + LiAIH(O-+Bu); == ee + Al(O-t-Bu); —> R—C—H + LiCl 
acid | aldehyde 
chloride H 
Example 
Step 1: Conversion to the acid chloride. Step 2: Reduction to the aldehyde. 
| SOCI | LiAlH(O-t-B | 
CH, —CH—C—OH ay, CH, CH—C—Cl ele CH; —CH—C—H 
CH, CH, CH, 
isobutyric acid isobutyryl chloride isobutyraldehyde 


( PROBLEM 20-19 


Show how you would synthesize the following compounds from the appropriate carboxylic 
acids or acid derivatives. 


(a) oun (b) ao (c) eee 


20-15 Synthesis and Use of Acid Chlorides 


20-14 Alkylation of Carboxylic Acids to Form Ketones 


Carboxylic acids react with two equivalents of an organolithium reagent to give ketones. 
This reaction was discussed in Section 18-8. 


(1) 2R—Li 


R—C—O0-—H (2) HO > R—C—R + R—H 
Example O 
COOH C—CH,CH, 
(1) 2 CH,CH,—Li . 
(2) H,O ° 
benzoic acid propiophenone 


The first equivalent of the organolithium reagent simply deprotonates the acid. The 
second equivalent adds to the carbonyl to give a stable dianion. Hydrolysis of the 
dianion (by adding water) gives the hydrate of a ketone. Because the ketone is formed 
in a separate hydrolysis step (rather than in the presence of the organolithium reagent), 
overalkylation is not observed. 


O OLi 
| 2k : | : 
R—C—OH ——> R—H + R—C—OLi ——> net —OLi 
boxylic acid 
carboxylic aci ei R’ 
dianion 
OLi OH O 
| Hot | | 
R—C—OLi —_ R—C—OH ee R=—C=8" + ‘10 
| / | / ketone 
R R 
dianion hydrate of ketone 


( PROBLEM 20-20 


Propose a mechanism for conversion of the dianion to the ketone under mildly acidic conditions. 


( PROBLEM 20-21 


Show how the following ketones might be synthesized from the indicated acids, using any 
necessary reagents. 
(a) propiophenone from propionic acid (two ways, using alkylation of the acid and using 
Friedel-Crafts acylation) 
L (b) methyl cyclohexyl! ketone from cyclohexanecarboxylic acid 


20-15 Synthesis and Use of Acid Chlorides 


Halide ions are excellent leaving groups for nucleophilic acy! substitution. Therefore, 
acyl halides are useful intermediates for making acid derivatives. In particular, acid 
chlorides (acyl chlorides) are easily made and are commonly used as an activated form 
of a carboxylic acid. Both the carbonyl oxygen and the chlorine atom withdraw electron 
density from the acyl carbon atom, making it strongly electrophilic. Acid chlorides 
react with a wide range of nucleophiles, generally through the addition—elimination 
mechanism of nucleophilic acy! substitution. 
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a DD addition 0%) elimination 1 
ZL& R—C—Cl == R—CCl — R—C—Nuc + CL 
R Cl _ | acid derivative 
Nuc: Nuc 
an acid chloride (acyl chloride) acid chloride tetrahedral intermediate 
The best reagents for converting carboxylic acids to acid chlorides are thionyl] chlo- 
ride (SOCI,) and oxalyl chloride [(COCI)2] because they form gaseous by-products 
that do not contaminate the product. Oxalyl chloride is particularly easy to use because 
it boils at 62 °C and any excess is easily evaporated from the reaction mixture. 
1 l 1 
CI—S—Cl 
R—C—OH 0.0 e R—C— Cl 
or | i 
Ccl—C—C—¢l 
Examples 
CH,(CH,) (CH,) ' OH 1 CH,(CH,) (CH,) : Cl 
Se=ce aes eS ee. + SO,t + HCH 
H H thiony! chloride H H 
oleic acid oleoyl chloride 
(95%) 
O O 
| 0 0 
CH,—CH, —C— OH I | CH,—CH,—C—Cl + HClIt + COf + CO,t 
Cl—C—C—Cl 
oxalyl chloride 
3-phenylpropanoic acid 3-phenylpropanoy] chloride 
(95%) 


The mechanisms of these reactions begin like the reaction of an alcohol with thionyl 
chloride. Either oxygen atom of the acid can attack sulfur, replacing chloride by a 
mechanism that looks like sulfur’s version of nucleophilic acy! substitution. The prod- 
uct is an interesting, reactive chlorosulfite anhydride. 


ee q cs _ tis 7 
a A + ‘ee is ily 
R—c=0: S =O: —> | R—C=O0—S—O? <—> R—C—O—S—O: 
| Na | | 
Cl Cl | 
i“ 
‘me ¢ oH ‘Oo 0 ‘Oo ~=0 + HC 


R—C—O—S+O? —~> R—C—O—S—CI1 —~ R—C—O—S—Cl 


| a chlorosulfite anhydride 
Cl 


This reactive anhydride undergoes nucleophilic acyl substitution by chloride ion to 
give the acid chloride. 


: i | 
R=C—0—s—Cl —> R=C—075,0 — > B=C.. +50; ¢ Cr 
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*PROBLEM 20-22 


Propose a mechanism for the reaction of benzoic acid with oxaly] chloride. This mechanism 
begins like the thiony! chloride reaction, to give a reactive mixed anhydride. Nucleophilic 
acyl substitution by chloride ion gives a tetrahedral intermediate that eliminates a leaving 
group, which then fragments into carbon dioxide, carbon monoxide, and chloride ion. 


Acid chlorides react with alcohols to give esters through a nucleophilic acy] substi- 
tution by the addition—elimination mechanism discussed on the previous page. Attack 
by the alcohol at the electrophilic carbonyl group gives a tetrahedral intermediate. Loss 
of chloride and deprotonation give the ester. 


‘Oo :O:) Vat oi 
y, ee |? dl —— — 
R—C—Cl + R’—OH |= | R—C XC! R ie R—C—O—F + HCl 
G - A 
R'—0O—A R’ ester 


This reaction provides an efficient two-step method for converting a carboxylic acid to an 
ester. The acid is converted to the acid chloride, which reacts with an alcohol to give the 
ester. Pyridine or other bases are often added to neutralize the HCl generated. Otherwise, 
alcohols (especially tertiary alcohols) may dehydrate under strongly acidic conditions. 


O O O 
| (COC), | R’=0=H | 
R—C—OH Sane R—C—Cl > R—C—O—R’ + HCl 
. or SOCI, ’ . alcohol 
acid acid chloride ester 
Example 
O O O 
| SOCI, | CH,CH,—OH | = 
Ph—C—OH ——>  Ph—C—Cl ———_—> Ph—C—O—CH,CH, + | 
: . ; pyridine ‘a 
benzoic acid benzoyl chloride ethyl benzoate N A 
| = 
H Cl 


Ammonia and amines react with acid chlorides to give amides, also through the 
addition—elimination mechanism of nucleophilic acyl substitution. A carboxylic acid 
is efficiently converted to an amide by forming the acid chloride, which reacts with an 
amine to give the amide. A base such as pyridine or NaOH is often added to prevent 
HCI from protonating the amine. 


1 1 
R—C—Cl + R’—NH, —> R—C—NH—R’ + HCl 
acid chloride amine amide 
Example 
O O H 
| er i | 
CH,—C—Cl + CH,—NH, —> CH,—C—N—CH, + NaCl + H,O 
acetyl chloride methylamine N-methylacetamide 


{ PROBLEM 20-23 


Propose mechanisms for the nucleophilic acyl substitutions to form ethyl benzoate and 
N-methylacetamide as shown on the previous page. 
N 


( PROBLEM 20-24 


Show how you would use an acid chloride as an intermediate to synthesize 
(a) N-phenylbenzamide (PhCONHPh) from benzoic acid and aniline. 
L (b) phenyl propionate (CH;CH,COOPh) from propionic acid and phenol. 
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SUMMARY Reactions of Carboxylic Acids 


General types of reactions 


O 
> R l OT deprotonation 
O O 
R : OH > R a —Nuc nucleophilic acyl substitution 
[Es R—CH,—OH reduction 


> R—H + CO; decarboxylation (Chapter 22) 


1. Salt formation (Section 20-5) 


R—C—OH + M* OH SS R—C—O M* + 4H,0O 
acid strong base salt 


2. Conversion to esters (Sections 20-10, 20-11, and 20-15) 


Fischer esterification: 


O O 
| Ht | 
R—C—OH + R’—OH = R—C— 0 RFR’ + H,O 
acid alcohol ester 
O O 
R—C—Cl + R’—OH —> R—C—oO-R + Hal 
acid chloride alcohol ester 
if O 
R—C—OH + CH,N, —>  R—~C—O—CH,; + Not 
acid diazomethane methyl ester 


3. Conversion to amides (Sections 20-12 and 20-15) 


i 1 i 
, , heat 2 
R—C—OH + R’—NH, <> R—C—O- H,N/R’ —~> R—C—NH—R’ + H,0 
acid amine salt amide 
| NaOH | 
R—C—C1 + R’—NH, ———> R—C—NH—R’ + NaCl + HO 
acid chloride amine amide 


4. Conversion to anhydrides (Section 21-5) 


1 1 1 | 
RC Cll + OCR" > R—C—O— CSR sb RIC 
acid chloride acid acid anhydride 


5. Reduction to primary alcohols (Sections 10-11 and 20-13) 


I (1) LiAlHy 
@ HOF R—CH,—OH 


acid (or use BH; : THF) primary alcohol 
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6. Reduction to aldehydes (Sections 18-10 and 20-13) 


O O O O 

I I I LiAIH(O-r-Bu); I 
R—C—OH + Cl—S—Cl —~> R—C—Cl ===> R—C—A 

acid thionyl chloride acid chloride aldehyde 


7. Alkylation to form ketones (Sections 18-8 and 20-14) 


Tl (1) R’—Li 
alkyllithi 7 
R—C—O- Lit — R—C—R 
nae (2) HO 
lithium carboxylate ketone 
8. Conversion to acid chlorides (Section 20-15) 


1 1 
R—C—OH + Cl—S—Cl — > R—C—C1 + so,f + Hat 
acid thionyl chloride acid chloride 


9. Side-chain halogenation (Hell-Volhard—Zelinsky reaction; Section 22-6) 


Br O Br 
| Br,/PBr, | | HO | 
R— CH,— C—OH > R—Cisl-——(C—1 537 2 IR—SCla-—C—Olsl ap Jaleye 
a-bromo acyl bromide a-bromoacid 


SUMMARY Reactions of Carboxylic Acids 


Carboxylic acids are abundant in nature (e.g., cell biology and biochemistry) and commerce. 


More reactions will be discussed in Chapter 21. 


Fischer esterification— Reduction— 
Nucleophilic Acyl Substitution both borane (BH3) and LiAIH, 
(discussed in Ch 21); reduce carboxylic acids to 
Section 20-10 primary alcohols; 

Section 20-13 


‘ 
Cl Cl 
oxalyl 
chloride 


Alkylation to form ketones— Formation of acid chlorides— 

Sections 20-14, 18-8 both thionyl chloride (SOCI,) 
and oxalyl chloride (CICOCOCI) 
can be used; thionyl chloride is a 
federally-controlled chemical so 
oxalyl chloride is more common; 
Section 20-15 
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Essential Terms 
acid chloride 


anhydride 


carboxyl group 
carboxylate ion 
carboxylation 


carboxylic acid 
An aliphatic acid 
An aromatic acid 
A dicarboxylic acid 
fatty acid 


Fischer esterification 


molecular sieves 


nucleophilic acyl 
substitution 


phthalic acids 


salt of a carboxylic acid 


(acyl chloride) An activated acid derivative in which the hydroxy group of the acid is replaced by 
a chlorine atom. (p. 1084) 

(acid anhydride) A composite of two acid molecules, with loss of water. Adding water to an anhy- 
dride regenerates the acid. A mixed anhydride contains two different acids. (p. 1090) 


I Lf 
Ph—C—O—C—CH, 


2 CH,;—C—OH 
acetic acid acetic benzoic anhydride 


~ acetic anhydride 


The —COOH functional group of a carboxylic acid. (p. 1059) 
The anion resulting from deprotonation of a carboxylic acid. (p. 1059) 


A reaction in which a compound (usually a carboxylic acid) is formed by the addition of CO, to 
an intermediate. The addition of CO to a Grignard reagent is an example of a carboxylation. 
(p. 1078) 

Any compound containing the carboxy! group, — COOH. (p. 1059) 

has an alkyl group bonded to the carboxyl group. 

has an aryl group bonded to the carboxyl group. 

(a diacid) has two carboxyl groups. (p. 1062) 

A long-chain linear carboxylic acid. Some fatty acids are saturated, and others are unsaturated. 
(pp. 1059, 1071) 

The acid-catalyzed reaction of a carboxylic acid with an alcohol to form an ester. (p. 1081) 


R—C—O—H + R—OH 


acid alcohol 


Dehydrated zeolite crystals with well-defined pore sizes to admit molecules smaller than the pores. 
Often used to adsorb water from solvents or reactions. (p. 1084) 


A reaction in which a nucleophile substitutes for a leaving group on a carbonyl carbon atom. 
Nucleophilic acyl substitution usually takes place through the following addition—elimination 
mechanism. (p. 1080) 


‘Oo 


R—C—Nuc + :X_ 


the addition—elimination mechanism of nucleophilic acyl substitution 


Benzenedicarboxylic acids. Phthalic acid itself is the ortho isomer. The meta isomer is isophthalic 
acid, and the para isomer is terephthalic acid. (p. 1062) 

An ionic compound containing the deprotonated anion of a carboxylic acid, called the carboxylate 
ion: R—COO .. An acid salt is formed by the reaction of an acid with a base. (p. 1068) 


Study Problems 1095 


Essential Problem-Solving Skills in Chapter 20 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Name carboxylic acids and dicarboxylic acids, and draw the structures from their names. Problems 20-25, 26, and 27 


2 Compare the acidity of carboxylic acids with other common acids, and explain how Problems 20-28, 29, 30, 32, 33, 34, 
their acidity varies with their substituents. 42, and 47 


3 Describe the trends in the physical properties of carboxylic acids, and contrast their 
physical properties with those of their salts. Problems 20-29 and 31 


4 Interpret the IR, UV, NMR, and mass spectra of carboxylic acids, and use spectral 
information to determine their structures. Problems 20-40, 43, and 45 


5 Show how to synthesize carboxylic acids from oxidation of alcohols and aldehydes, 
carboxylation of Grignard reagents, oxidative cleavage of alkenes and alkynes, 
hydrolysis of nitriles, and oxidation of alkylbenzenes. Problems 20-36, 39, and 44 


6 Predict the products of reactions of carboxylic acids with alcohols, amines, diazomethane, 
reducing agents, and organometallic reagents, and give mechanisms where appropriate. Problems 20-35, 37, and 48 


7 Propose a mechanism for a Fischer esterification, and show how the equilibrium can 
be driven toward the products or the reactants. Problems 20-37, 38, 41, and 48 


8 Show how to convert carboxylic acids to other functional groups, and devise 
multistep syntheses using carboxylic acids as starting materials and intermediates. 
Explain how acid chlorides are used as activated derivatives of carboxylic acids. Problems 20-35, 36, 39, and 44 


Study Problems 


20-25 


20-26 


20-27 


20-28 


20-29 


20-30 


Give the IUPAC names of the following compounds. 


(a) CH,;C==CCOOH (b) CH;CH(OH)CH(NH,)COOH (c) CH;CH—CHCOOH 
(d) CH, (e) Cl (f) 
Ch COOH A W208 
COOH O 
Cl Cl 
Give both IUPAC names and common names for the following compounds. 
(a) PhCH,COOH (b) PhCO,Na (c) (CH3),CHCHCICOOH 
(d) HOOC(CH)),CO,H (e) (CH3),CHCH,COOK (f) CH;CH(NH,)COOH 
OCH; 


(g) COOH (h) COO- (i) COOH 
| Ca2t 
COO 
Cl COOH 


Draw the structures of the following compounds. 


(a) propanoic acid (b) phthalic acid (c) calciumformate 
(d) succinic acid (e) dibromoacetic acid (f) acetylsalicylate (aspirin) 
(g) zincdecanoate (athlete’s-foot powder) (h) potassium benzoate (a food preservative) 


(i) potassium fluoroacetate 

Show how you would use extractions with a separatory funnel to separate a mixture of the following compounds: benzoic 
acid, phenol, benzyl alcohol, aniline. 

Arrange each group of compounds in order of increasing basicity. 


(a) CH;COO , CICH,COO , and PhO™ (b) sodium acetylide, sodium amide, and sodium acetate 
(c) sodium benzoate, sodium ethoxide, and sodium phenoxide (d) pyridine, sodium ethoxide, and sodium acetate 
Predict the products (if any) of the following acid—base reactions. 

(a) formic acid + ammonia (b) terephthalic acid + excess NaOH 

(c) p-toluic acid + sodium trifluoroacetate (d) a-chloropropionic acid + sodium propionate 


(e) benzoic acid + potassium phenoxide 
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20-31 Rank the following isomers in order of increasing boiling point, and explain the reasons for your order of ranking. 


1 O 
Ee ae. CH,—C—OCH,CH, eo 
n-pentanol ethyl acetate valeric acid 


20-32 Arrange each group of compounds in order of increasing acidity. 
(a) phenol, ethanol, acetic acid 
(b) p-toluenesulfonic acid, acetic acid, chloroacetic acid 
(c) benzoic acid, o-nitrobenzoic acid, m-nitrobenzoic acid 
(d) butyric acid, a-bromobutyric acid, B-bromobutyric acid 


(e) Cl 


COOH Br 
6 — COOH Ll COOH 
F 


20-33 What do the following pK, values tell you about the electron-withdrawing abilities of nitro, cyano, chloro, and hydroxy groups? 
eee Lo Coe ee CRCOOK 
NO, 1.68 CN 2.46 Cc] 2-86 oH. 3-83 H 474 


20-34 Given the structure of ascorbic acid (vitamin C): 
(a) Is ascorbic acid a carboxylic acid? 
(b) Compare the acid strength of ascorbic acid (pK, = 4.71) with acetic acid. 
(c) Predict which proton in ascorbic acid is the most acidic. 
(d) Draw the form of ascorbic acid that is present in the body (aqueous solution, pH = 7.4). 


20-35 Predict the products, if any, of the following reactions. ascorbic acid 
COOH 

(a) (1) LiAIH, (b) (1) NaCN 

es, (ly) NaCN 

(2) H,O* CH.Br  “() H,0*, heat 
(c) COOH (1) soct, (d) KMnO,, H,O 

-3- ——_—~> 
@ AIC, hex-3-yne (warm, concd.) 
(f) Ph 
7 [ \-cn on On tts | (1) BH, THF 
2 —cC— 
H;C - COOH Hot H,0* 


( O 
g) a KMn0,, H,0 
HOCH,CH,CH,CH,—C—-OH  —~> (cyclic ester) (warm, coned.” 


(1) Mg, ether Pc \—coon pusm ttt butan-I-ol, H Ht 
Qe, co, 
(3) H, @) HOF 


20-36 = Show how you me accomplish the following syntheses efficiently (you may use any necessary reagents). 


(a) trans-1-bromobut-2-ene — trans-pent-3-enoic acid (two ways) (b) hex-3-ene — propanoic acid 
(c) but-2-enal — but-2-enoic acid (d) hexanoic acid — hexanal 
(e) O (f) © aaa © oan 
| —? 
CH,(CH,),;COOH —> CH,(CH,),—C—OCH, (two ways) 
valeric acid methyl] valerate 


(g) CH,COOH CH,CONHCH, (h) 


COOH COOH 


20-37 


20-38 


20-39 


20-40 


10 
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Predict the products and propose mechanisms for the following reactions. 
(a) O (b) 1 
CN Ht oN ~OH 
er excess H,O Cy ce excess H,O 
2 ™ Ht A ™ ~OH 
© Ho COOH ———> @ Ho COOH 
remove H,O remove H,O 
When pure (S)-lactic acid is esterified by racemic butan-2-ol, the product is 2-buty] lactate, with the following structure: 
i 1. (ab) area 
4 
CH,—CH—COOH + CH,—CH—CH,CH, == CH,—CH —C—O—CH—CH,CH, 
lactic acid butan-2-ol 2-butyl] lactate 

(a) Draw three-dimensional structures of the two stereoisomers formed, specifying the configuration at each asymmetric 

carbon atom. (Using your models may be helpful.) 
(b) Determine the relationship between the two stereoisomers you have drawn. 
Show how you would accomplish the following multistep syntheses. You may use any additional reagents and solvents 
you need. 
(a) PhCH,CH,CH,OH ——> PhCH,CH,CH,COOH (b) 

CH; 
CH, : 
COOH 

(c) (d) Br 

[ ecu, — [> CH,COOH O <y — =< TL 

COOH 
(e) a (f) 1 1 
O O Cc Cc 
2 OH — So 

[> COOH —> 
The following NMR spectra correspond to compounds of formulas (A) CoH))02, (B) C4Hg02, and (C) C6H; 902, respectively. 
Propose structures, and show how they are consistent with the observed absorptions. 

5 TTT 
[A] CoH 902 
| 
Beall Offset: 2.3 ppm 
FAL 
1 
611.8 
1 
9 8 7 6 5 4 3 2 1 0 


6 (ppm) 
(continued ) 
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200 180 160 140 120 100 80 60 40 20 0 


10 9 8 7 6 5 4 3 2 1 0 
5 (ppm) 
C1) Coo FLL 
C ||| CoH 902 j 
1 
IN 


Offset: 2.4 ppm 


10 9 8 7 6 5 4 3 2 1 0 
5 (ppm) 


20-41 —_‘In the presence of a trace of acid, 6-hydroxyvaleric acid forms a cyclic ester (lactone). 


6-hydroxyvaleric acid 


(a) Give the structure of the lactone, called 6-valerolactone. 
(b) Propose a mechanism for the formation of 6-valerolactone. 
20-42 (a) Hydrogen peroxide (HOOH) has a pK, of 11.6, making it roughly 10,000 times as strong an acid as water 
(pK, = 15.7). Explain why HO, is a stronger acid than H,O. 
(b) In contrast to part (a), peroxyacetic acid (pK, = 8.2) is a much weaker acid than acetic acid (pK, = 4.74). Explain 
why peroxyacetic acid is a weaker acid than acetic acid. 
(c) Peroxyacetic acid (bp = 105 °C) has a lower boiling point than acetic acid (bp = 118 °C), even though peroxyacetic 
acid has a higher molecular weight. Explain why peroxyacetic acid is more volatile than acetic acid. 
20-43. The IR, NMR, and mass spectra are provided for an organic compound (next page). 
(a) Consider each spectrum individually, and tell what characteristics of the molecule are apparent from that spectrum. 
(b) Propose a structure for the compound, and show how your structure fits the spectral data. 
*(c) Explain why an important signal is missing from the proton NMR spectrum. 


20-44 


20-45 
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100 


| 77 107 15 


i) 
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“Ld ru I L. Al I 
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6 (ppm) 


Two of the methods for converting alkyl halides to carboxylic acids are covered in Sections 20-8B and 20-8C. One is 
formation of a Grignard reagent followed by addition of carbon dioxide and then dilute acid. The other is substitution by 
cyanide ion, followed by hydrolysis of the resulting nitrile. For each of the following conversions, decide whether either or 
both of these methods would work, and explain why. Show the reactions you would use. 


(a) (b) (©) 
CHBr Br HO CH)Br 
7 wo (e) © se f) a ae 


(A true story) The manager of an organic chemistry stockroom prepared unknowns for a “Ketones and Aldehydes” 
experiment by placing two drops of the liquid unknowns in test tubes and storing the test tubes for several days until they 
were needed. One of the unknowns was misidentified by every student. This unknown was taken from a bottle marked 
“Heptaldehyde.” The stockroom manager took an IR spectrum of the liquid in the bottle and found a sharp carbony] stretch 
around 1720 cm“! and small, sharp peaks around 2710 and 2810 cm |, as shown on the next page. 

(continued) 


1100 CHAPTER 20 Carboxylic Acids 


The students complained that their spectra showed no peaks at 2710 or 2810 cm |, but a broad absorption centered over 
the 3000 cm! region and a carbonyl peak around 1715 cm !. They also maintained that their samples are soluble in dilute 
aqueous sodium hydroxide. 


\) 2710 
2810 


3000cm=! =—-:1720 cm7! 3000 cm7! 1715 cm7! 


stockroom manager’s spectrum students’ spectrum 


(a) Identify the compound in the stockroom manager’s bottle and the compound in the students’ test tubes. 
(b) Explain the discrepancy between the stockroom manager’s spectrum and the students’ results. 
(c) Suggest how this misunderstanding might be prevented in the future. 

20-46 Predict the major form of each compound when it is dissolved in pure water. To do this, you will need to estimate pK, values 
for the compounds in (a), (b), and (c) based on similar compounds shown in Appendix 4. Values for the compound in (d) are 
given. Explain the differences, including why the pK, values in part (d) are so different from the others. 


(a) CH,COOH (b) CH,COOH (ec) COOH (d) COOH pk, 4.9 


pK, 2.3 
conjugate acid 


CH,NH, NH, CH,NH, NH, 


*20-47 Substituent effects: resonance and induction. 


COOH COOH COOH 
OCH, F 
H OCH, H F 
A B Cc D E F 
pK, 4.20 pK, 4.09 pK, 4.47 pK, 10.00 pK, 9.28 pK, 9.81 


(a) When the methoxy group is in the meta position in B, is the acid stronger or weaker than in A? Is the methoxy group 
in the meta position electron-donating or withdrawing? 

(b) When the methoxy group is in the para position in C, is the acid stronger or weaker than in A? Is the methoxy group 
in the para position electron-donating or withdrawing? 

(c) How can this apparent contradiction be explained? Which effect is stronger for methoxy? 

(d) When the fluoro group is in the meta position in E, is the acid stronger or weaker than in D? Is the fluoro group in the 
meta position electron-donating or withdrawing? 

(e) When the fluoro group is in the para position in F, is the acid stronger or weaker than in D? Is the fluoro group in the 
para position electron-donating or withdrawing? 

(f) Compare the results of the fluoro group with those of the above methoxy group. What must be different about the 
relative strength of the resonance and inductive effects for fluoro compared with methoxy? 

*20-48 — A student synthesized Compound 1 (below). To purify the compound, he extracted it into aqueous base and then acidified 
the solution to protonate the acid so that he could extract it back into ether. When he evaporated the ether, he found that 
his product had been converted entirely into Compound 2. 


CH; fe) 
ses O 
—_ 
CH3 CH3 
| CHsCO2H > OH 


(a) What is the functional group that forms the ring in Compound 1? In Compound 2? 

(b) How many carbon atoms are there in Compound 1? In Compound 2? Where did the other carbon atoms go? 
(c) When did the reaction occur: When the student added the base, or when he added the acid? 

(d) Propose a mechanism for the conversion of Compound 1 to Compound 2. 
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O H O H OH 
| | Fe | NH 
PhOCH,—C—N S. cH, | Ph—CH—C—N CH;CH i 
° Pr SCHaCHN—C—H 
N CH, NH, Noon N | 
oO O 3 (e) H 
COOH COOH COOH 
penicillin V cephalexin (Keflex®) imipenem (Primaxin®) 
a penicillin a cephalosporin a carbapenem 


AA bacterial antibiotic sensitivity test: Thin wafers containing different antibiotics are placed on an 
agar plate that has been inoculated with a pathogenic organism, and then incubated. The bacteria 
can grow around antibiotics to which they have developed a resistance. Wider rings correspond to 
more effective antibiotics against this organism. The active functional group in many antibiotics is a 
four-membered cyclic amide grouping: a B-lactam. The structures show three common types of 
B-lactam antibiotics. (See Section 21-13.) 


21-1 Introduction 


Carboxylic acid derivatives are defined as compounds with functional groups that can 
be converted to carboxylic acids by a simple acidic or basic hydrolysis. The most 
important acid derivatives are esters, amides, and nitriles. Acid halides and anhydrides 
are also included in this group, although we often think of them as activated forms of 
the parent acids rather than completely different compounds. 


Goals for Chapter 21 


1 Draw and name carboxylic 
acid derivatives, and use spectral 
information to determine their 
structures. 


2 Describe the trends in physical 
properties of acid derivatives, and 
compare the relative reactivity of 
esters, thioesters, amides, nitriles, 
anhydrides, and acid chlorides. 


3 Propose single-step and multistep 
syntheses of acid derivatives from 
compounds containing other 
functional groups. 


4 Predict the products and propose 
mechanisms for the reactions of 
carboxylic acid derivatives with 
reducing agents, alcohols, amines, 
and organometallic reagents. 


5 Propose multistep syntheses using 
acid derivatives as starting materials 
and intermediates. 


1 1] I 1 
R—C=—xX R—C—0O—C—R 1 R—C—O—F' R—C—NH, R—C=N 
acid halide anhydride ester amide nitrile 
Condensed structure: RCOX (RCO),O RCO,R’ RCONH, RCN 


Many advances in organic chemistry involve making and using derivatives of 
carboxylic acids. Proteins are bonded by amide functional groups, and chemists have 
created synthetic amides that emulate the desirable properties of proteins. For example, 
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the nylon in a climbing rope is a synthetic polyamide that emulates the protein in a 
spider’s web. All the penicillin and cephalosporin antibiotics are amides that extend 
the antimicrobial properties of naturally occurring antibiotics. 

Like amides, esters are common both in nature and in the chemical industry. 
Animal fats and vegetable oils are mixtures of esters, as are waxy materials such as 
beeswax and spermaceti. Plants often synthesize esters that give the characteristic 
tastes and odors to their fruits and flowers. In addition to making synthetic esters 
for flavors, odors, and lubricants, chemists have made synthetic polyesters such as 
Dacron polyester fiber used in clothing and Mylar polyester film used in magnetic 
recording tapes. 

Some examples of naturally occurring esters and amides are shown here. Isoamyl 
acetate gives ripe bananas their characteristic odor, and geranyl acetate is found in the 
oil of roses, geraniums, and many other flowers. N, N-Diethyl-meta-toluamide (DEET®) 
is one of the best insect repellents known, and penicillin G is one of the antibiotics that 
revolutionized modern medicine. 


O 
Jo 3 sles 
O—C—CH, ~~ 3 


isoamy] acetate geranyl acetate 
(banana oil) (geranium oil) 
1 

O PhCH,— C—NH 

H,C , Em oH 
3 
or ™N(CHCH3), “ 7s CH, 
COOH 
N,N-diethyl-meta-toluamide penicillin G 


21-2 Structure and Nomenclature of Acid Derivatives 


Most acid derivatives have structural features in common. Except for nitriles, they all 
have a carbony! group bonded to an electronegative atom: Cl, O, or N. Their systematic 
nomenclature is logical, based on the nomenclature of their related carboxylic acids. 
Nitriles are included as acid derivatives because they can be hydrolyzed to give acids. 


21-2A Esters of Carboxylic Acids 


Esters are carboxylic acid derivatives in which the hydroxy group (— OH) is replaced 
by an alkoxy group (— OR). An ester is a combination of a carboxylic acid and an 
alcohol, with loss of a molecule of water. We have seen that esters can be formed by 
the Fischer esterification of an acid with an alcohol (Section 20-10). 


O O 
| Ht 
C—OH + R—OH == R—C—O—R’ + HO 


acid alcohol ester 


R— 


The names of esters consist of two words that reflect their composite structure. The 
first word is derived from the alkyl group of the alcohol, and the second word from the 
carboxylate group of the carboxylic acid. The IUPAC name is derived from the IUPAC 
names of the alkyl group and the carboxylate, and the common name is derived from the 
common names of each. The following examples show both the IUPAC names and 
the common names of some esters: 
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O O 
| Ht ! 
CH,CH,—OH + HO—C—CH, ==  CH,CH,-O—C—CH, + HO 
IUPAC name: ethanol ethanoic acid ethyl ethanoate 
common name: ethy! alcohol acetic acid ethyl acetate 
1 i 1 
(CH,),;CH—O—C—H (C)-o-t-C) cu—o-—C—c,-()) 
TUPAC name: 1-methylethyl methanoate phenyl] benzoate methyl 2-phenylethanoate 
common name: isopropyl formate phenyl benzoate methyl phenylacetate 
[ey 1 i 
Ph—CH,—O—C—CH—CH, cu—o-c-<_| ( )-o-t— 
IUPAC name: benzy] 2-methylpropanoate methyl cyclopentanecarboxylate cyclohexyl methanoate 
common name: benzyl isobutyrate methyl cyclopentanecarboxylate cyclohexyl formate 


Lactones Cyclic esters are called lactones. A lactone is formed from an open-chain Application: Hormone antagonist 


hydroxy acid in which the hydroxy group has reacted with the acid group to form an 
ester. 


O 
‘ on ‘\ f 
nC a, HCC. 

| B O—-H —“= | B O + H,O 

HC. F/ HC. 27 
/\ A, 

H HoH ane cm: 

IUPAC name: 4-hydroxybutanoic acid 4-hydroxybutanoic acid lactone 
common name: y-hydroxybutyric acid y-butyrolactone 


spironolactone 


The IUPAC names of lactones are derived by adding the term /actone at the end of the 
name of the parent acid. The common names of lactones, used more often than IUPAC 
names, are formed by changing the -ic acid ending of the hydroxy acid to -olactone. A 
Greek letter designates the carbon atom that bears the hydroxy group to close the ring. 
Substituents are named just as they are on the parent acid. 


Spironolactone is a powerful synthetic 
antagonist that blocks the action of 
androgens (male hormones). It is used 
primarily to treat high blood pressure 
and heart failure. Spironolactone is safe 


O enough that it can also be used to treat 
HC acne and excessive facial hair in women, 
a caused by elevated levels of testosterone. 
, 
y 
CH, 
IUPAC name: 5-hydroxypentanoic acid lactone 4-hydroxy-2-methylpentanoic acid lactone 
common name: 6-valerolactone a-methyl-y-valerolactone 


21-2B Amides 


An amide is a composite of a carboxylic acid and ammonia or an amine. An acid reacts 
with an amine to form an ammonium carboxylate salt. When this salt is heated to well 
above 100 °C, water is driven off and an amide results. 
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The simple amide structure shows a nonbonding pair of electrons on the nitrogen 
atom. Unlike amines, however, amides are only weakly basic, and we consider the amide 
functional group to be neutral. A concentrated strong acid is required to protonate an 
amide, and protonation occurs on the carbonyl oxygen atom rather than on nitrogen. This 
lack of basicity can be explained by picturing the amide as a resonance hybrid of the 
conventional structure and a structure with a double bond between carbon and nitrogen. 


‘oO :O:° Wt :07 7 
I <> ‘ concentrated acid | i 
. Yt —— Z 
R~ ir R~ SNR ae “rR eee Sir 
R R’ R L 
very weakly basic protonation on oxygen 


Application: Anesthetic This resonance representation correctly predicts a planar amide nitrogen atom that 


is sp” hybridized to allow pi bonding with the carbonyl carbon atom. For example, 
Main, local anesthetics are amides. formamide has a planar structure like an alkene. The C—N bond has partial double- 
Hedoesine, me PIPIO Re forshisgrOup el ihend character, with a rotational barrier of 75 kJ/mol (18 kcal/mol). 
drugs, is the most widely used. 


CH, ‘ 7 - 

17 

NHCCH>NEt eas_H <— + -H 

2NEty A ENG a SS 
121° | 119° | 

H H 

CH3 formamide 

lidocaine 


An amide of the form R—CO— NH, is called a primary amide because there is 
only one carbon atom bonded to the amide nitrogen. An amide with an alkyl group on 
nitrogen (R— CO— NHR’) is called a secondary amide or an N-substituted amide. 
Amides with two alkyl groups on the amide nitrogen (R—-CO—NR3) are called 
tertiary amides or N,N-disubstituted amides. 


1 rt Tt 
R—C=—=N—H R—C=—N—K R=C=—=N— 
primary amide secondary amide tertiary amide 
(N-substituted amide) (N,N-disubstituted amide) 


To name a primary amide, first name the corresponding acid. Drop the -ic acid or 
-oic acid suffix, and add the suffix -amide. For secondary and tertiary amides, treat the 
alkyl groups on nitrogen as substituents, and specify their position by the prefix N-. 


: ‘ O CHCH, 
CH,—C— NH— CH,CH, H—C—N(CH,), (CH,),CH —C— N— CH, 

TUPAC name: N-ethylethanamide N,N-dimethylmethanamide N-ethyl-N,2-dimethylpropanamide 
common name: N-ethylacetamide N,N-dimethylformamide N-ethyl-N-methylisobutyramide 


For acids that are named as alkanecarboxylic acids, the amides are named by using the 
suffix -carboxamide. Some amides, such as acetanilide, have historical names that are 
still commonly used. 


O 


i lan 
[ -c=nn, | >—C—N(CH,), eee 
3 


cyclopentanecarboxamide N,N-dimethylcyclopropanecarboxamide acetanilide 
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Lactams Cyclic amides are called lactams. Lactams are formed from amino acids, 
where the amino group and the carboxyl group have joined to form an amide. Lactams 
are named like lactones, by adding the term /actam at the end of the IUPAC name of 
the parent acid. Common names of lactams are formed by changing the -ic acid ending 
of the amino acid to -olactam. 


O 
HL ! 
C 
y B bed | heat H—-Cx~ \ 
H,N—CH,—CH,—CH,—C—OH —> |; .N-H + HO 
H 7% 
H 
IUPAC name: 4-aminobutanoic acid 4-aminobutanoic acid lactam 
common name: y-aminobutyric acid y-butyrolactam 
O 
O CH, 
F 3 
f N—H 
f'—N 
S 
7 CH, 
IUPAC name: = 3-aminopropanoic acid lactam 6-aminohexanoic acid lactam 4-amino-2-methylpentanoic acid lactam 
common name: B-propiolactam é-caprolactam a-methyl-y-valerolactam 


21-2C Nitriles 


Nitriles contain the cyano group, —C=N. Although nitriles lack the carbonyl! group 
of carboxylic acids, they are classified as acid derivatives because they hydrolyze to 
give carboxylic acids and can be synthesized by dehydration of amides. 


Hydrolysis to an acid 


O O 
_ HO | HO 
a go — eee eee <= = 
R C=N H’ or -OH R C NH, 17. R C OH 
nitrile primary amide acid 
Synthesis from an acid 
1 1 
NH, POCI, — 
R—C—OH —> R—C—NH, ——> R&—C=N 
. heat . va nitrile 
acid primary amide 


Both the carbon atom and the nitrogen atom of the cyano group are sp hybridized, 
and the R—C=N bond angle is 180° (linear). The structure of a nitrile is similar to 
that of a terminal alkyne, except that the nitrogen atom of the nitrile has a lone pair of 
electrons in place of the acetylenic hydrogen of the alkyne. Figure 21-1 compares the 
structures of acetonitrile and propyne. 

Although a nitrile has a lone pair of electrons on nitrogen, it is not very 
basic. A typical nitrile has a pK, of about 24, requiring a concentrated solution of 
mineral acid to protonate the nitrile. We explain this lack of basicity by noting that 
the nitrile’s lone pair resides in an sp hybrid orbital, with 50% s character. This 
orbital is close to the nucleus, and these electrons are tightly bound and relatively 
unreactive. 

Common names of nitriles are derived from the corresponding carboxylic acids. Begin 
with the common name of the acid, and replace the suffix -ic acid with the suffix -onitrile. 
The IUPAC name is constructed from the alkane name, with the suffix -nitrile added. 
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ia OCH 
CH—C=N CH,-CH—CH,—C=N  CH,—CH—CH,CH,CH,—-C=N 
IUPAC name: ethanenitrile 3-bromobutanenitrile 5-methoxyhexanenitrile 
common name: acetonitrile $-bromobutyronitrile 6-methoxycapronitrile 


FIGURE 21-1 Comparison of the 
electronic structures of acetonitrile and 
propyne (methylacetylene). In both 
compounds, the atoms at the ends 

of the triple bonds are sp hybridized, 
and the bond angles are 180°. In place 
of the acetylenic hydrogen atom, the 
nitrile has a lone pair of electrons in the 
sp orbital of nitrogen. 


acetonitrile propyne 


For acids that are named as alkanecarboxylic acids, the corresponding nitriles are 
named by using the suffix -carbonitrile. The —-C=N group can also be named as a 
substituent, the cyano group. 


CN 
5 4 3| 2 i 
[>—cN CH,—CH,—CH—CH, —COOH 
cyclopropanecarbonitrile 3-cyanopentanoic acid 


21-2D Acid Halides 


Acid halides, also called acyl halides, are activated derivatives used for the synthesis 
of other acyl compounds such as esters, amides, and acylbenzenes (in the Friedel-Crafts 
acylation). The most common acyl halides are the acid chlorides (acyl chlorides), and 
we will generally use acid chlorides as examples. 


O 
lo | llr 
R—C — halogen R—C—Cl R—C—Br 
an acid halide acid chloride acid bromide 
(acyl halide) (acyl chloride) (acyl bromide) 


The halogen atom of an acyl halide inductively withdraws electron density from the 
carbonyl carbon, enhancing its electrophilic nature and making acy] halides particularly reac- 
tive toward nucleophilic acy] substitution. The halide ion also serves as a good leaving group. 


ogee = gL , se 
R—C— Bk, =—— R—C— ee —— R—-C :Cl: 
Nuc: Nuc Nuc leaving group 
An acid halide is named by replacing the -ic acid suffix of the acid name (either 
the common name or the IUPAC name) with -y/ and the halide name. For acids that 
are named as alkanecarboxylic acids, the acid chlorides are named by using the suffix 
-carbonyl chloride. 


O 
O O Br I 
| | | c—Ccl 
CH,—C—F  CH,—CH,—C—Cl CH,—CH—CH,—C—Br 
ethanoyl fluoride propanoy! chloride 3-bromobutanoy! bromide cyclopentanecarbony! chloride 


acetyl fluoride propiony! chloride f-bromobutyryl bromide 


21-2 Structure and Nomenclature of Acid Derivatives 


21-2E Acid Anhydrides 


The word anhydride means “without water.” An acid anhydride contains two mol- 
ecules of an acid, with loss of a molecule of water. Addition of water to an anhydride 
regenerates two molecules of the carboxylic acid. 


ro 1 1 
R—C—O—C—R + HO Se R—C—OH + HO—C—R 
anhydride water two molecules of acid 


Like acid halides, anhydrides are activated derivatives of carboxylic acids, although 
anhydrides are not as reactive as acid halides. In an acid chloride, the chlorine atom activates 
the carbonyl! group and serves as a leaving group. In an anhydride, the carboxylate group 
serves these functions. 


‘O" O 105 - 
Pr. | i. | oO 
R—-C—Gitee) === RC ORCS 


Nuc S, ta 


Half of an anhydride’s acid units are lost as leaving groups. If the acid is expensive, 
we would not use the anhydride as an activated form to make a derivative. The acid 
chloride is a more efficient alternative, using chloride as the leaving group. Anhydrides 
are used primarily when the necessary anhydride is cheap and readily available. Acetic 
anhydride, phthalic anhydride, succinic anhydride, and maleic anhydride are the ones 
we use most often. Diacids commonly form cyclic anhydrides, especially if a five- or 
six-membered ring results. 

Anhydride nomenclature is very simple; the word acid is changed to anhydride in 
both the common name and the IUPAC name (rarely used). The following examples 
show the names of some common anhydrides: 


O 
i I 
CH,—C—O—C—CH, CF,—C—O—C—CF, O 
(abbreviated Ac,O) (abbreviated TFAA) O 
ethanoic anhydride trifluoroethanoic anhydride benzene-1,2-dicarboxylic anhydride 
acetic anhydride trifluoroacetic anhydride phthalic anhydride 


Anhydrides composed of two different acids are called mixed anhydrides and are 
named by using the names of the individual acids. 


1 Tl 1 Mt 
CH—C—O—C—H CH,CH;—-C—O—C—CF, 
IUPAC name: ethanoic methanoic anhydride trifluoroethanoic propanoic anhydride 
common name: acetic formic anhydride trifluoroacetic propionic anhydride 


21-2F Nomenclature of Multifunctional Compounds 


With all the different functional groups we have studied, it is not always obvious which 
functional group of a multifunctional compound is the “main” one and which groups 
should be named as substituents. In choosing the principal group for the root name, we 
use the following priorities: 


1 
“:O—C—R 
carboxylate 


leaving group 


O 


O 
but-2-enedioic anhydride 
maleic anhydride 


acid > ester > amide > nitrile > aldehyde > ketone > alcohol > amine > alkene, alkyne 
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Table 21-1 summarizes these priorities, together with the suffixes used for main groups 
and the prefixes used for substituents. The following examples illustrate these priorities 
in naming multifunctional compounds: 


I 1 

C—OCH,CH, C—NH, OH 
CH,—CH,—CH—C=N 

CN C—H 2-hydroxybutanenitrile 


ethyl o-cyanobenzoate I 


2-formylcyclohexanecarboxamide 


TABLE 21-1 Summary of Functional Group Nomenclature 


Functional Group Name as Main Group Name as Substituent 
Main groups in order of decreasing priority: 
carboxylic acids -oic acid carboxy 
esters -oate alkoxycarbonyl 
amides -amide amido 
nitriles -nitrile cyano 
aldehydes -al formyl] 
ketones -one oxo 
alcohols -ol hydroxy 
amines -amine amino 
alkenes -ene alkenyl 
alkynes -yne alkynyl 
alkanes -ane alkyl 
ethers alkoxy 
halides halo 
= 
PROBLEM-SOLVING HINT PROBLEM 21-1 
The nomenclature of carboxylic Name the following carboxylic acid derivatives, giving both a common name and an IUPAC 
acid derivatives is reviewed in name where possible. 
Appendix 5, the Summary of (a) PhCOOCH,CH(CH;), (b) PhOCHO (c) PhCH(CH;)COOCH; 
Organic Nomenclature. (d) PhNHCOCH,CH(CHs3)> (e) CH;CONHCH>Ph (f) CH;CH(OH)CH,CN 
(g) (CH3)2.CHCH»,COBr (h) Cl,CHCOCI (i) (CH3),CHCOOCHO 
i) O (k) ) 
| PhCONH 
O—C 
O 
O 
(m) O (n) OH (0) H, .COOH 
at as 
O 
H 
(p) Coc! (q) O rf 
N = C —— CH; 
N—CH, : 
Br (Hint: Named as a 
CH,CH; piperidine derivative.) 
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21-3 Physical Properties of Carboxylic Acid Derivatives 


The physical properties of acid derivatives depend largely on their polarity and their 
hydrogen-bonding properties. For example, amides show strong hydrogen bonding, 
which gives them unusually high boiling points and melting points. 


21-3A Boiling Points and Melting Points 


Figure 21-2 is a graph of the boiling points of simple acid derivatives plotted against 
their molecular weights. The n-alkanes are included for comparison. Notice that esters 
and acid chlorides have boiling points near those of the unbranched alkanes with similar 
molecular weights. These acid derivatives contain highly polar carbonyl groups, but the 
polarity of the carbonyl! group has only a small effect on the boiling points (Section 18-4). 

Carboxylic acids are strongly hydrogen bonded in the liquid phase, resulting in 
elevated boiling points. The stable hydrogen-bonded dimer has a higher effective 
molecular weight and boils at a higher temperature. Nitriles also have higher boiling 
points than esters and acid chlorides of similar molecular weight. This effect results 
from a strong dipolar association between adjacent cyano groups. 


b64++5.__ 6- 
gorH—O_ R—CEN: 
BN 907 “=N=C™R 
NS 
carboxylic acid dimer dipolar association of nitriles 
Examples 
(MW 55-60) bp CC) 300 |- 

O 

| 
CH, — CNH, 222 

O 1° amides 

| 200 E N-methyl 2° amides @ 
CH,—C—O0n 118 N,N-dimethy] 3° amides 
CH,CH,CH,0OH 97 

CH3CH, ~~ Cc — N 97 Y acid 
O 2 100 - acids chlorides 
| g nitriles 
H—C— OCH, 39) op 1° alcohols 
CH;CH,CH,CH, 0 8 methyl 
0 esters 
-100 |- 
n-alkanes 
| | | | | | | | 
20 60 100 140 180 


molecular weight 


FIGURE 21-2 Boiling points of acid derivatives plotted against their molecular weights. Alcohols and 
unbranched alkanes are included for comparison. 
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FIGURE 21-3 The resonance picture 
of an amide shows its strongly polar 
nature. Hydrogen bonds and dipolar 
attractions stabilize the liquid phase, 
resulting in higher boiling points. 


Amides have surprisingly high boiling points and melting points compared with 
other compounds of similar molecular weight. Primary and secondary amides partici- 
pate in strong hydrogen bonding, shown in Figure 21-3. The resonance picture shows 
a partial negative charge on oxygen and a partial positive charge on nitrogen. The 
positively charged nitrogen polarizes the N—H bond, making the hydrogen strongly 
electrophilic. The negatively charged oxygen’s lone pairs are particularly effective in 
forming hydrogen bonds to these polarized N — H hydrogens. 

Pure tertiary amides lack N—H bonds, so they cannot participate in hydrogen bond- 
ing (although they are good hydrogen bond acceptors). Still, they have high boiling points, 
close to those of carboxylic acids of similar molecular weights. Figure 21-3 shows how 
a pairing of two molecules is strongly attractive, helping to stabilize the liquid phase. 
Vaporization disrupts this arrangement, so a higher temperature is needed for boiling. 


1 J 
Cc R’ <> C R 
R” N aS a R” AN a7 
R’ R’ 
dipolar resonance in amides R 
| 
O- H : 
R C 
f Z 
C=N . \N4o- 
\ aH ; 
R H +N R / 
: i 4 UR 
O- Hs0=C OF es 
\ 7A \ Cc R 
R H R 
strong hydrogen bonding in amides intermolecular attractions 
in amides 


Strong hydrogen bonding between molecules of primary and secondary amides 
also results in unusually high melting points. For example, N-methylacetamide (second- 
ary, one N——H bond) has a melting point of 28 °C, which is 89° higher than the melting 
point (—61 °C) of its isomer dimethylformamide (tertiary, no N—H bond). With two 
N—H bonds to engage in hydrogen bonding, the primary amide propionamide melts 
at 79 °C, about 50° higher than its secondary isomer N-methylacetamide. 


O 
| CH; ! H H 
H—C—NO CH,—C—NO CH,CH,—C—N@ 
CH, CH, 
dimethylformamide N-methylacetamide propionamide 
mp -61 °C mp 28 °C mp 79 °C 


21-3B Solubility 


Acid derivatives (esters, acid chlorides, anhydrides, nitriles, and amides) are soluble in 
common organic solvents such as alcohols, ethers, chlorinated alkanes, and aromatic 
hydrocarbons. Acid chlorides and anhydrides cannot be used in nucleophilic solvents 
such as water and alcohols, however, because they react with these solvents. Many 
of the smaller esters, amides, and nitriles are relatively soluble in water (Table 21-2) 
because of their high polarity and their ability to form hydrogen bonds with water. 
Esters, tertiary amides, and nitriles are frequently used as solvents for organic reac- 
tions because they provide a polar reaction medium without O—H or N—H groups 


21-4 Spectroscopy of Carboxylic Acid Derivatives 


TABLE 21-2 Esters, Amides, and Nitriles Commonly Used as Solvents for Organic Reactions 


Compound Name mp (°C) bp (°C) Water Solubility 
i 
CH,—C — OCH,CH, ethyl acetate -83 77 10% 
II dimethylformamide 
H—C—N(CH,), (DMF) -61 153 miscible 
I| dimethylacetamide 
CH,—C — N(CH,), (DMA) -20 165 miscible 
CH,—C=N acetonitrile -45 82 miscible 
that can donate protons or act as nucleophiles. Ethyl acetate is a moderately polar 
solvent with a boiling point of 77 °C, convenient for easy evaporation from a reaction 
mixture. Acetonitrile, dimethylformamide (DMF), and dimethylacetamide (DMA) are 
highly polar solvents that solvate ions almost as well as water, but without the reactivity 
of O—H or N—H groups. These three solvents are miscible with water and are often 
used in solvent mixtures with water. 
21-4 Spectroscopy of Carboxylic Acid Derivatives 
Several features of acid derivatives help us to distinguish them by spectroscopy. 
Variations in the infrared carbonyl! absorptions, together with chemical shifts in the 
NMR, are predictable and reliable for most acid derivatives. 
21-4A Infrared Spectroscopy 
Different types of carbonyl groups give characteristic strong absorptions at differ- 
ent positions in the infrared spectrum. As a result, infrared spectroscopy is often the 
best method to detect and differentiate these carboxylic acid derivatives. Table 21-3 
summarizes the characteristic IR absorptions of carbonyl functional groups. As 
TABLE 21-3 Characteristic Carbonyl IR stretching Absorptions 
Functional Group Frequency Comments 
O 
C=O, 1710 cm"! lower if conjugated, higher if strained 
ketone R—C—R (aldehydes 1725 em!) 
O C=O, 1710 cm"! lower if conjugated 
acid R—C—OH——-0-,, 2500-3500 cm~! broad, on top of C—H stretch 
O 
C=O, 1735 cm7! lower if conjugated, higher if strained 
ester R—C—O—R’ 
O 
C=O, 1640-1680 cm-! 
amide R—C—N—-R’ 
—_——____—_—_N—H, 3200-3500 cm! two peaks for R—CO—NHb, 
H one peak for R—CO—NHR’ 
O 
I C=O, 1800 cm7! very high frequency 
acid chloride R—C—Cl 
O O 
| | C=0, 1800 and 1750 cm~! two peaks 
acid anhydride R—C—O—C—R 
nitrile R—C=N C=N, 2200 cm7! just above 2200 cm! 
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in Chapter 12, we are using about 1710 cm‘! for simple ketones and acids as a 
standard for comparison. Appendix 2 gives a more complete table of characteristic 
IR frequencies. 


Esters Ester carbonyl groups absorb at relatively high frequencies, about 1735 cm “|. 
Except for strained cyclic ketones, few other functional groups absorb strongly in this 
region. Esters also have a C—O single-bond stretching absorption between 1000 and 
1200 cm “', but many other types of bonds also absorb in this region. We do not consider 
this absorption to be diagnostic for an ester, but we may look for it in uncertain cases. 

Conjugation lowers the carbonyl stretching frequency of an ester. Conjugated 
esters absorb around 1710 to 1725 cm! and might easily be confused with simple 
ketones (1710 cm ') and aldehydes (1725 cm7'). The presence of both a strong carbonyl 
absorption in this region and a conjugated C=C absorption around 1620 to 1640 cm! 
suggests a conjugated ester. Compare the spectra of ethyl octanoate and methyl benzo- 
ate in Figure 21-4 to see these differences. 


PROBLEM 21-2 


What characteristics of the phenyl propanoate spectrum rule out an aldehyde or carboxylic acid 
functional group giving the absorption at 1730 cm™!? 


wavelength (um) 


ie 3 35 4 4.5 5 5.5 6 7 8 9 10 1 12 13 14 15 16 
80 | 
% 
UW 
R 
A 
60 N 
M 
I 
uy 
40 M saturate 
c C —H stretch (a) 5 
20 C=O II 
stretch CH3(CH2)6C — OCH,CH; 
wf 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 
wavenumber (em!) 
wavelength (um) 
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100 1 1 1 i 1 i i i i i 
80 \ 
i unsaturated [\ saturated 
z C— Ei stretch C—H stretch 
60], N 
Ss 
M 
i 
il 
40] t 
N O 
E 
20 (b) C—O—CH; 1601 
1723) aromatic 
0 MATT ScisssacuStssror | As a Gi [C—O stretch 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 
wavenumber (em!) 
FIGURE 21-4 Infrared spectra of (a) ethyl octanoate and (b) methyl benzoate. The carbonyl stretching frequency of simple esters is 


around 1735 cm” and that of conjugated esters is around 1710-1725 cm" !. 
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PROBLEM 21-3 


Amides, ketones, carboxylic acids, and aldehydes all give strong carbony] stretching absorp- 
tions in the IR spectrum. How can you use other peaks in their IR spectra to distinguish 
among these four common functional groups? 


Amides Simple amides have much lower carbonyl stretching frequencies than the 
other carboxylic acid derivatives, absorbing around 1640 to 1680 cm! (often a close 
doublet). This low-frequency absorption agrees with the resonance picture of the 
amide. The C—O bond of the amide carbonyl is somewhat less than a full double 
bond. Because it is not as strong as the C—O bond in a simple ketone or carboxylic 
acid, the amide C—O has a lower stretching frequency. 

Primary and secondary amides have N— H bonds that give infrared stretching absorp- 
tions in the region 3200 to 3500 cm !. These absorptions fall in the same region as the 
broad O — H absorption of an alcohol, but the amide N — H absorptions are usually sharper. 
In primary amides (R -—CO— NH,), there are two N—H bonds, and two sharp peaks 
occur in the region 3200 to 3500 cm™!. Secondary amides (R —CO— NHR’) have only 
one N——H bond, and only one peak is observed in the N—H region of the spectrum. 
Tertiary amides (R —CO— NR3) have no N — H bonds, so there is no N— H absorption. 

The infrared spectrum of butyramide appears in Figure 12-13a (page 629), and 
propanamide appears as compound 2 on page 634. Notice the strong carbony] stretching 
absorption around 1630 to 1660 cm“! and two N—H stretching absorptions at 3350 
and 3180 cm". 


Lactones and Lactams Unstrained lactones (cyclic esters) and lactams (cyclic amides) 
absorb at typical frequencies for esters and amides. Ring strain raises the carbonyl] absorp- 
tion frequency, however. Recall that cyclic ketones with five-membered or smaller rings 
show a similar increase in carbonyl stretching frequency (Section 18-5A). Figure 21-5 
shows the effect of ring strain on the C=O stretching frequencies of lactones and lactams. 


Nitriles Nitriles show a characteristic C=N stretching absorption around 2200 cm! 
in the infrared spectrum. This absorption can be distinguished from the alkyne C==C 
absorption by two characteristics: Nitriles usually absorb at frequencies slightly 
higher than 2200 cm | (to the left of 2200 cm™'), whereas alkynes usually absorb at 
frequencies slightly lower than 2200 cm '; and nitrile absorptions are usually stronger 
because the C=N triple bond is more polar than the alkyne C=C triple bond. 

The IR spectrum of butyronitrile appears in Figure 12-14 (page 630). Notice 
the strong triple-bond stretching absorption at 2249 cm™'. The IR spectrum of 
hexanenitrile (compound 3, page 635) shows C=N stretching at 2246 cm |. 


Acid Halides and Anhydrides Acid halides and anhydrides are rarely isolated as 
unknown compounds; but they are commonly used as reagents and intermediates, and 
infrared spectroscopy can confirm that an acid has been converted to a pure acid chlo- 
ride or anhydride. The carbonyl! stretching vibration of an acid chloride occurs at a 
high frequency, around 1800 cm"!. 

Anhydrides give two carbonyl stretching absorptions, one around 1800 cm! and 
another around 1750 cm '. Figure 21-6 shows the spectrum of propionic anhydride, 
with carbonyl absorptions at 1818 and 1751 cm'!. 


less than a 
full double bond 


PROBLEM-SOLVING HINT 


The absorptions listed in Table 21-3 
are often the best spectroscopic 


information available for determining 
the functional group in an unknown 
acid derivative. 


O O O 
ws ? 

b co Ld N—H = 
6-valerolactone —_y-butyrolactone $-propiolactone 6-valerolactam — y-butyrolactam 
1735 cm7! 1770 cm! 1800 cm7! 1670 cm7! 1700 cm7! 

no strain moderate strain highly strained no strain moderate strain 


FIGURE 21-5 Ring strain in a lactone or lactam increases the carbonyl stretching frequency. 


O 


—_N—H 


B-propiolactam 
1745 cm! 
highly strained 


1114 CHAPTER 21 Carboxylic Acid Derivatives 
wavelength (um) 
2:5 3 3:5 4 45 5 5.5 6 7 8 9 10 11 12 13 14 15 16 
100 | | | | | | i i! | 
80 
% 
i 
R 
A 
60]/| N 
Ss 
M 
1 
u 
40]|) T 
A 
S O O 
20 E 1751 
CH3CH) =C == O—C —— CH,CH,; 
1818 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 
wavenumber (cm!) 
FIGURE 21-6 Infrared spectrum of propionic anhydride, showing C=O stretching absorptions at 1818 and 1751 cm’. 


PROBLEM 21-4 
The IR spectra shown next may include a carboxylic acid, an ester, an amide, a nitrile, an acid chloride, or an acid anhydride. Determine 


the functional group suggested by each spectrum, and list the specific frequencies you used to make your decision. 
wavelength (um) 
‘onc 3 3.5 4 4.5 5 5.5 6 7 8 9 10 i 12 13 14 15 16 
80)! 
T III (a) 
R 
A 
60]) N 
s 
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40) 7 
A 
N 
c 
[= 
20 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 
wavenumber (cm *) 
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ioe 3 3.5 4 4.5 P) Be) 6 7 8 9 10 i 12 13 14 15 16 
80] 
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60] N 
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M 
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u 
40) 7 
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N 
c 
E 
20 
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4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 
wavenumber (cm *) 


21-4 Spectroscopy of Carboxylic Acid Derivatives 1115 


S 
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‘icc 3 3.5 4 4.5 5 5.5 6 7 8 9 10 i 12 13 14 15 16 
80 y 
T ||| (c) 
R 
A 
60] N 
s 
M 
f 
T 
40})| T 
A 
N 
c 
E 
20 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 
wavenumber (cm *) 


21-4B NMR Spectroscopy 


NMR spectroscopy of acid derivatives is complementary to IR spectroscopy. For the 
most part, IR gives information about the functional groups, and NMR gives informa- 
tion about the alkyl groups. In many cases, the combination of IR and NMR provides 
enough information to determine the structure. 


Proton NMR _ The proton chemical shifts found in acid derivatives are close to those 
of similar protons in ketones, aldehydes, alcohols, and amines (Figure 21-7). For 
example, protons alpha to a carbonyl group absorb between 62.0 and 62.5, whether 
the carbonyl group is part of a ketone, aldehyde, acid, ester, or amide. The protons 
of the alcohol-derived group of an ester or the amine-derived group of an amide give 
absorptions similar to those in the spectrum of the parent alcohol or amine. 

The N—H protons of an amide, appearing between 65 and 68, may be broad or may 
show splitting, depending on concentration and solvent. Figure 13-37 (page 696) shows the 
NMR spectrum of ethyl carbamate, an amide with a broad N— H absorption. The formyl 
proton bonded to the carbony] group of a formate ester or formamide resembles an aldehyde 
proton, but it is slightly more shielded and appears around 6 8. In a nitrile, the protons on 
the a carbon atom absorb around 62.5, similar to the a protons of a carbonyl group. 

The NMR spectrum of N,N-dimethylformamide (Figure 21-8) shows the formyl 
proton (H— C=O) around 68. The two methyl groups appear as two singlets (not a 
spin-spin splitting doublet) near 62.9 and 63.0. The two singlets result from hindered 
rotation about the amide bond. The cisoid and transoid methyl groups interconvert 
slowly with respect to the NMR time scale. 


Carbon NMR _ The carbonyl carbons of acid derivatives appear at shifts around 170 to 
180 ppm, slightly more shielded than the carbonyl carbons of ketones and aldehydes. 
The a carbon atoms absorb around 30 to 40 ppm. The sp?-hybridized carbons bonded 
to oxygen in esters absorb around 60 to 80 ppm, and those bonded to nitrogen in amides 
absorb around 40 to 60 ppm. The cyano carbon of a nitrile absorbs around 120 ppm. 


O rs — cisoid, 5 2.9 


H CH3— transoid, 5 3.0 


62.0-52.5 O [Hi—variable, 6 5-6 8, broa 
| | I os 
R—(CH,—C—X R—C—O—(H, R—C—N—(CH, 
alpha protons ester 64 amide 53 
1 1 
ij C—R H;-C—O—R H-—-C—NR, R—(CH,--C=N: 
6 9-65 10 58 58 6 2.5 


aldehyde formate formamide nitrile 


d FIGURE 21-7 Typical absorptions 
of acid derivatives in the proton NMR 
spectrum. 
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CoN, HHL 
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FIGURE 21-8 The proton and carbon NMR spectra of N,N-dimethylformamide show two methyl singlets resulting 
from hindered rotation about the amide bond. In both spectra, the methyl group that is transoid (in a trans-like 
conformation) to the carbonyl group is farther downfield than the cisoid (in a cis-like conformation) methyl group. 


O O 
! | I ft 
R—C—O—C— R—C—N—C—  R—C=N 
/_ | / | / 
~170 ppm ~70 ppm ~170 ppm = ~50 ppm ~120 ppm 


Figure 21-8 also shows the carbon NMR spectrum of N,N-dimethylformamide 
(DMF). Note the carbonyl carbon atom at 162 ppm and the two distinct cisoid and 
transoid carbons at 31 ppm and 36 ppm, respectively. 


r 
PROBLEM 21-5 
For each set of IR and NMR spectra, determine the structure of the unknown compound. Explain how your proposed structure fits 
the spectra. 
(a) C;H;NO (b) CsHg0, 
200 180 160 140 120 100 80 60 40 20 0 
ia | HITT Ty [e/a] nae s} 
LT | | Co 
rina tt OHz 50Hz 
(a) C3HsNO H 
JW UL a 
I I 
645 636 6.25 6.16 6.05 5.96 5.85 5.76 | 
cot : 7 es 
10 9 8 7 6 5 4 3 2 1 0 
6 (ppm) 
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21-5 Interconversion of Acid Derivatives by Nucleophilic 
Acyl Substitution 


Preview Acid derivatives react with a wide variety of nucleophilic reagents under 
both basic and acidic conditions. Most of these reactions involve nucleophilic acyl 
substitutions, following similar reaction mechanisms. In each case, the nucleophilic 
reagent adds to the carbonyl group to produce a tetrahedral intermediate, which expels 
the leaving group to regenerate the carbonyl group. Through this addition—elimination 
process, the nucleophilic reagent substitutes for the leaving group. In the sections that 
follow, we consider several examples of these reactions, first under basic conditions 
and then under acidic conditions. In each case, we will note the similarities with other 
reactions that follow this same addition—elimination pathway. 

Nucleophilic acyl substitutions are also called acyl transfer reactions because 
they transfer the acyl group from the leaving group to the attacking nucleophile. These 
reactions are common both in chemistry and in biochemistry. In many cases, we can 
synthesize a compound by starting with a more reactive acid derivative and treating it 
PROBLEM-SOLVING HINT with an appropriate nucleophile. In biochemistry, some of the most important transfor- 
mations are acyl transfer reactions used to build up or break down molecules within the 
cell. The following is a generalized addition—elimination mechanism for nucleophilic 
acyl substitution under basic conditions. 


This mechanism applies to most of 
the reactions in this chapter. 


ee? KEY MECHANISM 21-1 Addition-Elimination Mechanism of Nucleophilic 


Acyl Substitution 


% a ae 
Nuc: + C — R—C—_Y 
ia | 
R Y Nuc 
nucleophilic attack tetrahedral intermediate 


Step 2: Elimination of the leaving group regenerates the carbonyl group. 


:O5 iO: 
I I 


R—C7{Y — C + YO 
= RO * 
Nuc “ 
tetrahedral intermediate products leaving group 


EXAMPLE: Base-catalyzed transesterification of an ester, cyclopentyl benzoate. 


Step 1: Addition of the nucleophile gives a tetrahedral intermediate. 


707 
(0 oe 2 ‘OCH; : 
excess excess CH30H OCH; 
MO ae 


cyclopentyl benzoate tetrahedral intermediate 


21-5 Interconversion of Acid Derivatives by Nucleophilic Acyl Substitution 1119 


Step 2: Elimination of the leaving group regenerates the carbonyl group. 


Oss . ‘oO Or 
¢ ) cH wd 
ay — O—CH.. * 


tetrahedral intermediate methyl benzoate 


QUESTION: The reaction in the example only needs a catalytic amount of methoxide ion. Show how the 
catalyst is regenerated. 


Depending on the nucleophile and the leaving group, we can imagine converting 
any acid derivative into almost any other. Not all of these reactions are practical, how- 
ever. Favorable reactions generally convert a more reactive acid derivative to a less 
reactive one. Predicting these reactions requires a knowledge of the relative reactivity 
of acid derivatives. 


21-5A Reactivity of Acid Derivatives 


Acid derivatives differ greatly in their reactivity toward nucleophilic acyl substitu- 
tion. For example, acetyl chloride reacts with water in a violently exothermic reaction, 
whereas acetamide is stable in boiling water. Acetamide is hydrolyzed only by boiling 
it in strong acid or base for several hours. 


(very fast) 


I | 
CH-C—Cl + HO CH,-C—OH + HC 


O O 

H,0, boil | 
CH,—C—NH, + NatOH ——— > CH,C—O-Na‘ + NH, 
3 (slow) 3 3 


The reactivity of acid derivatives toward nucleophilic attack depends on their 
structure and on the nature of the attacking nucleophile. In general, reactivity follows 


this order: 

Reactivity Derivative Leaving group Basicity 
more reactive and 1 less basic 
chloride R—C$ Cl Og 

O O 
anhydride atid aes Gating 
O 
ester pepe "OE. 
O 
amide nm! —NH, “NH, 
O 
less reactive carboxylate R— i =" = more basic 
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This order of reactivity stems partly from the basicity of the leaving groups. Strong 
bases are not good leaving groups, and the reactivity of the derivatives decreases as the 
leaving group becomes more basic. 

Resonance stabilization also affects the reactivity of acid derivatives. In amides, 
for example, resonance stabilization is lost when a nucleophile attacks. 


ie OF 
Ohm Nuc: oe 
|. [we ——= ~=R—C—NH, 
R—C—NH, <> R—C=NH, 
Nuc 
strong resonance stabilization in amides no resonance stabilization 
A smaller amount of stabilization is present in esters. 
- :O:° 
OF Nuc: | . 
|. l. ————= ~——- R—C—O—R’ 
R—C—O—-R <> R—C+=O—R 
Nuc 
weak resonance stabilization in esters no resonance stabilization 


Resonance stabilization of an anhydride is like that in an ester, but the stabilization is 
shared between two carbonyl groups. Each carbonyl group receives less stabilization 
than an ester carbonyl. 


Il. --8- | + | Nuc! | . |i 
R—C—O—C—R <> R—C=O—C—R| == R—C—O—C—R 
shared, weak resonance stabilization in anhydrides sac 


There is little resonance stabilization of an acid chloride, and it is quite reactive. 

In general, we can easily accomplish nucleophilic acyl substitutions that convert 
Nearly all the reactions in this more reactive derivatives to less reactive ones. Thus, an acid chloride is easily con- 
chapter are nucleophilic acy! verted to an anhydride, ester, or amide. An anhydride is easily converted to an ester 
substitutions that follow the or an amide. An ester is easily converted to an amide, but an amide can be hydrolyzed 
addition-elimination mechanism only to the acid or the carboxylate ion (in basic conditions). Figure 21-9 graphically 
under acidic or basic conditions. summarizes these conversions. Notice that thionyl chloride (SOCI,) converts an acid 

In the basic pathway, the to its most reactive derivative, the acid chloride (Section 20-15). 
nucleophile attacks the carbonyl As we study these conversions of acid derivatives, it may seem that many indi- 
carbon to form a tetrahedral vidual mechanisms are involved. But all these mechanisms are variations on a single 
intermediate. Then the intermediate | theme: the addition—-elimination mechanism of nucleophilic acy] substitution (Key 
expels the leaving group to Mechanism 21-1). These reactions differ only in the nature of the nucleophile, the 
regenerate the carbonyl group. leaving group, and proton transfers needed before or after the actual substitution. As 
In the acidic pathway, the acid we study these mechanisms, watch for these differences and don’t feel that you must 


catalyst protonates the carbonyl group | Jearn each specific mechanism. 
so that the weak nucleophile can add. 


In most cases, the leaving group also . . ae 
becomes protonated before it leaves, 21-5B Favorable Interconversions of Acid Derivatives 


PROBLEM-SOLVING HINT 


so that it can leave as a weak base Acid chlorides are the most reactive acid derivatives, so they are easily converted to any 

rather than as a strong base. of the other acid derivatives. Acid chlorides are often used to synthesize anhydrides, 
Practice using these two path- esters, and amides. Acid chlorides react with carboxylic acids (or their carboxylate 

ways and recognizing when they salts) to form anhydrides. Either oxygen atom of the acid can attack the strongly elec- 

apply. This is a much better strategy trophilic carbonyl group of the acid chloride to form a tetrahedral intermediate. Loss 

than trying to memorize the of chloride ion and a proton gives the anhydride. 

individual mechanisms. 
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Interconversions of acid derivatives 


O 
acid chloride | 
R—C—Cl 
1 
R—C—O—C—R 
anhydride 
| 
O 
| SOCI, 
R= €— OR 
ester FIGURE 21-9 More reactive acid 
| derivatives are easily converted to less 
O reactive derivatives. A “downhill” 
anaide i reaction 
R—C—NH, 7 
| from R—C—W toR-C—Z 
O generally requires Z~ or H—Z as 
carboxylate | the nucleophile for nucleophilic acy! 
R=C=—O0- substitution. 


This mechanism follows the standard pattern of an addition—elimination mechanism, ending with loss of a proton to give the final 
product. 


Step 1: Addition of the nucleophile. Step 2: Elimination of the leaving group. 


HL. 


‘05 O: 
ain re a 
1G 6 — 
os : ss ; 
Cl R R 
eaaende =e tetrahedral intermediate 
Step 3: Loss of a proton. 


anhydride 
Example 
O 


| | 
CH,(CH,),—C—Cl + CH,(CH,),—C—OH CH,(CH,),—C —O —C— (CH,),CH, 


heptanoyl chloride heptanoic acid 


heptanoic anhydride 


Acid chlorides react rapidly with alcohols to give esters in a strongly exothermic 
reaction. This reaction requires caution to keep the temperature low to avoid dehydra- 
tion of the alcohol, because acid chlorides are powerful dehydrating agents. Pyridine 
(or another base) is often added to the solution to neutralize the HCl by-product. 
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Carboxylic Acid Derivatives 


MECHANISM 21-3 Conversion of an Acid Chloride to an Ester 


This is another reaction that follows the standard addition—elimination mechanism, ending with loss of a proton to give the final 
product. 


Step 1: Addition 
of the nucleophile. 


Step 2: Elimination 
of the leaving group. 


Step 3: Loss of a proton. 


0 :0: Oo ~ 
|? i y a S 


R—C—CI + R'—OH = R (< R—C + ~N 


acid chloride alcohol 


:Ot : 
R’ ri ey pyridine 


tetrahedral intermediate 


Example O 
OH 


| N CN 
CH, —CH—CH, OCH(CH;), + 


propan-2-ol 2-propyl 
cyclopentanecarboxylate 


cyclopentanecarbonyl 
chloride 


Acid chlorides react rapidly with ammonia and amines to give amides. The HCl 
generated by the reaction can protonate the amine starting material, so a twofold excess 
of the amine is required. Alternatively, a base such as pyridine or NaOH may be added 
with the amine to neutralize the HCI and avoid having to use a large excess of the amine. 


MECHANISM 21-4 Conversion of an Acid Chloride to an Amide 


This reaction also follows the steps of a standard addition—elimination mechanism, ending with loss of a proton to give the amide. 


Step 1: Addition 
of the nucleophile. 


‘Oy 


a: : 
R—C—Cl: /2R;\N—H == 


acid chloride amine 


Step 2: Elimination 
of the leaving group. 


Step 3: Loss of a proton. 


tetrahedral intermediate 


Reaction of an acid chloride with ammonia gives a primary amide. With a primary amine, this reaction gives a secondary amide; 
and with a secondary amine, it gives a tertiary amide. 


Example 


i 
CH,—(CH,),—C—cl + (ann = 


hexanoyl! chloride cyclohexylamine 
(primary amine) 


1 
cu, (cry —C—n-{ + HCl 


N-cyclohexylhexanamide 
(secondary amide) 
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Acid anhydrides are not as reactive as acid chlorides, but they are still activated 
toward nucleophilic acyl substitution. An anhydride reacts with an alcohol to form 
an ester. Notice that one of the two acid units from the anhydride is expelled as the 
leaving group. 


MECHANISM 21-5 Conversion of an Acid Anhydride to an Ester 


This reaction follows the standard addition—elimination mechanism, ending with loss of a proton to give the ester. 


Step 1: Addition of the nucleophile. Step 2: Elimination Step 3: Loss of a proton. 
of the leaving group. 


anhydride 


| | 
=—= R—C—O—R’ + R—C—OH 


acid 


Example 


O O 
OH | | 
+ CH,—C—O—C—CH, AcOH 


cyclopentanol acetic anhydride cyclopentyl acetate acetic acid 


Anhydrides react quickly with ammonia and amines. Reaction of an anhydride with 
ammonia gives a primary amide. An anhydride reacts with a primary amine to give a 
secondary amide, and with a secondary amine to give a tertiary amide. 


MECHANISM 21-6 Conversion of an Acid Anhydride to an Amide 


This reaction follows the standard addition—elimination mechanism, ending with loss of a proton to give the amide. 


Step 1: Addition of the nucleophile. Step 2: Elimination Step 3: Loss of a proton. 
of the leaving group. 

‘O" O (05 0 O 
ro i | I 
K—C_—-O—C—kK + .KNB — R=C ey CK > R=C >O—C—R 
i | | F) fo 

anhydride amine ae ae as Hi 
R’ R’ R’ R’ 


tetrahedral intermediate 


— R--C—NRE, + R—C—OH 
amide acid 
(continued ) 


1124 CHAPTER 21. Carboxylic Acid Derivatives 


Example 
; 
NH, rf 1 NH—C—CH, 
+ CH,—C—O—C—CH, — + AcOH 
aniline acetic anhydride acetanilide acetic acid 


Esters are less reactive than anhydrides, but they can be converted to amides by 
heating with ammonia or an amine. This reaction is called ammonolysis, meaning 
“lysis (cleavage) by an amine.” Ammonolysis using ammonia gives primary amides. 
Primary amines react to give secondary amides, and secondary amines react (often 
slowly) to give tertiary amides. In each case, the acyl group of the ester is transferred 
from the oxygen atom of the alcohol to the nitrogen atom of the amine. 


MECHANISM 21-7 Conversion of an Ester to an Amide (Ammonolysis of an Ester) 
This is yet another standard addition—elimination mechanism, ending with loss of a proton to give the amide. 


Step 1: Addition of the nucleophile. Step 2: Elimination Step 3: Loss of a proton. 
of the leaving group. 
+  R°’—NH, 
primary amine 


(or NH,) 
tetrahedral intermediate 


Example 


NH, 
H—C—O—CH,CH, + CH,CH,—OH 


ethyl formate cyclohexylamine N-cyclohexylformamide ethanol 
(90%) 


( PROBLEM 21-6 


(a) Propose a mechanism for the reaction of benzyl alcohol with acetyl chloride to give 
benzyl acetate. 

(b) Propose a mechanism for the reaction of benzoic acid with acetyl chloride to give 
acetic benzoic anhydride. 

(c) Propose a second mechanism for the reaction of benzoic acid with acetyl chloride to 
give acetic benzoic anhydride. This time, let the other oxygen of benzoic acid serve 
as the nucleophile to attack the carbonyl group of acetyl chloride. Because proton 
transfers are fast between these oxygen atoms, it is difficult to differentiate between 
these two mechanisms experimentally. 


21-5 


(d) Propose a mechanism for the reaction of aniline with acetic anhydride to give 
acetanilide. 

(e) Propose a mechanism for the reaction of aniline with ethyl acetate to give acetani- 
lide. What is the leaving group in your proposed mechanism? Would this be a suit- 
able leaving group for an Sy? reaction? 


21-5C Leaving Groups in Nucleophilic Acyl Substitutions 


Loss of an alkoxide ion as a leaving group in the second step of the ammonolysis of an 
ester should surprise you. 


TORN oO 
I? . - 
ee 
UN — + Dae alkoxide 
R” H R H (strong base) 


tetrahedral intermediate 


In our study of alkyl substitution and elimination reactions (Syl, Sy2, El, E2), we 
saw that strong bases such as hydroxide and alkoxide are poor leaving groups for 
these reactions. Figure 21-10 compares the acyl addition—elimination mechanism 
with the Sy2 mechanism. The differences in the mechanisms explain why strong 
bases may serve as leaving groups in acyl! substitution, even though they cannot in 
alkyl substitution. 
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bond to methoxide is about half broken 
HO: H 
se HY 5- - 2 H 
2C — OCH; —> HO ---C---OCH; | —> HO—C. _ ~OCH, 
H \"H 
H H H H 
transition state 
Acyl substitution ~OCH; leaves in an 
exothermic step 
O 0) O | O 
> | || “OCH, || HOCH, 
R—C—OCH, —— R—C—OCH, ——2 R—-C_ , —> R—-€C 
i “NH, “NH, 
:NH, *NH, 


transition state 


— 
R—C--:0 


CH, : 
he ew to methoxide 
has just begun 


*NH, 
to break 


FIGURE 21-10 Comparison of Sy2 
and acyl addition—-elimination reactions 
with methoxide as the leaving group. 
In the concerted Sy2, methoxide 
leaves in a slightly endothermic step, 
and the bond to methoxide is largely 
broken in the transition state. In the 
acyl substitution, methoxide leaves 

in an exothermic second step with a 
reactant-like transition state: The bond 
to methoxide has just begun to break 
in the transition state. 
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The Sy2 reaction’s one-step mechanism is not strongly endothermic or exothermic. 
The bond to the leaving group is about half broken in the transition state, so the reaction 
rate is sensitive to the nature of the leaving group. With a poor leaving group such as 
PROBLEM-SOLVING HINT alkoxide, this reaction is quite slow. 

In the acy! substitution, the leaving group leaves in a separate second step. This sec- 
ond step is highly exothermic, and Hammond’s postulate (Section 4-14) predicts that the 
transition state resembles the reactant: the tetrahedral intermediate. In this transition state, 
the bond to the leaving group has barely begun to break. The energy of the transition state 
(and therefore the reaction rate) is not very sensitive to the nature of the leaving group. 

Nucleophilic acyl substitution is our first example of a reaction with strong bases 
as leaving groups. We will see many additional examples of such reactions. In general, 
a strong base may serve as a leaving group if it leaves in a highly exothermic step, 
usually converting an unstable, negatively charged intermediate to a stable molecule. 


A strong base may serve as a 
leaving group if it leaves in a highly 


exothermic step, usually converting 
an unstable, negatively charged 
intermediate to a stable molecule. 


FOCUS §Interconversion of Acid Derivatives 


Figure 21-9 contains three important lessons. 
1. The order of reactivity—most reactive at the top, least reactive at the bottom—treveals that the “downhill” direction of 
reaction is the spontaneous direction. That is: 

¢ Acid chlorides —> Anhydrides, Esters, Amides, Carboxylates 

e Anhydrides —=: Esters, Amides, Carboxylates 


+ Esters (————>>) Amides, Carboxylates 
¢ Amides —<——$= Carboxylates 


2. The carboxylate group—the anion of a carboxylic acid—has a unique place on this table. The only “uphill” reaction 
starts from the carboxylate, the least reactive group. Thionyl chloride, SOCl», converts the carboxylate to the most reactive 
group, the acid chloride, from which all the other groups can be made. 


The carboxylic acid itself can react with alcohols via acid-catalyzed Fischer esterification to form esters. Similarly, a 
carboxylic acid can react with an amine to form a carboxylate salt that, when heated, loses water to give an amide. 


3. The acyl substitution reaction also reveals what nucleophile is required. 


The nucleophile Nuc always bonds to the carbonyl, displacing the 
| leaving group LG. The product shows what the nucleophile has to be. 


R~ SS > R~ *Fxue) The reactant shows what the leaving group will be. 
uc 


reactant product 


Zz 
PROBLEM 21-7 


Which of the following proposed reactions would take place quickly under mild conditions? 


(a) 1 


| 
CH,—C—NH, + NaCl —> CH,—C—Cl + NaNH, 


(b) T 


| 
Ph—C—Cl+ CH,NH, —> Ph—C—NHCH; + HCl 


(c) | 


(CH;);CH—C—NH, + CH,OH —> (CH;),;CH—C—OCH; + NH; 


21-6 
. i i til 
CH;CH,—C—Cl + CH;—C—OH ——> CH;CH,—C—O—C—CH; + HCl 
eto i 
CH,—C—O—C— CH; + CH;NH, ——> CH3;—C—NHCH; + CH;COOH 
XL y 
(aoe ae 
PROBLEM 21-8 
Show how you would synthesize the following esters from appropriate acyl chlorides and 
alcohols. 
(a) ethyl propionate (b) pheny] 3-methylhexanoate 
(c) benzyl benzoate (d) cyclopropyl cyclohexanecarboxylate 
©) tert-butyl acetate (f) diallyl succinate J 
- 
PROBLEM 21-9 
Show how you would use appropriate acyl chlorides and amines to synthesize the 
following amides. 
(a) N,N-dimethylacetamide (b) acetanilide (PhNHCOCH;) 
1 - 
loh b id d 
(c) cyclohexanecarboxamide (d) (C)-ex 
\ 
- 
PROBLEM 21-10 
(a) Show how you would use acetic anhydride and an appropriate alcohol or amine to 
synthesize (i) benzyl acetate and (ii) N,N-diethylacetamide. 
(b) Propose a mechanism for each synthesis in part (a). 
- 
PROBLEM 21-11 
Propose a mechanism for the reaction of benzyl] acetate with methylamine. Label the attack- 
ing nucleophile and the leaving group, and draw the transition state in which the leaving 
group leaves. 
21-6 Transesterification 
Esters undergo transesterification, in which one alkoxy group substitutes for 
another, under either acidic or basic conditions. When an ester of one alcohol is 
treated with a different alcohol in the presence of acid or base, the two alcohol 
groups can interchange. An equilibrium results, and the equilibrium can be driven 
toward the desired ester by using a large excess of the desired alcohol or by removing 
the other alcohol. 
Transesterification 
1 1 
R—C—O—R + _ R”—OH _tior OR", =R—C—O—R’ + 


(large excess) 


Transesterification 


1127 
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Example 


I 
C)-< —O—CH,CH, 


ethyl benzoate 


H* or “OCH, 
————— 
eo 


| 
+ CH,—OH C—O—CH, + CH,CH,—OH 


methanol methyl benzoate ethanol 


Transesterification is possibly the simplest and best example of the acid-catalyzed 
and base-catalyzed nucleophilic acyl substitution mechanisms because it is an 
evenly balanced equilibrium with identical mechanisms for the forward and reverse 
reactions. 


PROBLEM-SOLVING STRATEGY Proposing Reaction Mechanisms 


Application: Biodiesel 


Base-catalyzed transesterification is the 
process that converts waste 
cooking oil to biodiesel fuel. 

Fats and oils are triesters of glycerol 
(triglycerides), with three long-chain 
fatty acids that give the molecule a 
high molecular weight and low volatil- 
ity. A base-catalyzed transesterification 
(using methanol as the alcohol and 
NaOH as the catalyst) converts fats and 
oils to the methyl esters of the three 
individual fatty acids. With molecular 
weights about a third of the original tri- 
glyceride, these methyl esters are more 
volatile and work well in diesel engines. 
The mixture of fatty acid methyl esters 
is called biodiesel. 


O 
ll 
CAAA NNN 
CH,—O~ 
a triglyceride 3 CH,OH 
NaOH 
(@! (transesterification) 
ll 
Cc 


methyl ester 
CHy-CH —CH, 


OH OH OH 
glycerol 


Converting waste cooking oils to 
biodiesel is an excellent example of 
chemical recycling by converting a 
waste into a valuable product. On the 
other hand, converting new food-grade 
fats and oils to biodiesel is economically 
and environmentally unsound. In the 
absence of subsidies, food-grade 
oils sell for several times the price of 


Rather than just showing the mechanisms for acid-catalyzed and base-catalyzed transesteri- 
fication, let’s consider how you might work out these mechanisms as in a problem. 


Base-Catalyzed Transesterification 


First consider the base-catalyzed transesterification of ethyl benzoate with methanol. This is 
a classic example of nucleophilic acyl substitution by the addition—elimination mechanism. 
Methoxide ion is sufficiently nucleophilic to attack the ester carbonyl group. Ethoxide ion 
serves as a leaving group in a strongly exothermic second step. 
Oo : O Fis ver 
iP >. I 
Co C+ OCH,CH, 
OCH,CH, <= | <= OCH, 
: OCH, ra 
CH,O* ~:OCH,CH, 


nucleophilic attack tetrahedral intermediate 


Now try a base-catalyzed mechanism on your own in Problem 21-12. 


PROBLEM 21-12 


When ethyl 4-hydroxybutyrate is heated in the presence of a trace of a basic catalyst 
(sodium acetate), one of the products is a lactone. Propose a mechanism for formation 
of this lactone. 


Acid-Catalyzed Transesterification 


The acid-catalyzed reaction follows a similar mechanism, but it is more complicated because 
of additional proton transfers. We use the stepwise procedure to propose a mechanism for the 
following reaction, in which methanol replaces ethanol. 


O ) 
| 


CL CL 
Ht 
OCH,CH;, + CH,0H — of OCH, + CH,CH,OH 


1. Consider the carbon skeletons of the reactants and products, and identify which 
carbon atoms in the products are likely derived from which carbon atoms in the 
reactants. 

In this case, an ethoxy group is replaced by a methoxy group. 


2. Consider whether any of the reactants is a strong enough electrophile to react 
without being activated. If not, consider how one of the reactants might be con- 
verted to a strong electrophile by protonation of a Lewis basic site. 

The ester carbonyl] group is not a strong enough electrophile to react with methanol. 
Protonation converts it to a strong electrophile (shown in step 3). 


. Consider how a nucleophilic site on another reactant can attack the strong electro- 
phile to form a bond needed in the product. 

Methanol has a nucleophilic oxygen atom that can attack the activated carbonyl group 
to form the new C—O bond needed in the product. 


Cc + é CH,OH 
H a> 
“OCH,CH, <= “OCH,CH,| === 


ee 
nucleophilic attack 


(activation of C=O) (resonance-stabilized) 


ee! 


“| LOCH, 


~ + 
OCHCHs , cH.6H, 


tetrahedral intermediate 


. Consider how the product of nucleophilic attack might be converted to the final 
product or reactivated to form another bond needed in the product. 
The task here is to break bonds, not form them. The ethoxy group (OCH,CHs3) must 
be lost. The most common mechanism for losing a group under acidic conditions 
is to protonate it (to make it a good leaving group), and then lose it. In fact, losing 
the ethoxy group is exactly the reverse of the mechanism used to gain the methoxy 
group. 

Protonation prepares the ethoxy group to leave. When ethanol leaves, the product 
is simply a protonated version of the final product. 


a 


| OCH, 
“YOCH,CH, 


5. Draw out all steps of the mechanism, using curved arrows to show the move- 


ment of electrons. 
Once again, this summary is left to you to help you review the mechanism. 
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diesel fuel. Regulations requiring 
biodiesel in fuels have created a large 
artificial demand for plant oils, espe- 
cially palm oil, that has promoted 

the conversion of huge areas of rain 


forests into palm oil plantations. 


PROBLEM-SOLVING HINT 


Acid-catalyzed nucleophilic acyl 
substitution usually differs from 
the base-catalyzed reaction in 
two major ways: 

1. The carbonyl must be 
protonated to activate it 
toward attack by a weak 
nucleophile. 

. In acid conditions, 
leaving groups are usually 
protonated, then lost as 
neutral molecules. 


& 
PROBLEM 21-13 


Complete the mechanism for this acid-catalyzed transesterification by drawing out all the 
individual steps. Draw the important resonance contributors for each resonance-stabilized 
intermediate. 

a 


~ 


- 
PROBLEM 21-14 


Propose a mechanism for the following ring-opening transesterification. Use the mecha- 
nism in Problem 21-13 as a model. 


1130 
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MECHANISM 21-8 _ Transesterification 


Following is a summary of the mechanism of transesterification under basic and acidic conditions. 


Base-catalyzed 
Base-catalyzed transesterification is a simple two-step nucleophilic acyl substitution: 


Step 1: Addition of the nucleophile. Step 2: Elimination of the leaving group. 


it TD 


C—OCH; 


\e OCH; __, ile 


tetrahedral intermediate 


Acid-catalyzed 

Acid-catalyzed transesterification requires extra proton transfers before and after the major steps. The overall reaction takes place 
in two stages. The first half of the reaction involves acid-catalyzed addition of the nucleophile, and the second half involves acid- 
catalyzed elimination of the leaving group. 


First half: Acid-catalyzed addition of the nucleophile. 


Step 1: Protonation Step 2: Nucleophile attack. Step 3: Deprotonation. 
of the carbonyl. 


:O—H 


| 
[oe 


‘OR 


tetrahedral intermediate 
(resonance-stabilized) 


Second half: Acid-catalyzed elimination of the leaving group. 


Step 1: Protonation of Step 2: Elimination of Step 3: Deprotonation. 
the leaving group. the leaving group. 


sa at 


6) 
[— OCH; cH; 2, 0 C 
Se + 
ot *ok* OR + CH;OH> 


(resonance-stabilized) 
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Some reactions that can go as basic nucleophilic acyl substitutions actually work 
much better with an acid catalyst. For example, aspirin is made from salicylic acid and 
acetic anhydride. When these reagents are mixed, the reaction goes slowly. Addition of a 
drop of sulfuric acid accelerates the reaction, and it goes to completion in a minute or two. 


1 
OH 1 1 eee o—Cc—CcH, 
or # CHy=C—0—C—CHy <> or +  CH,COOH 
C—OH acetic anhydride C—OH 
O O 
salicylic acid aspirin 


(acetylsalicylic acid) 


PROBLEM 21-15 


(a) Propose a mechanism for the acid-catalyzed reaction of salicylic acid with acetic 
anhydride. 
(b) Explain why a single drop of sulfuric acid dramatically increases the reaction rate. 


21-7 Hydrolysis of Carboxylic Acid Derivatives 


All acid derivatives hydrolyze to give carboxylic acids. In most cases, hydrolysis occurs 
under either acidic or basic conditions. The reactivity of acid derivatives toward hydro- 
lysis varies from highly reactive acyl halides to relatively unreactive amides. 


21-7A Hydrolysis of Acid Halides and Anhydrides 


Acid halides and anhydrides are so reactive that they hydrolyze under neutral condi- 
tions. Hydrolysis of an acid halide or anhydride is usually an annoying side reaction that 
takes place on exposure to moist air. Hydrolysis can be avoided by storing acid halides 
and anhydrides under dry nitrogen and by using dry solvents and reagents. 


R P HO R Po R i so R I O—H + HOt cr 
—C— + H,O: > > 30: > O AB 3 
*OH, *"O.. 
H 


21-7B Hydrolysis of Esters 


Acid-catalyzed hydrolysis of an ester is simply the reverse of the Fischer esterification 
equilibrium. Addition of excess water drives the equilibrium toward the acid and the 
alcohol. 

Basic hydrolysis of esters, called saponification, avoids the equilibrium of the 
Fischer esterification. Hydroxide ion attacks the carbonyl group to give a tetrahedral 
intermediate. Expulsion of alkoxide ion gives the acid, and a fast proton transfer 
gives the carboxylate ion and the alcohol. This strongly exothermic proton transfer 
drives the saponification to completion. A full mole of base is consumed to depro- 
tonate the acid. 
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MECHANISM 21-9 Saponification of an Ester 


This is another standard addition—-elimination mechanism, ending with a proton transfer to give the final products. 


Step 1: Addition Step 2: Elimination Step 3: Proton transfer. 
of the nucleophile. of the leaving group. 


Pp t it i 
R—C—O—R’ + ~:0—H — R—C—O—R’ = R—C ~ yO—Rk — R=... H—O—R’ 
‘OH * o> - 


7 O —H 
alkoxide carboxylate —_ alcohol 
tetrahedral intermediate 


Example 
O O 


| | 
CH,CH,—C —O—CH,CH, + Na‘-OH CH,CH,—C—O-Nat + CH,CH,—OH 


ethyl propionate sodium propionate ethanol 


The term saponification (Latin, saponis, “soap’’) literally means “the making of 
soap.” Soap is made by the basic hydrolysis of fats, which are esters of long-chain car- 
boxylic acids (fatty acids) with the triol glycerol. When sodium hydroxide hydrolyzes a 
fat, the resulting long-chain sodium carboxylate salts are what we know as soap. Soaps 
and detergents are discussed in more detail in Chapter 25. 


1 1 
FEO WA FOB + NB OKLA AA AAA 
1 1 
API. + 3 NaOH > CH—O—H + Nat OC AS ALA 
1 1 
OANA AWA OEE BOS ADA 
a fat (triester of glycerol) glycerol soap (salts of fatty acids) 


2 
PROBLEM 21-16 


Suppose we have some optically pure (R)-2-butyl acetate that has been “labeled” with the 
heavy !8O isotope at one oxygen atom as shown. 


O 


CH,CH 

Il 1g ges 
i ia i 
CH, 


(a) Draw a mechanism for the hydrolysis of this compound under basic conditions. 
Predict which of the products will contain the '8O label. Also predict whether the 
butan-2-ol product will be pure (R), pure (S), or racemized. 

(b) Repeat part (a) for the acid-catalyzed hydrolysis of this compound. 

(c) Explain how you would prove experimentally where the '8O label appears in the 
products. ('8O is not radioactive.) 


21-7 Hydrolysis of Carboxylic Acid Derivatives 


PROBLEM 21-17 


(a) Explain why we speak of acidic hydrolysis of an ester as acid-catalyzed, but of basic 
hydrolysis as base-promoted. 

(b) Soap manufacturers always use base to hydrolyze fats, and never acid. Suggest two 
reasons that basic hydrolysis is preferred. 


PROBLEM 21-18 O 


Propose a mechanism for the base-promoted hydrolysis of y-butyrolactone: 


21-7C Hydrolysis of Amides 


Amides hydrolyze to carboxylic acids under both acidic and basic conditions. Amides 
are the most stable of the acid derivatives, and stronger conditions are required for 
their hydrolysis than for hydrolysis of an ester. Typical hydrolysis conditions involve 
prolonged heating in 6 M HCI or 40% aqueous NaOH. 


Basic hydrolysis 
1; O 


H,0 I 
R—C—NHR’ + Nat-OH — > R—C—O- Nat + R’NH, 
Example 
! 
C—N(CH,CH,), 4 COO- Nat 
+ NaOH ——> +  (CH,CH,),NH 
N,N-diethylbenzamide sodium benzoate diethylamine 
Acid hydrolysis 
i i 
R—C—NHR + H,O* —>» R—C—OH + RNH, 
Example O O 
! 
CH,—C—NHCH, 6 CH,—C—OH 
4 
+  H,SO, —_> + CH,NH, HSO; 
N-methyl-2-phenylacetamide phenylacetic acid methylammonium 
sulfate 


The basic hydrolysis mechanism (shown next for a primary amide) is similar to that 
for hydrolysis of an ester. Hydroxide attacks the carbony] to give a tetrahedral interme- 
diate. Expulsion of an amide ion gives a carboxylic acid, which is quickly deprotonated 
to give the salt of the acid and ammonia. 


1133 


1134 CHAPTER 21. Carboxylic Acid Derivatives 


MECHANISM 21-10 Basic Hydrolysis of an Amide 


This is another standard addition—elimination mechanism, ending with a proton transfer to give the final products. The final proton 
transfer is extremely fast, and may occur as the very poor leaving group ( NHz) leaves. 


Step 1: Addition Step 2: Elimination Step 3: Proton transfer. 
of the nucleophile. of the leaving group. 


o : ) : ° ° 


R—CNH, OH — RTE — es FO — a ee 
OH rr te 


tetrahedral intermediate 


Under acidic conditions, the mechanism of amide hydrolysis resembles the acid- 
catalyzed hydrolysis of an ester. Protonation of the carbonyl group activates it toward 
nucleophilic attack by water to give a tetrahedral intermediate. Protonation of the amino 
group enables it to leave as the amine. A fast exothermic proton transfer gives the acid 
and the protonated amine. 


MECHANISM 21-11 Acidic Hydrolysis of an Amide 


This mechanism takes place in two stages. 


First half: Acid-catalyzed addition of the nucleophile (water). 


Step 1: Protonation Step 2: Addition Step 3: Loss of a proton. 
of the carbonyl. of the nucleophile. 


:O—H 
= co Ne + H,0* 
:O—H 


(resonance-stabilized) 
Second half: Acid-catalyzed elimination of the leaving group. 


Step I: Protonation Step 2: Elimination Step 3: Deprotonation. 
of the leaving group. of the leaving group. 


:O—H :O—H r ?tO~+H 


| 4 


R—C—NH, + Ht == R—C—NH, <= |R—C 
[ [uv SoH 
-O—H 0-H L 


(resonance-stabilized) 


PROBLEM 21-19 


Draw the important resonance contributors for both resonance-stabilized cations (in brackets) 
in the mechanism for acid-catalyzed hydrolysis of an amide. 
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PROBLEM 21-20 


Propose a mechanism for the hydrolysis of N,N-dimethylacetamide 
(a) under basic conditions. (b) under acidic conditions. 


PROBLEM 21-21 


The equilibrium for hydrolysis of amides, under both acidic and basic conditions, favors the 
products. Use your mechanisms for the hydrolysis of N,N-dimethylacetamide to show which 
steps are sufficiently exothermic to drive the reactions to completion. 


21-7D Hydrolysis of Nitriles 


Nitriles are hydrolyzed to amides, and further to carboxylic acids, by heating with 
aqueous acid or base. Mild conditions can hydrolyze a nitrile only as far as the amide. 
Stronger conditions can hydrolyze it all the way to the carboxylic acid. 


Basic hydrolysis of nitriles 


i i 
-OH ~OH 
R—-C=N' + HO For R—-C—NH, For R—-C—O + :NH; 
nitrile a 1° amide 2 carboxylate ion 
Example 1 
C=N: C—NH, 
NaOH 
——___—___> 
H,O/EtOH, 50 °C 
nicotinonitrile nicotinamide 
Acidic hydrolysis of nitriles 
O O 
Ht I Ht I 
R—C=N: Ho R—C—NH, FLo- R—C—OH + NHj 
nitrile - primary amide . carboxylic acid 
Example 
O 
_ H,SO,, heat | 
Ph—CH,—C=N: “HAO/EtOH ~ Ph—CH,—C— OH 


phenylacetonitrile phenylacetic acid 


The mechanism for basic hydrolysis begins with attack by hydroxide on the elec- 
trophilic carbon of the cyano group. Protonation gives the unstable enol tautomer of 
an amide. Removal of a proton from oxygen and reprotonation on nitrogen gives the 
amide. Further hydrolysis of the amide to the carboxylate salt involves the same base- 
promoted mechanism as that already discussed. 
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MECHANISM 21-12 Base-Catalyzed Hydrolysis of a Nitrile 


Step 1: The hydroxide ion adds to the carbon of the Step 2: Protonation leads to the enol of an amide. 
cyano group. 


:0—H " :O—H 
R—C=N: R—C=N> R—C=N—H + =O—H 


nitrile enol tautomer of amide 


Step 3: Removal and replacement of a proton (tautomerism) leads to the amide. 


:O—SH ak. > :Or 


3 “+O—H 4 
R—C=N—H = R—C=N—H <> 


enol tautomer enolate of an amide 


( PROBLEM 21-22 


Propose a mechanism for the basic hydrolysis of benzonitrile to the benzoate ion and ammonia. 
Ne 


{ PROBLEM 21-23 


The mechanism for acidic hydrolysis of a nitrile resembles the basic hydrolysis, except 

that the nitrile is first protonated, activating it toward attack by a weak nucleophile (water). 

Under acidic conditions, the proton transfer (tautomerism) involves protonation on nitro- 

gen followed by deprotonation on oxygen. Propose a mechanism for the acid-catalyzed 
| hydrolysis of benzonitrile to benzamide. 


21-8 Reduction of Acid Derivatives 


Carboxylic acids and their derivatives can be reduced to alcohols, aldehydes, and 
amines. Because they are relatively difficult to reduce, acid derivatives generally 
require a strong reducing agent such as lithium aluminum hydride (LiAIHy). 


21-8A Reduction to Alcohols 


Lithium aluminum hydride reduces acids, acid chlorides, anhydrides, and esters to pri- 
mary alcohols. (The reduction of acids was covered in Section 20-13.) Acid chlorides 
are more reactive than the other acid derivatives. Either lithium aluminum hydride or 
sodium borohydride converts acid chlorides to primary alcohols. 


O 

LiAlH, H,0* 
R—C—O—R’ > R—CH,O Lit + R’—O Lit —— > R—CH,OH + R’—OH 

ester primary alkoxide primary alcohol 
(or acid chloride) 

Example 
1 
CH,— C—OCH,CH, : CH,— CH,OH 
(1) LiAlH, 


(2)H,0* of CH,CH,OH 


ethyl phenylacetate 2-phenylethanol 


Both esters and acid chlorides react through an addition—elimination mechanism to give 
aldehydes, which quickly reduce to alkoxides. After the reduction is complete, dilute 
acid is added to protonate the alkoxide. 
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MECHANISM 21-13 Hydride Reduction of an Ester 


Step 1: Addition of the nucleophile (hydride). Step 2: Elimination of alkoxide. 


‘O' H Lit 20%. Li* 
2 > 


R—C—O—R + HAH R—C—O—R’ + Lit +O—R 


ne a [ H 
ester H 


H 


tetrahedral intermediate aldehyde alkoxide 


Step 3: Addition of a second hydride ion. Step 4: Add acid in the workup to protonate the alkoxide. 


:Or Li? 
R R—C—H 
H | 


H 
aldehyde primary 
alcohol 


PROBLEM 21-24 


(a) In which step(s) of the hydride reduction of an ester does the compound undergo reduction? (Hint: Count the bonds to 


oxygen.) 
(b) Propose a mechanism for the reduction of octanoy! chloride by lithium aluminum hydride. 


21-8B Reduction to Aldehydes 


Acid chlorides are more reactive than other acid derivatives, and they are reduced to 
aldehydes by mild reducing agents such as lithium tri-tert-butoxyaluminum hydride. 
Diisobutylaluminum hydride (DIBAL-H) reduces esters to aldehydes at low temper- 
atures, and it also reduces nitriles to aldehydes. These reductions were covered in 
Sections 18-9 and 18-10. 


| LiAIH(O-t-Bu), ! 
R—C—Cl —__——> R=C—H 


ether 


Example 


| LiAIH(O-t-Bu), ! 
CH,(CH,),—C — Cl ———_— CH,(CH,);—C —H 


octanoyl chloride octanal 
O O —AI(i-Bu), O 
@ (1) G-Bu), AIH (2) HO 4 
R—C \ = gee R = —H —+—> R—-C < 
OR OR’ H 
Example 
rf (1) DIBAL-H rf 
C -78 °C C 
2) H,O 
Pho S~ Noe (2) Hy Pho SS 


ethyl cinnamate cinnamaldehyde 
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21-8C Reduction to Amines 


Lithium aluminum hydride reduces amides and nitriles to amines, providing some of 
the best synthetic routes to amines (Sections 19-19 and 19-20B). Primary amides and 
nitriles are reduced to primary amines. Secondary amides are reduced to secondary 
amines, and tertiary amides are reduced to tertiary amines. 


O 
(1) LiAlH, 
R—C—NH, () HO R—CH,—NH, 
primary amide : primary amine 
I 
; (1) LiAIH 
Amides 1 R—C—NHR qo—?  R—CH;—NHR’ 

secondary amide 2 secondary amine 

O 
| (I) LiATH, 
R—C—NR; (2) H,0 R—CH,—NR; 


tertiary amide tertiary amine 


Example 


O 
| (1) LiAIHy 
CH,—C— NH— Ph ‘Oo 


acetanilide 


CH,—CH,—NH— Ph 
N-ethylaniline 


The mechanism of this reduction begins like a typical nucleophilic acy] substitu- 
tion, with hydride ion adding to the carbonyl group to form a tetrahedral intermediate. 
The nitrogen atom is a poor leaving group, however, and the former carbonyl oxygen 
atom, complexed with aluminum, is a fair leaving group. The oxygen atom leaves, 
giving an imine or iminium salt that quickly reduces to the amine. 


MECHANISM 21-14 Reduction of an Amide to an Amine 


Step 1: Addition of hydride. Step 2: Oxygen leaves. Step 3: Second hydride adds. 


y AIH, ~O—AIH) 
0’) (0 
I UR | A UR RL Co UR a UR 
RCN —_ = R—CNV a6 NN nd —oTN, 
R | R H R / R 
H H H H 
ef |< 
H— Al—H is aie AlH3 
H H 
amide tetrahedral intermediate iminium salt amine 
Nitriles are reduced to primary amines. 


H/Pt 
or (1) LiAIH,; (2) H,O ) 


21-9 Reactions of Acid Derivatives with Organometallic Reagents 


Example 


(1) LiAlH, 
(2) H,O 


Ox 


Ca 


{ PROBLEM 21-25 


Give the expected products of lithium aluminum hydride reduction of the following compounds 
(followed by hydrolysis). 
(a) butyronitrile 


H 
(a) oy’ (e) ( CD 
a 


(b) N-cyclohexylacetamide (c) e-caprolactam 


O. CN 


21-9 Reactions of Acid Derivatives with 
Organometallic Reagents 


Esters and Acid Chlorides Grignard and organolithium reagents add twice to acid 
chlorides and esters to give alkoxides (Section 10-9D). Protonation of the alkoxides 
gives alcohols. 


O OMgx OH 
| , 2R"Mgx | H,0* = 
R—C—OR’ —— R—C=R ——>1R—-C— 
ester (or 2 R” Li) | | 
R” + R’OMgx R’ 
alkoxide salt tertiary alcohol 
Examples 
O OMgBr 
| | H,0* 
Ph —C—OEt + 2PhMgBr — Ph—C—Ph ——= 
an ester | 
Ph 
OLi 
| | H,O* 
H—C— OEt + 2 C,H,Li —> H—C—CH, ——_ 
a formate ester | 
cn. 
O OMgBr 
H,0* 
CH,CH,—-C—Cl + 2PhMgBr —> CH,CH;—C=Ph —_ 


an acid chloride 


— 
Ph— ¢ —=Ph 
Ph 


a 3° alcohol 


OH 


| 
H = —C,H, 
C,H, 


a 2° alcohol 


oi 
ea —Ph 
Ph 


a 3° alcohol 
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The mechanism involves nucleophilic substitution at the acyl carbon atom. Attack by the 
carbanion-like organometallic reagent, followed by elimination of alkoxide (from an ester) 
or chloride (from an acid chloride), gives a ketone. A second equivalent of the organometal- 
lic reagent adds to the ketone to give the alkoxide. Hydrolysis gives tertiary alcohols, unless 
the original ester is a formate (R = H), which gives a secondary alcohol. In each case, 
two of the groups on the product are the same, derived from the organometallic reagent. 


MECHANISM 21-15 Reaction of an Ester with Two Moles of a Grignard Reagent 


Step 1: Addition of the Grignard. Step 2: Elimination of alkoxide. 


‘oO :0:) *MgX 
| — i . 
R—C—OR’ + R’—MgX —> R—C—OR’ 
a 


ester Grignard tetrahedral intermediate ketone 
Step 3: Addition of another Grignard. Workup: Add acid to protonate the alkoxide. 


:Or +MgX :OH 
H30* | 


| 
R ¢ R” + MgXOH 


R” 


ketone alkoxide 


Acid chlorides react just once with dialkylcuprates (Gilman reagents) to give ketones 
(Section 18-10). 
O O 
! | 


R—C—Cl + R{Culi —> R—C—R’ 


Example 


i i 
Ce eae 


Nitriles A Grignard or organolithium reagent attacks the electrophilic cyano group 
to form the salt of an imine. Acidic hydrolysis of the salt (in a separate step) gives the 
imine, which is further hydrolyzed to a ketone (Section 18-9). 


Attack on the electrophilic 
cyano group 


& és ¥ ; : 
R’—Me=X Protonation Acid hydrolysis 
R Mgx H,O* R’ H H,O+ ‘ 
R-C=N5  —> — S>C=NZ = Sc=nm=0 C0 
R é 
salt of imine imine ketone 
Example 
Ph Mgl H,0* Ph , 
Ph—C=N: +  CH,Mgl = >c=Na a >c=0: 
CH; CH; 
benzonitrile methylmagnesium magnesium salt acetophenone 


iodide 


21-10 Summary of the Chemistry of Acid Chlorides 


PROBLEM 21-26 


Draw a mechanism for the acidic hydrolysis of the magnesium salt shown above to aceto- 
phenone. 


{ PROBLEM 21-27 


Draw a mechanism for the reaction of propanoy! chloride with 2 moles of phenylmagnesium 
bromide. 


( PROBLEM 21-28 


Show how you would add a Grignard reagent to an ester or a nitrile to synthesize 
(a) 4-phenylheptan-4-ol. (b) heptan-4-ol. (c) pentan-2-one. 
\ 


21-10 Summary of the Chemistry of Acid Chlorides 


Having discussed the reactions and mechanisms characteristic of all the common acid 
derivatives, we now review the syntheses and reactions of each type of compound. In 
addition, these sections cover any reactions that are peculiar to a specific class of acid 
derivatives. 


Synthesis of Acid Chlorides Acid chlorides (acyl chlorides) are synthesized from the 
corresponding carboxylic acids using a variety of reagents. Thiony! chloride (SOCI,) 
and oxalyl chloride (COCI), are the most convenient reagents because they produce 
only gaseous side products (Section 20-15). 


O O 
sOcl, 


! 
roa, OO 


! 
R—C—OH 


50,7 + HCIT 
Reactions of Acid Chlorides Acid chlorides react quickly with water and other 
nucleophiles and are therefore not found in nature. Because they are the most reactive 
acid derivatives, acid chlorides are easily converted to other acid derivatives. Often, 
the best synthetic route to an ester, anhydride, or amide may involve using the acyl 
chloride as an intermediate. 
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PROBLEM-SOLVING HINT 


Grignards add to esters and acid 
chlorides to give tertiary alcohols, 
with one group from the ester or 


acid chloride and two identical 

groups from the Grignard. Formate 
esters give secondary alcohols, with 
a hydrogen from the ester and two 
identical groups from the Grignard. 


H,0 
> R—C—OH + HCl (Section 21-7A) 
acid 
R’OH : : 
[> R—C—OR’ + HCl (Sections 20-15 and 21-5) 
| ester 
R—C—Cl 
. : O 
acid chloride , 
I chlorid ic | 
(acyl chloride) [>> R—C—NHR’ + _ HCl (Sections 20-15 and 21-5) 
amide 
R’COOH | | 
> C—O—C—R + HCl (Section 21-5) 


anhydride 
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Grignard and organolithium reagents add twice to acid chlorides to give 
3° alcohols (after hydrolysis). Lithium dialkylcuprates add just once to give 
ketones. Sodium borohydride or lithium aluminum hydride adds hydride twice 
to acid chlorides, reducing them to 1° alcohols (after hydrolysis). Acid chlorides 
react with the weaker reducing agent tri-tert-butoxyaluminum hydride to give 


aldehydes. 
OH 
se : R’ (Sections 10-9 and 21-9 
(2) H,O | (Sections 10-9 an -9) 
R’ 
3° alcohol 
O 
l RCL l | 
R— CCl > R—-C—®e (Section 18-10) 
acid chloride (1) N aBH, ketone 
(acyl chloride) ao > R—CH,OH (Section 21-8A) 
A 1° alcohol 
O 
LiA]H(O-t-Bu) 
| 
> 


R—C—H (Sections 18-10 and 21-8B) 
aldehyde 


Friedel-Crafts Acylation of Aromatic Rings In the presence of aluminum chlo- 
ride, acyl halides acylate benzene, halobenzenes, and activated benzene derivatives. 
Friedel-Crafts acylation is discussed in detail in Section 17-11. 


O 
| (1) AICI, ! 
R—C—Cl + (HO C—R 
Li Z 
(Z = H, halogen, or an an acylbenzene 
activating group) 
Example 
O O 
| (1) AICI, | 
CH,—CH,—C—Cl + CH,O OH” CHO C—CH,CH, 

propionyl chloride anisole p-methoxypropiophenone 


(major product) 


( PROBLEM 21-29 


Draw a mechanism for the acylation of anisole by propiony! chloride. Recall that Friedel— 
Crafts acylation involves an acylium ion as the electrophile in electrophilic aromatic 
substitution. 

\ 


{ PROBLEM 21-30 


Show how Friedel-Crafts acylation might be used to synthesize the following compounds. 
(a) acetophenone (b) benzophenone (c) n-butylbenzene 
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21-11 Summary of the Chemistry of Anhydrides 


Like acid chlorides, anhydrides are activated acid derivatives, and they are often used 
for the same types of acylations. Anhydrides are not as reactive as acid chlorides, and 
they are occasionally found in nature. For example, cantharidin is a toxic ingredient of 
“Spanish fly,” which is used as a vesicant (“causing burning and blistering”’) to destroy 
warts on the skin. O 
Because anhydrides are not as reactive as acid chlorides, they are often more selec- CH; 
tive in their reactions. Anhydrides are valuable when the appropriate acid chloride is ; 
too reactive, does not exist, or is more expensive than the corresponding anhydride. 


Acetic Anhydride Acetic anhydride is the most important carboxylic acid anhydride. 
It is produced at the rate of about 4 billion pounds per year, primarily for synthesis of 
plastics, fibers, and drugs. (See the synthesis of aspirin on p. 1131.) Acetic anhydride cantharidin 
consists of two molecules of acetic acid, minus a molecule of water. The most com- 

mon industrial synthesis begins by dehydrating acetic acid to give ketene. 


CH; 


1 750 °C os 
(EtO);P=O 
CH,—C— 0H 3 e=C=0 + 1,0 
H 
acetic acid ketene 


This dehydration is highly endothermic (AH = +147 kJ/mol = +35 kcal/mol), but 
a large increase in entropy results from breaking one molecule into two. Thus, at a 
sufficiently high temperature (750 °C is typical), the equilibrium favors the products. 
Triethyl phosphate is added as a catalyst to improve the rate of the reaction. 

Ketene (a gas at room temperature) is fed directly into acetic acid, where it reacts 
quickly and quantitatively to give acetic anhydride. This inexpensive large-scale manu- 
facture makes acetic anhydride a convenient and inexpensive acylating reagent. 


1 sn 1 
CH3;—C—OH + , > CH;—C—O—C—CH; 
H Blister beetles secrete cantharidin, a 
gecteactd ketene acetic anhydride powerful vesicant. Crushing a blister 


beetle between the fingers results in 


General Anhydride Synthesis Other anhydrides must be made by less specialized Severe blistering of the skin. If horses eat 
methods. The most general method for making anhydrides is the reaction of an acid 4 Containing blister beetles, they often 


chloride with a carboxylic acid or a carboxylate salt. ele Trot GeslGentelii and Fancy 
failure caused by cantharidin poisoning. 


1 1 r 4 
R—C—Cl + -O—C—R’ > R—C—O—C—R’ + Cl 
acid chloride carboxylate acid anhydride 

(or acid) 


Examples 
H 


| 7 
9 7 O ¢ xc 
N 
CH;—-C—Cl + HO—C—Ph —*~> CH,—C —O—C— Ph + O 


acetyl chloride benzoic acid acetic benzoic anhydride pyridine - HCl 
1 1 ro 
CH;,-C—Cl + H—C—O Nat —+ CH;-C—O—C—H + NaCl 


acetyl chloride sodium formate acetic formic anhydride 


1144 CHAPTER 21 Carboxylic Acid Derivatives 


Some cyclic anhydrides are made simply by heating the corresponding diacid. A dehy- 
drating agent, such as acetyl chloride or acetic anhydride, is occasionally added to 
accelerate this reaction. Because five- and six-membered cyclic anhydrides are par- 
ticularly stable, the equilibrium favors the cyclic products. 


O O 
OH heat 
OH O + H,O 
O O 
phthalic acid phthalic anhydride (steam) 
O 
O 
OH | 
oH + CH,CCl —> + CH, LOH + HCl 
O 
succinic acid succinic Lon 


Reactions of Anhydrides Anhydrides undergo many of the same reactions as acid 
chlorides. Like acid chlorides, anhydrides are easily converted to less reactive acid 
derivatives. 


+ R—COOH (Section 21-7A) 
10 
R—C—0—C—R + R—COOH (Section 21-5) 
anhydride 
+ R—COOH (Section 21-5) 


Like acid chlorides, anhydrides participate in the Friedel-Crafts acylation. The 
catalyst may be aluminum chloride, polyphosphoric acid (PPA), or other acidic 
compounds. Cyclic anhydrides can provide additional functionality on the side 
chain of the aromatic product. 


O O O 
| | AIC, | 
+ R=—C—0-—C—R ne C— 
(or other acidic 
L Z 


catalyst) 
(Z = H, halogen, or an activating group) an acylbenzene 
Example O 
ieee AICl, COOH 
(HO H,O 
benzene 4-oxo-4-phenylbutanoic acid 


succinic ee 
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Most reactions of anhydrides involve loss of one of the two acid molecules as a 
leaving group. If a precious acid needs to be activated, converting it to the anhydride 
would allow only half of the acid groups to react. Converting the acid to an acid chlo- 
ride would be more efficient because it would allow all the acid groups to react. There 
are three specific instances when anhydrides are preferred, however. 


1. Use of acetic anhydride. Acetic anhydride is inexpensive and convenient to use, 
and it often gives better yields than acetyl chloride for acetylation of alcohols (to 
make acetate esters) and amines (to make acetamides). 

2. Use of acetic formic anhydride. Formyl] chloride (the acid chloride of formic 
acid) cannot be used for formylation because it quickly decomposes to CO and 
HCL. Acetic formic anhydride, made from sodium formate and acetyl! chloride, 
reacts primarily at the formyl group. Lacking a bulky, electron-donating alkyl 
group, the formyl group is both less hindered and more electrophilic than the 
acetyl group. Alcohols and amines are formylated by acetic formic anhydride to 
give formate esters and formamides, respectively. 


1 1 


CH,—C—O—C—H + R—OH mid H—C—O—R_ + _ CH,COOH 


more reactive a formate ester 
carbonyl 


O O O 


CH,—C—O—C—H + R—NH, —> H—C—NH—R + _ CH,COOH 


a formamide 


3. Use of cyclic anhydrides to make difunctional compounds. It is often necessary 
to convert just one acid group of a diacid to an ester or an amide. This conversion 
is easily accomplished using a cyclic anhydride. 

When an alcohol or an amine reacts with a cyclic anhydride, only one of the 
carboxyl] groups in the anhydride is converted to an ester or an amide. The other 
is expelled as a carboxylate ion, and a monofunctionalized derivative results. 


O O 
O— CH,CH 
O +  CH,CH,—OH —> ae 
O O 
glutaric anhydride monoethyl ester 


PROBLEM 21-31 


(a) Give the products expected when acetic formic anhydride reacts with (i) aniline and 
(ii) benzyl alcohol. 
L (b) Propose mechanisms for these reactions. 


{ PROBLEM 21-32 


Show how you would use anhydrides to synthesize the following compounds. In each case, 
explain why an anhydride might be preferable to an acid chloride. 
(a) n-octyl formate (b) n-octyl acetate 

©) phthalic acid monoamide (d) succinic acid monomethy] ester 


Application: Anticoagulant 


Warfarin (also named coumadin) is a 
substituted coumarin used as an antico- 
agulant. Warfarin slows clotting of the 
blood, which can prevent heart attacks 
and strokes in people who are prone 

to thrombosis (abnormal formation of 
blood clots). Like all medicines, warfarin 
becomes a poison when taken in excess. 
It was originally sold as a rodent poison, 
added to grain to kill rats and mice 
through internal hemorrhaging. This 
former rat poison is currently the most 
widely prescribed anticoagulant drug. 


O 


warfarin (coumadin) 
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21-12 Summary of the Chemistry of Esters 


Esters are among the most common acid derivatives. They are found in plant oils, 
where they give the fruity aromas we associate with ripeness. For example, the odor of 
ripe bananas comes mostly from isoamy] acetate. Oil of wintergreen contains methyl] 
salicylate, which has also been used as a medicine. Lavender oil and sweet clover con- 
tain small amounts of coumarin, which gives depth and longevity to their odors. The 
heads of sperm whales contain large chambers of spermaceti, a waxy ester that helps to 
regulate their buoyancy in the water and that may help the head to serve as a resonating 
chamber for communicating underwater. 


1 
| Ol — (CH) 4CH3 
O—C—CH, OH 
isoamy] acetate methyl salicylate coumarin spermaceti 
(isopenty] acetate) oil of wintergreen (cetyl palmitate) 


Esters are widely used in industry as solvents. Ethyl] acetate is a good solvent for a wide 
Oyo Mitsunobu (1934-2003) variety of compounds, and its toxicity is low compared with other solvents. Ethyl] acetate 
was a Japanese chemist who, in is also found in household products such as cleaners, polishes, glues, and spray finishes. 
1967, first reported his epony- Ethy! butyrate and butyl butyrate were once widely used as solvents for paints and finishes, 
mous reaction while conducting including the “butyrate dope” that was sprayed on the fabric covering of aircraft wings 
research at the Tokyo Institute to make them tight and stiff. Polyesters (covered later in this section and in Chapter 26) 
of Technology. The combination are among the most common polymers, used in fabrics (Dacron®), solid plastics (soft- 
of reagents used to facilitate the drink bottles), and as extremely durable and heat-resistant liquid crystalline polymers (e.g., 
reaction, and its variations have Vectran™) used to make lightweight but high-strength heavy lifting cables. 

come to be known as Mitsunobu 


‘ Synthesis of Esters Esters are usually synthesized by the Fischer esterification of an 
reagents. 


acid with an alcohol or by the reaction of an acid chloride (or anhydride) with an alcohol. 
Methy] esters can be made by treating the acid with diazomethane. The alcohol group in an 
ester can be changed by transesterification, which can be catalyzed by either acid or base. 

The Mitsunobu reaction is a modern process that can be used for the synthesis 
of esters from primary and secondary alcohols in the presence of the reagents triphe- 
nylphosphine (PPh3) and diethyl azodicarboxylate (known as DEAD). A unique feature 
of this reaction is the inversion of secondary alcohol group carbon atom stereochemistry. 


Ht ! 


R—C—OH + R’— OH = R—C—OR’ + H,O (Section 20-10) 
acid alcohol ester 
I I 
R—C—Cl + R’—OH — R—C— OR’ + HCl (Section 20-15) 
acid chloride alcohol ester 
| | Ht | 
R—C—O—C—R + R’—OH —_ R—C—OR’ + RCOOH — (Section 21-5) 
anhydride alcohol ester 
| , H* or OR’ | . . 
R—C—OR + R’—OH ————= R—C— OR’ +  R”’OH (Section 21-6) 
ester alcohol ester 
| | 
R—C— OH + CHLN, —_—7 R—C—OCH, + N,t (Section 20-11) 


acid diazomethane methyl ester 
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Reactions of Esters Esters are much more stable than acid chlorides and anhydrides. 
For example, most esters do not react with water under neutral conditions. They hydrolyze 
under acidic or basic conditions, however, and an amine can displace the alkoxy group 
to form an amide. Lithium aluminum hydride reduces esters to primary alcohols, and 
Grignard and organolithium reagents add twice to give alcohols (after hydrolysis). 


O 
H,O | 
H or -OH R—C—OH + R’OH (Section 21-7B) 
acid 
O 
a > R i OR” R‘OH i 
Ht or -OR” + O (Section 21-6) 
ester 
O O 
R’ NH 
SS - 2 a 
R—C—OR I——————> R—C—NHR” + R’OH _ (Section 21-5) 
ester amide 
(1) LiAlHy 
R—CH,OH + R’OH (Sections 10-11B and 21-8A) 
(2) H,O 
1° alcohol 
OH 
(1)2R” MgX | 
(2) H,0 > R ij R” + R’OH (Sections 10-9D and 21-9) 
R” 
3° alcohol 
(1) DIBAL-H 
a a RCA + ROH _ (Sections 18-10 and 21-8) 
‘ aldehyde 


Formation of Lactones Simple lactones containing five- and six-membered rings are 
often more stable than the open-chain hydroxy acids. Such lactones form spontane- 
ously under acidic conditions (via the Fischer esterification). 


OH Ht O 
—> + H,O 
COOH 2 


27% 73% 


Lactones that are not energetically favored may be synthesized by driving the equi- 
librium toward the products. For example, the ten-membered 9-hydroxynonanoic acid 
lactone is formed in a dilute benzene solution containing a trace of p-toluenesulfonic 
acid. The reaction is driven to completion by distilling the benzene/water azeotrope to 
remove water and shift the equilibrium to the right. 


OH Ht O 
—_——_ + H,O 
COOH benzene 2 
O 
9-hydroxynonanoic acid 9-hydroxynonanoic acid lactone (removed) 


(95%) 


Lactones are common among natural products. For example, L-ascorbic acid (vita- 
min C) is necessary in the human diet to avoid the connective tissue disease known 
as scurvy. In acid solutions, ascorbic acid is an equilibrium mixture of the cyclic and 
acyclic forms, but the cyclic form predominates. Erythromycin is a member of the 
macrolide (large-ring lactone) group of antibiotics, which is isolated from Streptomyces 
erythraeus. It inhibits bacterial protein synthesis, thus arresting bacterial growth and 
development. Erythromycin is effective against a wide range of diseases, including 
staphylococcus, streptococcus, chlamydia, and Legionnaires’ disease. 


Application: Pheromone Traps 


a”—_™OPN—~DEePO OO eee 
ac? 
(Z)-11-hexadeceny] acetate 


The apple fruit moth, Argyresthia con- 
jugella, is a pest that bores into apples 
and eats them from within. One of its 
sex pheromones is (Z)-11-hexadeceny| 
acetate, which is used commercially to 
attract and trap the adult insects. Insect 
attractants are important chemicals for 
farming, because sticky insect traps 
baited with pheromones are allowed 
under the “organic” farming rules. 
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COOH 
_ H /CH,OH 
i a Ht HOw ° 
C—OH -— 7” 
H OH H 

HO H HO OH 

CH,OH 
L-ascorbic acid (vitamin C) erythromycin 


PROBLEM 21-33 


Propose a mechanism for the formation of 9-hydroxynonanoic acid lactone, as shown in the 
preceding figure. 


2 
PROBLEM 21-34 


Suggest the most appropriate reagent for each synthesis, and explain your choice. 


H OH 
O—C—CH ) — 
(a) "C or ; (b) COOH C—OCH 
° : 
COOH O 


COOH 
CH; 
i OCH; CH,OH Cc Cc 
Vj “~OEt Vi “~NHPh 


( PROBLEM 21-35 


Show how you would synthesize each compound, starting with an ester containing no more 
than eight carbon atoms. Any other necessary reagents may be used. 


(a) Ph;C—OH (b) (PhCH,)>CHOH (c) PhCONHCH,CH; 
(d) Ph,CHOH (e) PhCH,OH (f) PhCOOH 
(g) PhCH,COOCH(CH;), __(h) Ba CCH) (i) HO—(CH,) ,—OH 
OH 
< 


Polyesters Right now, you are probably using at least five things that are made from 
polyesters. Your clothes probably have some Dacron® polyester fiber in them, and 
they are almost certainly sewn with Dacron® thread. Early computers used floppy 
disks made of Mylar®, and the optical film in your DVD is made of Mylar®. Some of 
the electronics in your cell phone are probably “potted” (covered and insulated from 
balloon made of metallized Mylar® film. shock) in Glyptal® polyester resin. The soft drink in your hand probably came in 
It was launched in 1964 to reflect radio 2 Plastic bottle that was blow-molded from poly(ethylene terephthalate) resin, better 
waves for intercontinental telephone, known as PET. 

radio, and television. Echo was easily All these plastics are essentially the same compound, composed of terephthalic 
visible to the unaided eye as it orbited acid (para-phthalic acid) esterified with ethylene glycol. This polyester is made by a 
the Earth until 1969, when it reentered —_ base-catalyzed transesterification of dimethyl terephthalate with ethylene glycol at a 
the atmosphere and burned up. temperature around 150 °C. At this temperature, methanol escapes as a gas, driving 
the reaction to completion. We will study polyesters and other polymers in more detail 
in Chapter 26. 


The Echo satellite was a 41-meter 
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O O 
| | heat, loss of CH,0H 
CH,0—C C—OCH, + HO—CH,CH,—OH NaOCH, > 
ethylene glycol 


dimethyl] terephthalate 


I I I 1 
~—t-()-¢ o—cu,cu,—0-e-())-¢ O—CH,CH,—O—--- 


n 


poly(ethylene terephthalate) or PET, also called Dacron® polyester or Mylar® film 
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Synthesis of Amides Amides are the least reactive acid derivatives, and they can be 
made from any of the others. In the laboratory, amides are commonly synthesized 
by the reaction of an acid chloride (or anhydride) with an amine. The most common 
industrial synthesis involves heating an acid with an amine (at high temperatures, 
in the absence of oxygen) to drive off water and promote condensation. This simple 
industrial technique rarely works well in the laboratory, but it may succeed with the 
use of a coupling reagent (Section 24-10). Esters react with amines and ammonia to 
give amides, and the partial hydrolysis of nitriles also gives amides. 


I i 
R—C—OH + R’—NH, fest, R—C—NHR’ + H,O i] (Section 20-12) 
acid amine (300 °C) amide 
i 
R—C—Cl + 2R',NH —?> R—C—NR’, + R’,NH, Cl (Sections 20-15 and 21-5) 
acid chloride amine amide 
1. J i 
R—C—O—C—R + R’,NH -—-> R—C—NR’, + RCOOH (Section 21-5) 
anhydride amine amide 
i i 
R—C— OR” + R’—NH, => R—C—NHR’ + R’ OH (Section 21-5) 
ester amine amide 
i 
H* or “OH 
R-C=N + HO OF R—C—NH, 1° amide (Section 21-7D) 
nitrile 


Reactions of Amides Unlike amines, amides are not appreciably basic. The —NH 
group of an amide formally has a nonbonding pair of electrons. But that lone pair is 
involved in strong resonance with the carbonyl group, which prevents it from being 
basic or nucleophilic. 


6: oO 
y, y 
R=c 4 RC 
~ ~N 
CNH, +NH, 


An amide can be protonated only in the presence of a strong acid. Even then, pro- 
tonation usually occurs on the carbonyl group because of resonance stabilization of the 
resulting conjugate acid. 
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6: pH oH 
CH,—C + H,SO, “<=? ae <——> CH y—C + HSO; 
:NH, CNH, +NH, 
pK, =-5 pK, =0 
Because amides are the most stable acid derivatives, they are not easily converted 
to other derivatives by nucleophilic acy] substitution. From a synthetic standpoint, their 
most important reaction is the reduction to amines, which is one of the best methods 
for synthesizing amines. Amides are hydrolyzed by a strong acid or strong base. Just 
as nitriles can be hydrolyzed to amides, amides can be dehydrated to nitriles. 
O H,O ; 
I HW’ or -OH R ce OH + R’NH, — (Section 21-7C) 
R—C—NHR eee 
amide (1) LiAlH, ; ; F 
(2) H,O R—CH,NHR (Sections 19-19 and 21-8C) 
O 
POCI, = 
R—C —NH, (or P,0.) R ‘C=N (Section 21-13) 
1° amide nitrile 


The reduction of amides continues to be an important method for the synthesis of 
amines involved in both the manufacture of approved medicines and research in new 
drug development. There is a growing emphasis on more sustainable methodologies, 
with the use of hydrogen (H>) gas as a reducing agent in the presence of transition metal 
catalysts being explored as a “greener” approach to industrial-scale syntheses. 


Dehydration of Amides to Nitriles Strong dehydrating agents can remove the ele- 
ments of water from a primary amide to give a nitrile. Dehydration of amides is one 
of the most common methods for synthesis of nitriles. Phosphorus pentoxide (POs) 
is the traditional reagent for this dehydration, but phosphorus oxychloride (POCI,) 
sometimes gives better yields. 


|. POCI, 
R—C—NH, Fay R—C=N: 
' ‘ (or P,Os) Lat 
primary amide nitrile 
Example 
CH,CH, : CH,CH, 
7 P,O 
CH,CH,CH,CH,—CH—C—NH, — >  CH,CH,CH,CH,—CH—C=N: 
2-ethylhexanamide 2-ethylhexanenitrile (90%) 


Formation of Lactams Five-membered lactams (y-lactams) and six-membered lac- 
tams (6-lactams) often form upon heating or adding a dehydrating agent to the appro- 
priate y-amino acids and 6-amino acids. Lactams containing smaller or larger rings do 
not form readily under these conditions. 
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NH NH 
C 2 heat is H, O 
COOH 


O 
y-aminobutyric acid y-butyrolactam 
NH, eat NH 
corals + H,O 
COOH 
O 
d-aminovaleric acid 6-valerolactam 


Biological Reactivity of B-Lactams (-Lactams are unusually reactive amides and 
are capable of acylating a variety of nucleophiles. The considerable strain in the 
four-membered ring appears to be the driving force behind the unusual reactivity of 
B-lactams. When a B-lactam acylates a nucleophile, the ring opens and the ring strain 
is relieved. 


H H Nuc: H H 

Ho CoH Ho CH 
|_| — | ta 
N—C N—-C—Nuc 


B-propiolactam 


The #-lactam ring is found in three important classes of antibiotics, all isolated 
from fungi. Penicillins have a B-lactam ring fused to a five-membered ring contain- 
ing a sulfur atom. Cephalosporins have a B-lactam ring fused to an unsaturated six- 
membered ring containing a sulfur atom. Carbapenems have a B-lactam ring fused to 
an unsaturated five-membered ring with a sulfur atom bonded to the ring. The structures 
of penicillin V, cephalexin, and imipenem illustrate these three classes of antibiotics. 


O H O H OH 
I | I | F | NH 
PhOCH, —C—N S. (CH, eee ae CH,CH | 
SCH,CH,N—C—H 
para oa NH, pai we N_/ alae 
O 3 O CH; O H 


COOH COOH COOH 
penicillin V cephalexin (Keflex®) imipenem (Primaxin®) 
a penicillin a cephalosporin a carbapenem 


These -lactam antibiotics apparently work by interfering with the synthesis of Application: Drug Resistance 


bacterial cell walls. Figure 21-11 shows how the carbonyl! group of the B-lactam acyl- = 

ates a hydroxy group (from a serine residue) on one of the enzymes involved in making Cig vessel bacteria MeCiNaNe 

the cell wall. The acylated enzyme is inactive for synthesis of the cell wall protein. This a saan an enione ey nysiolvaing 

acylation step is unusual because it converts an amide to an ester, an “uphill” reaction me ange eae merece ti ninig: 

that we would assume to be endothermic. With this B-lactam, however, the strain of AEA cone ofaB “lactam 

the four-membered ring activates the amide enough for it to acylate an alcohol to form and ue amoneMiny end Bots ith 
clavulanate, a compound that blocks the 


an ester in an exothermic step. 
P enzyme responsible for the hydrolysis. 


This combination enables the amoxicil- 
PROBLEM 21-36 lin to avoid being deactivated by the 


Show how you would accomplish the following synthetic transformations. You may use any enzyme. 
necessary reagents. 

(a) N-ethylbenzamide — benzylethylamine (b) ethyl benzoate — N-ethylbenzamide 

(c) pyrrolidine — N-acetylpyrrolidine (d) y-aminobutyric acid — pyrrolidine 
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1 1 
PhOCH,C — NH SCH, PhOCH,C— NH 

Se _ CH, —> — > 

. COOH 
FIGURE 21-11 Action of B-lactam “OH 
antibiotics. B-Lactam antibiotics function 
by acylating and inactivating one of the active inactive 
enzymes needed to make the bacterial enzyme enzyme 
cell wall. 


PROBLEM 21-37 


Show how you would accomplish the following syntheses using amides as intermediates. You 
may use any necessary reagents. 

(a) benzoic acid — benzyldimethylamine (b) pyrrolidine — N-ethylpyrrolidine 

(c) cyclopentanecarboxylic acid — cyclopentanecarbonitrile 


Polyamides: Nylon The discovery of nylon in 1938 made possible a wide range of 
high-strength fibers, fabrics, and plastics that we take for granted today. The most 
common form of nylon is called nylon 6,6 because it consists of a six-carbon diacid 
and a six-carbon diamine in repeating blocks. Nylon 6,6 is made by mixing adipic acid 
and hexane-1,6-diamine (common name: hexamethylene diamine) to form a nylon 
salt, and then heating the salt to drive off water and form amide bonds. The molten 
product is extruded in continuous filaments and stretched to align the polymer chains. 
The combination of polymer chains aligned with the fiber, plus the strong amide 
hydrogen bonding between the chains, gives nylon fibers great strength. We consider 
nylon chemistry in more detail in Chapter 26. 


Production of continuous-filament 
nylon tire cord. 


O O | ! 
| | *O= C= (CH) —C—0- 
HO—C—(CH,),—C—OH + H,N—(CH,),—NH, — 4 4s 
adipic acid hexamethylenediamine H,N —(CH,),—NH, 
nylon salt 


Ja —-H,O 


I | I 
---C—(CH,),—C-+NH — (CH,), -NH—C—(CH,),—C-++NH— (CH,), —NH--- 


poly(hexamethylene adipamide), called nylon 6,6 
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Although nitriles lack an acyl group, they are considered acid derivatives because they 
hydrolyze to carboxylic acids. Nitriles are frequently made from carboxylic acids (with 
the same number of carbons) by conversion to primary amides followed by dehydra- 
tion. They are also made from primary alkyl! halides and tosylates (adding one car- 
bon) by nucleophilic substitution with cyanide ion. Aryl cyanides can be made by the 
Sandmeyer reaction of an aryldiazonium salt with cuprous cyanide. a-Hydroxynitriles 
(cyanohydrins) are made by the reaction of ketones and aldehydes with HCN. 


O 
| POCI, 
R—C—NH, > R—C=N (Section 21-13) 
primary amide nitrile 
R—x ir) SN. R—C=N + Nat X (Section 6-9) 
alkyl halide nitrile 
+ 
Ar—N=N SA. ar—c=N + Ny (Section 19-17) 
diazonium salt aryl nitrile 
t HO C=N 
; HCN a ar 
R—-€—R a R—C—R (Section 18-14) 
ketone or aldehyde cyanohydrin 


Reactions of Nitriles Nitriles undergo acidic or basic hydrolysis to amides, which 
may be further hydrolyzed to carboxylic acids. Reduction of a nitrile by lithium alumi- 
num hydride gives a primary amine, and the reaction with a Grignard reagent gives an 
imine that hydrolyzes to a ketone. 


O O 
H,0 | H,0 | 
H* or OH E= H* or OH i 
amide acid 
(1) LiAlH, 
nitrile amine 
Mgx 
a7Ms 
O 
R’MgX | H,0* | 
> R—C—R’ : > R—C—R’ 
imine salt ketone 
(1) DIBAL-H rf 
-78 °C 
DHF R—C—H 
‘ 3 aldehyde 
‘a >) 
PROBLEM 21-38 
Show how you would convert the following starting materials to the indicated nitriles: 
(a) phenylacetic acid — phenylacetonitrile 
(b) phenylacetic acid — 3-phenylpropionitrile 
L (c) p-chloronitrobenzene — p-chlorobenzonitrile ) 
r = 
PROBLEM 21-39 
Show how each transformation may be accomplished by using a nitrile as an intermediate. 
You may use any necessary reagents. 
(a) hexan-1-ol — heptan-1-amine 
(b) cyclohexanecarboxamide — cyclohexyl ethyl ketone 
L (c) octan-1-ol — decan-2-one 
7 


21-15 Thioesters 


Most carboxylic esters are composites of carboxylic acids and alcohols. A thioester 
is formed from a carboxylic acid and a thiol. Thioesters are also called thiol esters to 
emphasize that they are derivatives of thiols. 
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(Section 21-7D) 


(Sections 19-20B and 21-8C) 


(Sections 18-9 and 21-9) 


(Sections 18-9 and 21-8) 


Application: Planetary 
Atmospheres 


The presence of nitriles in the 
atmospheres of other planets is 
significant because they may be 
precursors to critical biological molecules. 
For example, nitriles 

can give rise to amino acids 

(Section 24-5C), the building blocks of 
proteins. 
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O O 

R—C—OH + R'—OH = R—C—O-—R' + HO 
acid alcohol ester 
1 i 

R—C—OH + _ R’—SH == R—C—S—R + HO 
acid thiol thioester 


Thioesters are more reactive toward nucleophilic acy! substitution than normal esters, 
but less reactive than acid chlorides and anhydrides. If we add thioesters to the order 
of reactivity, we have the following sequence: 


Relative reactivity 


O O O O O O 


| | | | 
R—C—Cl > R—C—O—C—R > R—C—S—R > R—C—O—R’ > R—C—NH, 


acid chloride anhydride thioester ester amide 


The enhanced reactivity of thioesters results from two major differences. First, the 
resonance stabilization of a thioester is less than that of an ester. In the thioester, the 
second resonance form involves overlap between a 2p orbital on carbon and a 3p orbital 
on sulfur (Figure 21-12). These orbitals are different sizes and are located at different 
distances from the nuclei. The overlap is weak and relatively ineffective, leaving the 
C—S bond of a thioester weaker than the C—O bond of an ester. . 

The second difference is in the leaving groups: An alkyl sulfide anion (:S—R) 
is a better leaving group than an alkoxide anion (~:( —R) because the sulfide is less 
basic than an alkoxide, and the larger sulfur atom carries the negative charge spread 
over a larger volume of space. Sulfur is also more polarizable than oxygen, allowing 
more bonding as the alkyl sulfide anion is leaving (Section 6-11A). 


ester C—O ea thioester Cc—<, * ies 
Tt overlap Tt overlap 
y “a . oa 7) 
FIGURE 21-12 The resonance — R—C—O—R —> R—-C=O_R R—C—8—R —> R-C=St_R 
overlap in a thioester is not as effective | ” Bs | = 4 
as that in an ester. stronger mt overlap weaker mt overlap 


Living systems need acylating reagents, but acid halides and anhydrides are too 
reactive for selective acylation. Also, they would hydrolyze under the aqueous condi- 
tions found in living organisms. Thioesters are not so prone to hydrolysis, yet they are 
excellent selective acylating reagents. For these reasons, thioesters are common acyla- 
ting agents in living systems. Many biochemical acylations involve transfer of acyl 
groups from thioesters of coenzyme A (CoA). Figure 21-13 shows the structure of 
acetyl coenzyme A, together with the mechanism for transfer of the acetyl group to a 
nucleophile. In effect, acetyl CoA serves as a water-stable equivalent of acetyl chloride 
(or acetic anhydride) in living systems. 
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*NH, 
NZ N 
kK > 
1 im EM Poo. aT 
CH,—C—S—+CH,CH,N—C—CH,CH,N—C : CH,—O ; O i O—CH, -O 
thioester H H 
OH CH, O Oo r 
i OH 
O=P—O- 
coenzyme A (CoA) Nes 
I er ae 
CH;—C—§-{CoA] + Nuc 2% CH;—C~§-{CoA] —> CH;—CL + $-+CoA 
ae — al | Nuc 
Nuc 
acetyl coenzyme A tetrahedral intermediate acylated product 


FIGURE 21-13 Coenzyme A (CoA) is a thiol whose thioesters serve as biochemical acyl transfer reagents. Acetyl CoA transfers an acetyl 
group to a nucleophile, with coenzyme A serving as the leaving group. 
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Carbonic acid (H,CO;) is formed reversibly whenever carbon dioxide dissolves in 
water. All carbonated beverages contain carbonic acid in equilibrium with CO, and 
water. 


| 
O=C=0 + HO =—= oo 


carbonic acid (unstable) 


Although carbonic acid itself is always in equilibrium with carbon dioxide and 
water, it has several important stable derivatives. Carbonate esters are diesters of 
carbonic acid, with two alkoxy groups replacing the hydroxy groups of carbonic acid. 


! ! ! 
R—O—C—O—R ~~ CH,CH, -O—C—O—CH,CH, O—C—O—CH,CH, 
a carbonate ester diethyl carbonate 


cyclohexyl ethyl carbonate 


Ureas are diamides of carbonic acid, with two nitrogen atoms bonded to the car- 
bony! group. The unsubstituted urea, simply called urea, is the waste product excreted 
by mammals from the metabolism of excess protein. Tetramethylurea (TMU) is often 
used as a polar, aprotic solvent with a high boiling point (177 °C). It is highly soluble 
in water, so it can be washed out of a solution. 


O O O 


! | | 
R—NH—C—NH—R H,N—C—NH, (CH,),N—C—N(CH,), 


a substituted urea urea tetramethylurea (TMU) 
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Carbamate esters (urethanes) are the stable esters of the unstable carbamic acid, 
the monoamide of carbonic acid. 


O O O 
a 
R—NH—C—O—R_ |H,N—C—OH| H,N—C—OEt 


a carbamate or urethane carbamic acid ethyl carbamate 1-naphthyl-N-methylcarbamate 
(unstable) (Sevin® insecticide) 


Many of these derivatives can be synthesized by nucleophilic acy] substitution 
from phosgene, the acid chloride of carbonic acid. 
1 1 
CI—C—Cl + 2CH,CH,—OH —_ CH,CH,—_O—C—O—CH,CH, + 2 HCl 
phosgene diethyl carbonate 


O O a O 
| CH,CH,OH | 2 | 
a—c—a = — > a—c—ocHcH, —=-—— N—C—OCH:CH, 
H 


ethyl N-cyclohexy! carbamate 
1 1 
Cl—C—Cl + 2(CH,,.NH —>  (CH,),N—C—N(CH,), + 2HCI 


tetramethylurea 


Another way of making urethanes is to treat an alcohol or a phenol with an isocyanate, 
which is an anhydride of a carbamic acid. Although the carbamic acid is unstable, the 
urethane is stable. This is the way Sevin® insecticide is made. 


1 
R—N=C+$O + HO—R — > R—NH—C—O—R’ 
an isocyanate alcohol a carbamate ester 
(urethane) 
O 
Example | 
OH Cees —O 
H 
CH;,—N=C=O + — 
methyl isocyanate 
1-naphthol Sevin® insecticide 


| 
R—N+=C+O + H,O —_ mst on —_ R— NH, + CO, 
an isocyanate a carbamic acid an amine 
(unstable) 


PROBLEM 21-40 


Propose a mechanism for the reaction of methyl isocyanate with 1-naphthol to give Sevin® 
insecticide. 
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‘Z *\ 
PROBLEM 21-41 
For each heterocyclic compound, 
(i) explain what type of acid derivative is present. 
(ii) show what compounds would result from complete hydrolysis. 
(iii) are any of the rings aromatic? Explain. 
(a) Q (b) US. 9 (©) ss 
mo - 
O —= S 
Before the development of tough, 
(d) L (e) N OH AY A resilient polyurethane wheels, street 
roller skates used steel wheels that 
Hy y on 4 N 0 stopped dead when they hit the smallest 
L == —— ) pebble or crack. Rollerblades would not 


exist without polymer technology, both 
in the wheels and in the strong ABS 


Polycarbonates and Polyurethanes The chemistry of carbonic acid derivatives is _ P1Stic used for the uppers. 


particularly important because two large classes of polymers are bonded by link- 

ages containing these functional groups: the polycarbonates and the polyurethanes. 
Polycarbonates are polymers bonded by the carbonate ester linkage, and polyure- Jp, development of Sevin® and related 
thanes are polymers bonded by the carbamate ester linkage. Lexan® polycarbonate 18 jacaciadac maauliad fromrctudies on 

a strong, clear polymer used in bulletproof windows and crash helmets. The diol used jhe alkaloid physostigmine, which has a 


to make Lexan® is a phenol called bisphenol A, a common intermediate in polyester methyl carbamate portion. These studies 
and polyurethane synthesis. also led to the development of potent 
nerve gases such as Sarin. 


H3C 


O CH, O 
| | heat, loss of 2 HCl aed 
cl—C—Ci + HO C OH 
phosgene | if ‘o 
CH, 


bisphenol A 


1 it 1 ie 
EO) FOO) FO ne 
CH 7 CH; 


Lexan® polycarbonate / 


A polyurethane results when a diol reacts with a diisocyanate, a compound with two puysosupmite 


isocyanate groups. A common form of polyurethane is made by the reaction of ethylene (CH;),CHO 
glycol with toluene diisocyanate. si 


CH3;—P=O 
a 
E 
Sarin 
O=C=N N+=C=O 
+ HO—CH,CH,—OH 
CH ethylene glycol 
3 


toluene diisocyanate 


fe) fe) fe) fe) 
| | ow H | 


H H | 
~ Co O—CH,CH,—O—C—N N—C-++—O—CH,CH,—O— 
CH, CH, 


n 
a polyurethane 
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SUMMARY Reactions of Acid Chlorides 


REACTIONS OF ACID CHLORIDES 


Acid chlorides are the most reactive of the carboxylic acid derivatives as shown in Figure 21-9. 


Formation of amides— 
Nucleophilic Acyl Substitution; 
Sections 21-5, 20-15 


Hydrolysis; formation of 
carboxylic acids— 
Nucleophilic Acyl Substitution; 
Sections 21-5, 20-15 


R—C—O—H 


Formation of anhydrides— Formation of esters— 
Nucleophilic Acyl Substitution; Nucleophilic Acyl Substitution; 
Section 21-5 Sections 21-5, 20-15 


HO—H 


Reduction— 
NaBHy, ROH | both NaBHy and LiAlHy 
> R—C—O—H HF «reduce to primary alcohols; 
OR 1. LiAlIHy | Section 21-8A 


AIC], 


1 
R—C—R’ 


ee 1. R3CuLi 
catalys 2. Ht 1.2R’ 
O 2. Ht 


2. Ht H 
1. Li(t-BuO),AlH 
MgX 2. Ht 
O 


R 


R—C—O—H 


R’ 
Grignard reaction— 
formation of 3° alcohols; 
Sections 21-9, 10-9 


Reduction to aldehydes— 


Alkylation to form ketones— 
Sections 21-8B, 18-10 


Section 18-10 


Friedel-Crafts acylation— 
formation of aromatic ketones; 
Sections 21-10, 17-11 


Essential Terms 


Compounds containing functional groups that can be converted to carboxylic acids by acidic or basic 
hydrolysis. (p. 1131) 


acid derivatives 


Relative reactivity 
1 1d i 
R—-C—Cl. =>.-R—-C—_0O—C 
acid chloride anhydride 


—kR => R—C—S=—F 
thioester 


acid halide (acyl halide) An activated acid derivative in which the hydroxy group of the acid is replaced by a 


halogen, usually chlorine. (p. 1106) 
acyl transfer Another term for a nucleophilic acyl substitution. The term acyl transfer emphasizes the “transfer” 
of the acyl group from the leaving group to the attacking nucleophile. (p. 1118) 


(continued ) 
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GUIDE TO ORGANIC REACTIONS IN 


CHAPTER 21 


Reactions covered in Chapter 21 are shown in red. Reactions covered in earlier chapters are shown in blue. 


Substitution Elimination | BOxidation/Reduction 


Nucleophilic 


>|Nucleophilic >| Basic conditions (E2) >| Oxidation 


> at sp’ C (S.1, $2) 
Ch 6, 10, ve ») 
> at sp’ C (Nuc. Arom. Subst.) 
Ch 17, 19 
b> at C=O (Nuc. Acyl Subst.) 
Ch 10, 11, 20, 21, 22 


Electrophilic 


> at sp’ C (Elect. Arom. Subst.) 
Ch 17, 19 


> at C=O (Nuc. Addn.) 
Ch 9, 10, 18, 22 

> at C=C (conjugate addn.) 
Ch 22 


> E2 dehydrohalogenation 
Ch7,9 

> tosylate elimination 
Chil 

> Hofmann elimination 
Ch 19 


> epoxidation 
Ch 8, 10, 14 

> oxidative cleavage 
Ch 8, 9, 11, 17, 22 

> oxygen functional groups 
Ch 11, 18, 19, 20 


Electrophilic 


> at C=C (Elect. Addn.) 
Ch 8, 9, 10 

> at C=C (Carbene Addn.) 
Ch8 


Acidic conditions (E1) Reduction 


> El dehydrohalogenation 
Ch7 


> hydride reduction 
Ch8, 10, 11, 17, 18, 19, 20, 21 


Radical 


> dehydration of alcohols 
Chill 


> hydrogenation 


Radical Ch 8, 9, 17, 18, 19 


> at sp* C (alkane halogenation) 
Ch 4, 6, 16, 17 

> at sp? C (Sandmeyer rxn) 
Ch 19 


Organometallic 


> Gilman 
Ch 10, 17 

> Suzuki 
Ch 17 


> Heck 
Ch 17 


ammonolysis of an ester 
anhydride 


> metals 
Ch 9, 17, 18, 19 


> at C=C (HBr + ROOR) 
Ch 8 


Pericyclic (Cope elimination) 


> Ch19 


Pericyclic 


> cycloaddition (Diels-Alder) 
Ch 15 


Oxidation 


> epoxidation 
Ch 8, 10, 14 


Reduction 


p> hydrogenation 
Ch’8.'9;, 07,08; 19 


An acid derivative in which the hydroxy group of the acid is replaced by a nitrogen atom and its attached 
hydrogens or = groups. An amide is a composite of a carboxylic acid and an amine. (p. 1103) 


primary ae secondary amide 


(N-substituted amide) 


tertiary amide 
(N,N-disubstituted amide) 


Cleavage of an ester by ammonia (or an amine) to give an amide and an alcohol. (p. 1124) 


(carboxylic acid anhydride) An activated acid derivative formed from two acid molecules with loss 
of a molecule of water. A mixed anhydride is an anhydride derived from two different acid 
molecules. (p. 1107) 


(continued ) 
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carbamate ester 
carbonate ester 
carbonic acid 


carbonic acid (unstable) 


ester 


Fischer esterification 


isocyanate 

lactam 

lactone 

nitrile 

nucleophilic acyl 
substitution 


polymer 
polyamide: 
polycarbonate: 
polyester: 

polyurethane: 


saponification 
thioester 


transesterification 
triglyceride 


urea 
urethane 


Carboxylic Acid Derivatives 


See urethane. (p. 1156) 
A diester of carbonic acid. (p. 1155) 


The one-carbon dicarboxylic acid, HOCOOH. Carbonic acid is constantly in equilibrium with carbon 
dioxide and water. Its esters and amides are stable, however. (p. 1155) 


O O O 


k=O C—0=R 


a carbonate ester 


R—NH—C—NHR 
a substituted urea 


R—NH—-C—0O=R 
a carbamate or urethane 
An acid derivative in which the hydroxy group of the acid is replaced by an alkoxy group. An ester is 
a composite of a carboxylic acid and an alcohol. (p. 1102) 
(p. 1131) 


Pee ee + R’—OH 
acid alcohol 
A compound of formula R—N=C=0O. (p. 1156) 
A cyclic amide. (p. 1105) 
A cyclic ester. (p. 1103) 
An organic compound containing the cyano group, C=N (p. 1105) 


A nucleophile substitutes for a leaving group on a carbonyl carbon atom. Nucleophilic acyl substitution 
usually takes place through the following addition-elimination mechanism. (p. 1118) 


_ rn = 
See = 


Nuc 


addition—elimination mechanism of nucleophilic acy] substitution 


R—C—Nuc + :?X™ 


A large molecule composed of many smaller units (monomers) bonded together. (p. 1146) 

(nylon) A polymer in which the monomer units are bonded by amide linkages. (p. 1152) 

A polymer in which the monomer units are bonded together by carbonate ester linkages. (p. 1157) 
A polymer in which the monomer units are bonded by ester linkages. (p. 1148) 


A polymer in which the monomer units are bonded together by carbamate ester (urethane) 
linkages. (p. 1157) 


Basic hydrolysis of an ester to an alcohol and a carboxylate salt. (p. 1131) 


An acid derivative in which the hydroxy group of the acid is replaced by a sulfur atom and its attached 
alkyl or aryl group. A thioester is a composite of a carboxylic acid and a thiol. (p. 1153) 


Substitution of one alkoxy group for another in an ester. Transesterification can take place under 
either acidic or basic conditions. (p. 1127) 


(triacylglycerol) A triester of the triol glycerol, esterified with three fatty acids. (p. 1128) 
A diamide of carbonic acid. (p. 1155) 


(carbamate ester) An ester of a carbamic acid, RNH— COOH; a monoester, monoamide of carbonic 
acid. (p. 1156) 


Study Problems 1161 
Essential Problem-Solving Skills in Chapter 21 
Each skill is followed by problem numbers exemplifying that particular skill. 


1 Name carboxylic acid derivatives, draw the structures from their names. Problems 21-42 and 43 


2 Compare the physical properties of acid derivatives, and explain the unusually high 
boiling points and melting points of amides. Compare the relative reactivity of 
esters, thioesters, amides, nitriles, anhydrides, and acid chlorides. Problems 21-51, 52, 59, 60, and 62 


3 Interpret the spectra of acid derivatives, and use spectral information to determine 
the structures. Show how the carbonyl stretching frequency in the IR depends on the Problems 21-52, 61, 64, 65, 66, 67, 68, 


structure of the acid derivative. 69, and 70 

4 Propose single-step and multistep syntheses of acid derivatives from compounds 
containing other functional groups. Propose multistep syntheses using acid deriva- Problems 21-48, 50, 53, 54, 55, 
tives as starting materials and intermediates. and 57 


5 Show how acid derivatives hydrolyze to carboxylic acids under either acidic or basic 
conditions. Explain why some acid derivatives (amides, for example) require much 
stronger conditions for hydrolysis than other derivatives. Problems 21-47, 49, 58, 59, and 62 


6 Show how acid derivatives are easily interconverted by nucleophilic acyl substitution 
from more reactive derivatives to less reactive derivatives under acidic or basic 
conditions. Show how acid chlorides serve as activated intermediates to convert 


acids to other acid derivatives. Problems 21-46, 49, 51, 58, and 63 
7 Predict the products, propose mechanisms for the reactions of carboxylic acid 

derivatives with reducing agents, alcohols, amines, and organometallic reagents Problems 21-48, 50, 52, 53, 54, 55, 

such as Grignard, organolithium, and organocuprate reagents. and 60 

Problem-Solving Strategy: Proposing Reaction Mechanisms Problems 21-46, 49, 56, and 70 


Study Problems 


21-42 Draw structures to correspond with the following common and systematic names: 


(a) phenyl formate (b) cyclohexyl benzoate (c) cyclopentyl phenylacetate 
(d) N-butylacetamide (e) N,N-dimethylformamide (f) benzoic propionic anhydride 
(g) benzamide (h) y-hydroxyvaleronitrile (i) a-bromobutyryl chloride 
(j) -butyrolactone (k) phenyl isocyanate ()_ cyclobuty! ethyl carbonate 
(m) 6-caprolactam (n) trichloroacetic anhydride (0) ethyl N-methyl carbamate 
21-43 Give appropriate names for the following compounds: 
(a) i (b) ; | (c) ° 
H 
(d) | (e) | (f) if 
H 
CH;CH;—N— C—Ph CH3;CH;—C — O— Ph CH3;CH;—O— C— Ph 
N 
Zz 

(g) cs (h) ona a (i) O | 

SN C 

CH,CH,O “CY “OCH,CH, 
k 0 H 
| rN 
O 
21-44 Predict the major products formed when phenylacetyl chloride (PhCH,COCI) reacts with the following reagents. 

(a) ethanol (b) sodium acetate (c) aniline 


(d) anisole and aluminum chloride (e) excess benzylmagnesium bromide, then dilute acid (f) LiAIH(O-t-Bu); 
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21-45 _ Predict the products of the following reactions. 


(a) phenylmethanol + acetic anhydride (b) phenylmethanol + acetic formic anhydride 

(c) benzylamine + phthalic anhydride (d) benzene + succinic anhydride and aluminum chloride 
H H 

(e) PhCH,— C— CH,— NH, + 1 equivalent of (f) PhCH,— C— CH,— NH, + excess acetic 
| acetic anhydride | anhydride 
OH OH 


21-46 = Acid-catalyzed transesterification and Fischer esterification take place by nearly identical mechanisms. Transesterification 
can also take place by a base-catalyzed mechanism, but all attempts at base-catalyzed Fischer esterification (using “OR”, 
for example) seem doomed to failure. Explain why Fischer esterification cannot be catalyzed by base. 

21-47 _ Predict the products of saponification of the following esters. 


(a) | (b) i i (c) d@) o O 
| O~ So 


H 
21-48 Show how you would accomplish the following syntheses in good yields. 
(b) 


rf rf 
NH, NH—C—H COOH —CH, 
CO -O Oo -o~ 
(d) 
ics —-Ch t how 7 os 
COOH COOH 
O 
CHO CHO 
O O 
— — 
CH,OH COOH 


san) 
an} 


ine. 
ne. 


i 
*(g) COOCH, CH,OCCH, = *(h) O 
KT com 
I = 
COOCH, CH,OCCH, 
21-49 — Propose mechanisms for the following reactions. 
(a) O O 


| 
Ph—C—Cl +  (CH,),CHOH —> Ph—C—OCH(CH;), 


(b) | 
Ph—C—OCH, Ss Ph—C—O- + CH,OH 
2 
of 
7 
Ph—C—OCH,CH, —,5-> Ph—C—OH + CH,CH,OH 
2 


(continued ) 
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(d) 
O EtO™ HO COOEt (e) H,N H O N 
EtOH x. 
O 
(f) ie 
H 
HNO. OVO No ( OH aia 


al Ac,O P| 
—> H,—CH—CH.CH, ————— H,— CH — CH,.CH 
CH,—C CH,CH, (aasae maliydadey CH,—C CH,CH, 
(R)-butan-2-ol 2-butyl acetate 


Does this reaction proceed with retention, inversion, or racemization of the asymmetric carbon atom? 
Predict the products of the following reactions. 


(a) O (b) O 
| | CH,NH, 
Cc a OH C—OCH, ia > 
+ — 
(c) O (d) O 
| NH, 
Ph—C—Cl + N—H —> Cy 
O + —_ 
O 
(e) O (f) O ; 
(1) LiAIHy LAI, 
Ph—C—OCH,CH, @ijo N . (2) H,O 
H 
(g) O (h) O 
O “OCH; O- (1) excess PhMgBr ; 
CH,OH (2) H,0* 
(i) = (1) CH,Mgl (jj) O 
C=N @H,o* eo 
NaOH 
——> 
H,O 
(k) is | 1. excess (I) O Wt 
LiAID. 
PhCH, —CH—CH,—C—NH, ———> Mi, Shia 
2. H,0 
(m) O (n) O 
1. excess 1. excess 
O CH3MgBr O LiAID4 
> > 
2. H,0 2. H,0 


Phosgene is the acid chloride of carbonic acid. Although phosgene was used as a war gas in World War I, it is now used as 
a reagent for the synthesis of many useful products. Phosgene reacts like other acid chlorides, but it can react twice. 


O ) fe) 
| | 2 Nuc! : 
HO—C—OH cl—C—Cl > Nuc—C—Nuc + 2Cl 


carbonic acid phosgene 


(a) Predict the products formed when phosgene reacts with excess propan-1-ol. 
(b) Predict the products formed when phosgene reacts with | equivalent of ethanol, followed by 1 equivalent of aniline. 


(continued ) 
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21-52 


21-53 


21-54 


21-55 


*21-56 


21-57 
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(c) iso-butyloxycarbony] chloride is an important reagent for the synthesis of peptides and proteins. Show how you 
would use phosgene to synthesize iso-butyloxycarbony] chloride. 


CH, 


H O 
| / ! 
Bae 0 On 


CH, H 
iso-butyloxycarbony] chloride 


An ether extraction of nutmeg gives large quantities of triolein, a waxy crystalline solid of melting point 57 °C. The IR 

spectrum of triolein shows a very strong absorption at 1735 cm‘ !. Basic hydrolysis of triolein gives 1 equivalent of 

glycerol and 3 equivalents of oleic acid ((9Z)-Octadec-9-enoic acid). 

(a) Draw the structure of triolein. 

(b) Predict the products formed when triolein is treated with lithium aluminum hydride, followed by aqueous hydrolysis 
of the aluminum salts. 

Two widely used pain relievers are aspirin and acetaminophen. Show how you would synthesize these drugs from phenol. 


1 1 
Oo Joon 
COOH HO 
aspirin acetaminophen 


Show how you would accomplish the following syntheses. Some of these conversions may require more than one step. 


(a) isopentyl alcohol — isopentyl acetate (banana oil) (b) 3-ethylpentanoic acid — 3-ethylpentanenitrile 
(c) isobutylamine — N-isobutylformamide (d) ethyl acetate — 3-methylpentan-3-ol 
(e) cyclohexylamine — N-cyclohexylacetamide (f) bromocyclohexane — dicyclohexylmethanol 


(g) H (h) 
g — 2 aici @ aa 
dimethyl] oxalate —> ( L 
N O 
H 


Grignard reagents add to carbonate esters as they add to other esters. 
(a) Predict the major product of the following reaction. 


O 
(1) excess PhaMgBr 

> 
(2) H,0* 


| 
CH;CH,— O = Cc — O — CH,CH, 
diethyl carbonate 


(b) Show how you would synthesize 3-ethylpentan-3-ol using diethyl carbonate and ethyl bromide as your only organic 
reagents. 

*(c) Diethyl carbonate is a liquid reagent that is easy to handle. In contrast, phosgene is a highly toxic and corrosive gas. 
Show how you might use diethyl carbonate instead of phosgene to make Lexan®. Also show how you might use 
diethyl carbonate instead of methyl isocyanate to make Sevin® insecticide. 

One mole of acetyl chloride is added to a liter of triethylamine, resulting in a vigorous exothermic reaction. Once the 
reaction mixture has cooled, | mole of ethanol is added. Another vigorous exothermic reaction results. The mixture is 
analyzed and found to contain triethylamine, ethyl acetate, and triethylammonium chloride. Propose mechanisms for the 
two exothermic reactions. 

Show how you would accomplish the following multistep syntheses, using the indicated starting material and any 
necessary reagents. 


(a) hept-6-en-l-ol ——~  «-caprolactone (b) methoxybenzene ——~ p-methoxybenzamide 
(c) CH,Br CH,CH,NH, (d) COOH CH,CH,NH, 
Oo -O 
> 
HO OH CH,0 OCH, 
OH OCH, 


gallic acid mescaline 


*21-58 


21-59 


21-60 


21-61 


21-62 


21-63 
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Ethyl p-nitrobenzoate has been found to undergo saponification faster than ethyl p-methoxybenzoate. 

(a) Consider the mechanism of saponification, and explain the reasons for this rate enhancement. 

(b) Would you expect ethyl p-methoxybenzoate to undergo saponification faster or slower than ethyl benzoate? 

In each part, rank the compounds in order of increasing rate of nucleophilic attack at C—O by a strong, nucleophile-like 
oo 


ce Oe Oe 


B 


on an ik 


F G H 


Explain this curious result. What does this reaction tell you about the relative reactivity of esters and ketones? 


OH 


H,O 
1 eq. CH,COOCH, + 1 eq. BzMgBr —> — > 05 eq. CH,COOCH, + 0.5 eq. ae iia 


Bz 


A student has just added ammonia to hexanoic acid and has begun to heat the mixture when he is called away to the tele- 

phone. After a long telephone conversation, he returns to find that the mixture has overheated and turned black. He distills 

the volatile components and recrystallizes the solid residue. Among the components he isolates are compounds A (a liquid; 

molecular formula CgH,,N) and B (a solid; molecular formula C5H,3;NO). The infrared spectrum of A shows a strong, 

sharp absorption at 2247 cm™!. The infrared spectrum of B shows absorptions at 3390, 3200, and 1665 cm™!. Determine 

the structures of compounds A and B. 

In Section 21-16, we saw that Sevin insecticide is made by the reaction of 1-naphthol with methyl isocyanate. A Union 

Carbide plant in Bhopal, India, once used this process to make Sevin for use as an agricultural insecticide. On December 3, 

1984, either by accident or by sabotage, a valve was opened that admitted water to a large tank of methyl isocyanate. The 

pressure and temperature within the tank rose dramatically, and pressure-relief valves opened to keep the tank from bursting. 

A large quantity of methyl isocyanate rushed out through the pressure-relief valves, and the vapors flowed with the breeze into 

populated areas, killing about 2500 people and injuring many more. 

(a) Write an equation for the reaction that took place in the tank. Explain why the pressure and temperature rose 
dramatically. 

(b) Propose a mechanism for the reaction you wrote in part (a). 

(c) Propose an alternative synthesis of Sevin. Unfortunately, the most common alternative synthesis uses phosgene, a gas 
that is even more toxic than methyl isocyanate. 

The structures of four useful polymers are shown, together with some of their best-known products. In each case, 

(i) determine the kind of polymer (polyamide, polyester, etc.). 

(ii) draw the structures of the monomers that would be released by complete hydrolysis. 

(iii) suggest what monomers or stable derivatives of the monomers might be used to make these polymers. 


(a) O Tt unit 


| i 
=0=C —+OCH, CH,O— oe CH,O— 


soft, sheer fabrics; synthetic silk 


7 1 rT | ft fg 
NH—(CH)),—C— NA — (CH) —C— NB (CH) —C— NH (CHL) —C 


climbing ropes, violin strings 


(continued ) 
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(c) ° = 7 oH 
4-C)-FC)-o-to-C)4-C)-e 
CH, | CH, 


crash helmets, bulletproof “glass” 


a OHO) i Ot 


high-strength fabrics; bulletproof vests 


21-64 =A chemist was called to an abandoned aspirin factory to determine the contents of a badly corroded vat. Knowing that two 
salvage workers had become ill from breathing the fumes, she put on her breathing apparatus as soon as she noticed an 
overpowering odor like that of vinegar but much more pungent. She entered the building and took a sample of the contents 
of the vat. The mass spectrum showed a molecular weight of 102, and the NMR spectrum showed only a singlet at 6 2.15. 
The IR spectrum, which appears here, left no doubt about the identity of the compound. Identify the compound, and 
suggest a method for its safe disposal. 


wavelength (um) 


2.5 3 3.5 4 4.5 5 5.5 6 7 8 9 10 11 12 13 14 15 16 
100 
80 
% 
T 
R 
A 
60])|)N 
s 
M 
f 
T 
40})|| T 
A 
N 
Cc 
E 
20 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 


wavenumber (cm!) 


*21-65 The mass spectrum of ethyl butyrate shows two even-numbered fragments: at m/z 60 and m/z 88. These ions can be 
explained by a “double McLafferty” rearrangement: an initial McLafferty followed by a second rearrangement on the 
ion from the first. Show the cyclic transition states implicated in the two rearrangements, as well as the structures of the 
expected ions of masses 88 and 60. (Hint: begin with the ester side.) 


O 


Mees 


ethyl butyrate, mw 116 


21-66 | Anunknown compound gives a mass spectrum with a weak molecular ion at m/z 113 and a prominent ion at m/z 68. Its 
NMR and IR spectra are shown here. Determine the structure, and show how it is consistent with the observed absorptions. 
Propose a favorable fragmentation to explain the prominent MS peak at m/z 68. 


(continued ) 
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wavelength (um) 


2.5 3 3:5 4 4.5 5 5.5 6 7 8 9 10 11 12 13 14 15 16 
100 i | | | | | | 1 | | 
80 
% 
iT 
R 
N 
60 N 
M 
I 
u 
40)) 7 
A 
N 
Cc 
E 
20 
0 
4000 3500 3000 2500 2000 1800 1600 1400 1200 1000 800 600 
wavenumber (em7!) 
200 180 160 140 120 100 80 60 40 20 0 


steele SSeSooor 
10 9 8 7 6 5 4 3 2 1 0 


6 (ppm) 

21-67 Anunknown compound gives the NMR, IR, and mass spectra shown next. Propose a structure, and show how it is 
consistent with the observed absorptions. Show fragmentations that account for the prominent ion at m/z 69 and the 
smaller peak at m/z 99. 


100 


69 

80 
3 
5 60 
a] 
= 
2 40 

114 Mt 
20 99 ] 


0 aS t—— —— 
10 20 30 40 50 “60 70 80 90 100 110 120 130 140 150 160 
mlz 
(continued ) 
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wavelength (um) 
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*21-68 The IR spectrum, BC NMR spectrum, and 'H NMR spectrum of an unknown compound (C¢HgO3) appear next. 
Determine the structure, and show how it is consistent with the spectra. 


wavelength (um) 
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*21-69 =Anunknown compound of molecular formula C;H)NO gives the IR and NMR spectra shown here. The broad NMR peak 
at 6 7.55 disappears when the sample is shaken with D,O. Propose a structure, and show how it is consistent with the 
absorptions in the spectra. 


wavelength (um) 
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21-70 (A true story.) A chemist wanted to make the ethyl ester of 2-formylbenzoic acid, but the spectra of the product did not 
meet her expectations. The IR of product Z had an ester carbonyl, but no aldehyde absorption nor any absorption in the 
OH region. The HNMR data are given. What is the structure of Z? Propose a mechanism for its formation. 
HO O 
O “ 
catalyst 
Hs cacmon “= . Z + 10 
C19H903 
2-formylbenzoic acid HNMR chemical shifts: 
CgH603 8 7.5 to 7.8 (4H, complex) 
HNMR chemical shifts: : rose ; a sharp simplet) 
8 8.0 to 8.4 (4H, complex) : oe icici 
5 10.4 (1H, sharp singlet) -1 GH, triplet) 
8 13.3 1H, broad singlet) 
*21-71 


Macrolide antibiotics, including erythromycin and azithromycin (Zithromax®), contain a large ring lactone. One of the 
largest ever reported is Gargantulide A, the structure of which was determined by the research group of Prof. William 


Gerwick of the Scripps Institution of Oceanography (Organic Letters, 2015, 17, 1377-1380). Isolated from a Streptomyces 


bacterium, it kills pathogenic bacteria like MRSA and Clostridium difficile, but it proved too toxic to the test animals to 
continue further testing. 


(a) Identify the lactone that makes this a macrolide structure. 
(b) How many rings does this structure contain? How many atoms are in the largest ring? 


(c) Many complex NMR experiments were used to determine the stereochemistry of most, but not all, of the chiral cen- 
ters. How many chiral centers does the structure contain? 


QH 
HO i OH Gargantulide A 
"ems 
w 707% OH QOH OH OH OH OH OQH_ OH OH 
in, : : = Fi = 
Sr, 
HO, 4 
6) 
HN” “Os” 
| | 
CH OH a 


HO 


Condensations and Alpha Substitutions 


of Carbonyl Compounds 


Cc 
| 
O 


cinnamaldehyde 


22-1 Introduction 


Up to now, we have studied two of the main types of carbonyl reactions: nucleophilic 
addition and nucleophilic acy! substitution. In these reactions, the carbonyl group serves 
as an electrophile by accepting electrons from an attacking nucleophile. In this chap- 
ter, we consider two more types of reactions: substitution at the carbon atom next to 
the carbonyl group (called alpha substitution) and carbonyl condensations. Carbonyl 
condensations are among the most common biological methods for building up and 
breaking down large molecules. 

Alpha (q) substitutions involve the replacement of a hydrogen atom at the 
q@ carbon atom (the carbon next to the carbonyl group) by some other group. The 
a hydrogen is more acidic because the enolate ion that results from its removal is 
resonance-stabilized, with the negative charge delocalized over the a carbon atom and 
the carbonyl oxygen atom. Alpha substitutions generally take place when the carbonyl 
compound is converted to its enolate ion or its enol tautomer. Both of these species 
have lost a hydrogen atom at the alpha position, and both are nucleophilic. Nucleophilic 
attack on an electrophile forms a product in which the electrophile has replaced one of 
the hydrogens on the a carbon atom. 


Goals for Chapter 22 


11 Show how enols, enolate ions, and 
enamines act as nucleophiles. Predict 
the products of their reactions with 
halogens, alkyl halides, and other 
electrophiles. Show how they are 
useful in synthesis. 


2 Predict the products of aldol, 
Claisen, and Michael condensations, 
and draw mechanisms to show how 
they are formed. Show how these 
condensations are useful in synthesis. 


3 Recognize the products of varia- 
tions of the standard condensations 
and propose mechanisms for them. 
Show how crossed Claisen conden- 
sations, malonic ester syntheses, 
acetoacetic ester syntheses, and 
Robinson annulations can synthe- 
size a wide variety of ketone, ester, 
and acid derivatives. 


<4 Cinnamon, obtained from the dried 
inner bark of Cinnamomum verum trees, 
is one of the oldest spices known. In 
ancient times, cinnamon was nearly as 
valuable as gold, and was a common gift 
for royalty. The principal flavor ingredi- 
ent in cinnamon is cinnamaldehyde, 
which is easily synthesized using the 
aldol condensation of benzaldehyde 
with acetaldehyde (Section 22-9). The 
availability of cheap synthetic cinnamon 
flavoring promoted the production of 
cinnamon candies and other flavored 
products. Most chefs still prefer to use 
cinnamon sticks or powder made from 
the tree bark. 
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MECHANISM 22-1 Alpha Substitution 


Step 1: Deprotonation of a carbon to form an enolate. Step 2: Nucleophilic attack on an electrophile. 


“HH 
| «| a base:~ 
C—C— — 
oo | 


enolate ion 


PROBLEM-SOLVING HINT Carbonyl! condensations are alpha substitutions where the electrophile is another 
In drawing mechanisms, you can carbonyl compound. If the electrophile is a ketone or an aldehyde, then the enolate 
show either resonance form of an ion adds to that carbonyl group in a nucleophilic addition. First, the enolate ion 
enolate attacking the electrophile. attacks the carbonyl! group to form an alkoxide. Protonation of the alkoxide gives the 
Mechanism 22-1 shows both addition product. 

options. 


MECHANISM 22-2 Addition of an Enolate to Ketones and Aldehydes (a Condensation) 


Step 1: The enolate adds to the carbonyl group. Step 2: Protonation of the alkoxide. 


enolate ketone addition product 


If the electrophile is an ester, then the ester undergoes a nucleophilic acyl substitution 
with the enolate ion serving as the nucleophile. First, the enolate adds to the ester to form 
a tetrahedral intermediate. Elimination of the leaving group (alkoxide) gives the substitu- 
tion product. 


MECHANISM 22-3 Substitution of an Enolate on an Ester (a Condensation) 


Step 1: Addition of the enolate. Step 2: Elimination of the alkoxide. 


enolate ester tetrahedral intermediate substitution product 


Alpha substitutions and condensations of carbonyl compounds are some of the 
most common methods for forming carbon-carbon bonds. These types of reactions are 
common in biochemical pathways, particularly in the biosynthesis and metabolism of 
carbohydrates and fats. A wide variety of compounds can participate as nucleophiles 


or electrophiles (or both) in these reactions, and many useful products can be made. 
We begin our study of these reactions by considering the structure and formation of 
enols and enolate ions. 


22-2 Enols and Enolate lons 


We first encountered enols (viny! alcohols) in Chapter 9, and saw that enols are a tau- 
tomeric form of carbonyl compounds. Under acid or base catalysis, these two forms 
equilibrate via the keto—enol tautomerism. In most cases, the carbonyl! (keto) tautomer 
predominates, yet the enol form and the related enolate ion are important in reactions. 


22-2A Keto—Enol Tautomerism 


In the presence of strong bases, ketones and aldehydes act as weak proton acids. A 
proton on the a carbon atom is abstracted to form a resonance-stabilized enolate ion 
with the negative charge spread over a carbon atom and an oxygen atom. Reprotonation 
can occur either on the @ carbon (returning to the keto form) or on the oxygen atom, 
giving a viny] alcohol, the enol form. 


MECHANISM 22-4 Base-Catalyzed Keto-Enol Tautomerism 


Step 1: Deprotonation of a C. Step 2: Reprotonation on O. 


keto form enolate ion 


In this way, base catalyzes an equilibrium between the isomeric keto and enol 
forms of a carbonyl compound. For simple ketones and aldehydes, the keto form 
predominates. Therefore, a vinyl alcohol (an enol) is best described as an alternative 
isomeric form of a ketone or aldehyde. In Section 9-9F, we saw that an enol intermedi- 
ate, formed by hydrolysis of an alkyne, quickly isomerizes to its keto form. 


O OH 
H 
7 ; H 1 . OH ; 
—- H—C—CH, <= H—C=CH, 
keto form enol form 
keto form enol form (>99.99%) (<0.01%) 
(99.99%) (0.01%) 


This type of isomerization, occurring by the migration of a proton and the move- 
ment of a double bond, is called tautomerism, and the isomers that interconvert are 
called tautomers. Don’t confuse tautomers with resonance forms. Tautomers are true 
isomers (different compounds) with their atoms arranged differently. Under the right 
circumstances, with no catalyst present, either individual tautomeric form may be iso- 
lated. Resonance forms are different representations of the same structure, with all the 
atoms in the same places, showing how the electrons are delocalized. 

Keto-enol tautomerism is also catalyzed by acid. In acid, a proton is moved 
from the a carbon to oxygen by first protonating oxygen and then removing a proton 
from carbon. 


22-2 Enols and Enolate lons 


ra 
C=Ca 
ne. 


enol form 
(vinyl alcohol) 
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MECHANISM 22-5 Acid-Catalyzed Keto-Enol Tautomerism 


Step I: An acid protonates the carbonyl] oxygen. Step 2: Deprotonation on the a carbon gives the enol form. 


Oo oN 
tbe 


—— + HOt — 


Za 


keto form 


enolizable hydrogens 


VA, 

H H 
“nC 

H 


att 
1 
aie <> 


protonated carbonyl enol form 


Compare the base-catalyzed and acid-catalyzed mechanisms shown for keto—enol 
tautomerism. In base, the proton is removed from the a carbon, then replaced on 
oxygen. In acid, oxygen is protonated first, then the a carbon is deprotonated. Most 
proton-transfer mechanisms work this way. In base, the proton is removed from the old 
location, then replaced at the new location. In acid, protonation occurs at the new loca- 
tion, followed by deprotonation at the old location. 

In addition to its mechanistic importance, keto—enol tautomerism affects the 
stereochemistry of ketones and aldehydes. A hydrogen atom on an a carbon may 
be lost and regained through keto—enol tautomerism; such a hydrogen is said to be 
enolizable. If an asymmetric carbon atom has an enolizable hydrogen atom, a trace 
of acid or base allows that carbon to invert its configuration, with the enol serving 
as the intermediate. A racemic mixture (or an equilibrium mixture of diastereomers) 
is the result. 


a carbons 


(R) configuration 
(originally 100%) 


PROBLEM-SOLVING HINT 


In acid, proton transfers usually 
occur by adding a proton in the new 
position, then deprotonating the old 


position. 

In base, proton transfers usually 
occur by deprotonating the old 
position, then reprotonating at the 
new position. 


H 
va 
O O O 
ne CH, CH, H 
H"™ or OH = “att AL i “CH, 
enol (achiral) (S) configuration (R) configuration 
(50%) (50%) 


é 
PROBLEM 22-1 


Phenylacetone can form two different enols. 

(a) Show the structures of these enols. 

(b) Predict which enol will be present in the larger concentration at equilibrium. 
L© Propose mechanisms for the formation of the two enols in acid and in base. 


{ PROBLEM 22-2 


(a) Show each step in the mechanism of the acid-catalyzed interconversion of (R)- and 
(S)-3-methylpentan-2-one. 

(b) When cis-2,4-dimethylcyclohexanone is dissolved in aqueous ethanol containing a 
trace of NaOH, a mixture of cis and trans isomers results. Propose a mechanism for 
this isomerization. 


XX 


22-2B Formation and Stability of Enolate lons 


A carbonyl group dramatically increases the acidity of the protons on the @ carbon 
atom because deprotonation gives a resonance-stabilized enolate ion. Most of the eno- 
late ion’s negative charge resides on the electronegative oxygen atom. The pK, for 


removal of an a proton from a typical ketone or aldehyde is about 20, showing that a 
typical ketone or aldehyde is much more acidic than an alkane or an alkene (pK, > 40), 
or even an alkyne (pK, = 25). Still, a ketone or aldehyde is less acidic than water 
(pK, = 15.7) or an alcohol (pK, = 16 to 18). When a simple ketone or aldehyde is 
treated with a hydroxide ion or an alkoxide ion, the equilibrium mixture contains only 
a small fraction of the deprotonated, enolate form. 


22-2 Enols and Enolate lons 1175 


I —_ . | i 
R—C—C—RK + “OR <7 R—C—C: <— R =C + ROH 
| aN aN — 
H H H pK, = 16-18 
ketone or aldehyde _— major 
pK, ~ 20 enolate ion 
Example 
oO : 6 - 
H 
Hw cl 7 
J + ~:Q0—CH,CH, <—- — + CH,CH,OH 
pK, = 15.9 
cyclohexanone ethoxide ion cyclohexanone enolate 
pk, = 19 (equilibrium lies to the left) 
Even though the equilibrium concentration of the enolate ion may be small, it 
serves as a useful, reactive nucleophile. When an enolate reacts with an electrophile 
(other than a proton), the enolate concentration decreases, and the equilibrium shifts 
to the right (Figure 22-1). Eventually, all the carbonyl compound reacts via a low con- 
centration of the enolate ion. 
FIGURE 22-1 Reaction of the 


enolate ion 
reacts with Et 


energy ———> 


enolate ion with an electrophile 
removes it from the equilibrium, 
shifting the equilibrium to the right. 


( PROBLEM 22-3 


Give the important resonance forms for the possible enolate ions of the following: 
(a) acetone (b) cyclopentanone (c) pentane-2,4-dione 


(d) (e) O (f) O 


O 
ae 


O 


me 
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EPM of lithium enolate 
of cyclohexanone 


Sometimes this equilibrium mixture of enolate and base won’t work, usually 
because the base (hydroxide or alkoxide) reacts with the electrophile faster than the 
enolate does. In these cases, we need a base that reacts completely to convert the car- 
bonyl compound to its enolate before adding the electrophile. Although sodium hydrox- 
ide and alkoxides are not sufficiently basic, powerful bases are available to convert a 
carbonyl compound completely to its enolate. The most effective and useful base for 
this purpose is lithium diisopropylamide (LDA), the lithium salt of diisopropylamine. 
LDA is made by using an alkyllithium reagent to deprotonate diisopropylamine. 


i is 
Gi —ca.,, CH,—CH ,, 
SN-H + CHoLi — CH + DN! Lit 
CH; = n-butyllithium butane CH; — i 
CH, pa CH, 
diisopropylamine lithium diisopropylamide (LDA) 
pK, = 40 


Diisopropylamine has a pK, of about 40, showing that it is much /ess acidic than a typi- 
cal ketone or aldehyde. LDA is about as basic as sodium amide (NaNH>), but much 
less nucleophilic because it is hindered by the two bulky isopropyl groups. LDA does 
not easily attack a carbon atom or add to a carbonyl! group. Thus, it is a powerful base, 
but not a strong nucleophile. When LDA reacts with a ketone, it abstracts the a proton 
to form the lithium salt of the enolate. We will see that these lithium enolate salts can 
be useful in synthesis. 


O- Lit 
r—Cc—c— + (-C3H;),N" Lif = i ae Or BN Hl 


ketone LDA lithium salt diisopropylamine 
(pK, = 20) of enolate (pK, = 40) 
(equilibrium lies far to the right) 
Example 
O° Lit 
H H 
H + (i-C,H,),N- Lit —=> +  (i-Cj;H,),N—H 
cyclohexanone LDA lithium enolate (pK, = 40) 
(pK, = 19) of cyclohexanone 
(100%) 


When using LDA to make an enolate, it is common to add the carbonyl compound 
slowly to a cold solution of LDA, so that the enolate is formed quickly and completely, 
minimizing the opportunity for side reactions. 


22-3 Alkylation of Enolate lons 


We have seen many reactions where nucleophiles attack unhindered alkyl! halides and 
tosylates by the Sy2 mechanism. An enolate ion can serve as the nucleophile, becoming 
alkylated in the process. Because the enolate has two nucleophilic sites (the oxygen 
and the a carbon), it can react at either of these sites. The reaction usually takes place 
primarily at the a carbon, forming a new C—C bond. In effect, this is a type of 
a substitution, with an alkyl group substituting for an a hydrogen. 
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O 
| ay 
— = —C—C—CH,-R + X 


C-alkylation product 
(more common) 


O—CH,—R 
| a/Y 
—= )——- —C= > 
\ 


O-alkylation product 
(less common) 


Typical bases such as sodium hydroxide or an alkoxide ion cannot be used to form eno- 
lates for alkylation because at equilibrium a large quantity of the hydroxide or alkoxide base 
is still present. These strongly nucleophilic bases give side reactions with the alkyl halide or 
tosylate. Problem 22-4 shows an example of these side reactions. Lithium diisopropylamide 
(LDA) avoids these side reactions. Because it is a much stronger base, LDA converts the 
ketone entirely to its enolate. All the LDA is consumed in forming the enolate, leaving 
the enolate to react without interference from the LDA. Also, LDA is a very bulky base 
and thus a poor nucleophile, so it generally does not react with the alkyl! halide or tosylate. 


0 is Lie ca : Lit ° R’ 
R—C—CH—R + (i-Pr;N- Lit —>|R—-C=C—R’ <> R—C—C—R’] + = (i-P),N—H 
enolizable ketone LDA enolate diisopropylamine 
O R O R 
I. = I. 
R—C—C—R' + R"—CH,—X —? ee ai Lix 
Lar CH,—R 
enolate unhindered halide alkylated 
Example 
O CH, O. ici, 


| al (1) LDA I al 
ae ss. “ce 


CH,—Ph 


Direct alkylation of enolates (using LDA) gives the best yields when only one kind 
of a hydrogen can be replaced by an alkyl group. If there are two different kinds of 
a protons that may be abstracted to give enolates, mixtures of products alkylated at the 
different a carbons may result. Aldehydes are not suitable for direct alkylation because 
they undergo side reactions when treated with LDA. 


ie 
PROBLEM 22-4 
A student intends to carry out the following synthesis: 
O O 


H.C H,C CH, Ph 
(1) base 7 7 


> 
(2) PhCH, Br 


He adds sodium ethoxide to 2-methylcyclohexanone (in ethanol solution) to make the enolate ion; then he adds benzy] bromide to 
alkylate the enolate ion, and heats the solution for half an hour to drive the reaction to completion. 
(a) Predict the products of this reaction sequence. 

Lb) Suggest how this student might synthesize the correct product. 
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PROBLEM-SOLVING HINT PROBLEM 22-5 


In drawing mechanisms, you can Predict the major products of the following reactions. 
show either resonance form of an (a) (1) LDA 

enolate attacking the electrophile. It 
is often more intuitive to show the 


pentan-3-one > 
(2) CH,=CHCH,Br 


carbanion form attacking. (b) O (c) 
(LDA, (LDA 
(2) CH,CH,Br CHI 


22-4 Formation and Alkylation of Enamines 


A milder alternative to direct alkylation of enolate ions is the formation and alkylation 
of an enamine derivative. An enamine (a vinyl amine) is the nitrogen analog of an 
enol. The resonance picture of an enamine shows that it has some carbanion character. 


i i 
R—N R—N* 
\  ¥ \ a 
C=C <—_ C—C 
i * J \ 
major minor 


The electrostatic potential map (EPM) of a simple enamine shows a high negative 
electrostatic potential (red) near the a carbon atom of the double bond. This is the 
nucleophilic carbon atom of the enamine. 


nucleophilic carbon 


pyrrolidine enamine electrostatic potential map 
of cyclohexanone 


The nucleophilic carbon atom attacks an electrophile to give a resonance-stabilized 
cationic intermediate (an iminium ion). 


i i i 
R—N: R—N: R—Nt 
a ll \ 
Cc—C BY — +C—C—H, <>2 C—C— 
— Z| 7 i 
an enamine electrophile maior major 


An enamine results from the reaction of a ketone or aldehyde with a secondary amine. 
Recall that a ketone or aldehyde reacts with a primary amine (Section 18-14) to form 
a carbinolamine, which dehydrates to give the C—N double bond of an imine. But a 
carbinolamine from a secondary amine does not form a C==N double bond because 
there is no proton on nitrogen to eliminate. A proton is lost from the a carbon, forming 
the C=C double bond of an enamine. 


22-4 Formation and Alkylation of Enamines 


R R R R 
R R R H 
R R OH =N O 
aw rn: er oa | | 
+ N = C = C H == Ce —_7 
oS | 7 ™ eS # OS 7S 
H no proton on N 
2° amine 2° carbinolamine 
iss R R R 
ee ee 
=N =N 
| as ‘ enamine 
Cr H H,O:.\ —> 
i i i oe ON 
Ca om 
TS removes @ proton | 
Example 
CY oO + me | moa x] + H,O 
cyclohexanone pyrrolidine Sa enamine 


of cyclohexanone 


PROBLEM 22-6 


Propose a mechanism for the acid-catalyzed reaction of cyclohexanone with pyrrolidine. 


Enamines are intermediate in reactivity: more reactive than an enol, but less reac- 
tive than an enolate ion. Enamine reactions occur under milder conditions than enolate 
reactions, so they avoid many side reactions. Enamines displace halides from reactive 
alkyl halides, giving alkylated iminium salts. The iminium ions are unreactive toward 
further alkylation or acylation. The following example shows benzyl bromide reacting 
with the pyrrolidine enamine of cyclohexanone. 


[ é \ Br- 
N 6) 
oa H — H 


ae — CH,Ph os CHPh + (, 
N 
Ph gs 
enamine benzyl bromide alkylated iminium salt alkylated ketone H H 


The alkylated iminium salt hydrolyzes to the alkylated ketone. The mechanism of 
this hydrolysis is similar to the mechanism for acid-catalyzed hydrolysis of an imine 
(Section 18-14). 


Overall reaction 
RY y® R. ® 
, 2 1 
R,NH, H Bt H,O0T 
Cc H es C —_ C 
i a 7 Nh ae i 
“| 


enamine iminium salt 


1179 


1180 CHAPTER 22 


Gilbert Stork (1921-2017) was 
a Belgian-born American organic 
chemist. He is renowned for his 
significant contributions to the total 
synthesis of quinine. In particular, 
he is credited for conducting 

the first reported stereoselective 
synthesis of a natural product. He 
is also the inventor of the Stork 
enamine alkylation reaction. Stork 
was awarded the National Medal 
of Science (1982) by U.S. President 
Reagan for “his contributions as 
one of the world’s most innovative 
and productive synthetic organic 
chemists.” 


enamine 


PROBLEM-SOLVING HINT 


We can summarize the overall 
enamine alkylation process: 
. Convert the ketone to an 


enamine. 

. Alkylate with a reactive alkyl (or 
acyl) halide. 

. Hydrolyze the iminium salt. 


acyl chloride 
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PROBLEM 22-7 


Without looking back, propose a mechanism for the hydrolysis of this iminium salt to the 
alkylated ketone. The first step is attack by water, followed by loss of a proton to give a car- 
binolamine. Protonation on nitrogen allows pyrrolidine to leave, giving the protonated ketone. 


The enamine alkylation procedure is sometimes called the Stork reaction, after its 
inventor, Gilbert Stork of Columbia University. The Stork reaction can alkylate or acyl- 
ate the a@ position of a ketone, using a variety of reactive alkyl and acyl halides. Some 
halides that react well with enamines to give alkylated and acylated ketone derivatives 
are the following: 


O 

<7 
Ph—CH,—xX _[C—C—CH,—x CH,—X R—C—Cl 
benzyl halides allylic halides methyl halides acyl halides 


The following sequence shows the acylation of an enamine to synthesize a 
B-diketone. The initial acylation gives an acyl iminium salt, which hydrolyzes to 
the B-diketone product. As we will see in Section 22-15, 6-dicarbonyl compounds 
are easily alkylated, and they serve as useful intermediates in the synthesis of more 


complicated molecules. 
[ + \ ( + \ O 
! 


Cl... cr O 
NO Lor N O | 
— ae oN 7 ao & CH, « © CH, 
CH, H,0* 
H H - H 
intermediate acyl iminium salt $-diketone 


PROBLEM 22-8 


Give the expected products of the following acid-catalyzed reactions. 
(a) acetophenone + methylamine (b) acetophenone + dimethylamine 
(c) cyclohexanone + aniline (d) cyclohexanone + piperidine 


PROBLEM 22-9 


Show how you would accomplish each conversion using an enamine synthesis with 
pyrrolidine as the secondary amine. 

(a) cyclopentanone —— 2-allylcyclopentanone 

(b) pentan-3-one ——> 2-methyl-1-phenylpentan-3-one 

(c) rf 1 


acetophenone —_— Ph—C—CH,—C—Ph 


22-5 Alpha Halogenation of Ketones 


The halogens are strong electrophiles that react rapidly with enols and enolate ions. 
These reactions provide efficient methods for placing halogen atoms at the alpha posi- 
tions of carbonyl compounds. 
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22-5A Base-Promoted a Halogenation 


When a ketone is treated with a halogen and base, an a-halogenation reaction occurs. 


me a + “OH + X, > Cc c + X + HO 
ketone (X, = Cl, Br,, or I,) a-haloketone 
Example 
O O 
H cl, H 
—_——_> 
H ~OH, H,O Cl + Cl + H,O 
cyclohexanone 2-chlorocyclohexanone 


The base-promoted halogenation takes place by a nucleophilic attack of an enolate ion 
on the electrophilic halogen molecule. The products are the halogenated ketone and a 
halide ion. 


MECHANISM 22-6 Base-Promoted Halogenation 


Step 1: Deprotonation of the a carbon forms the enolate ion. Step 2: The enolate ion attacks the electrophilic halogen. 


enolate ion 


EXAMPLE: Base-promoted bromination of cyclohexanone. 


O° ‘O° :O> 
| _ alee 


enolate ion 


This reaction is called base-promoted, rather than base-catalyzed, because a full equiva- 
lent of the base is consumed in the reaction. 


( >) 
SOLVED PROBLEM 22-1 

Propose a mechanism for the reaction of pentan-3-one with sodium hydroxide and bromine 

to give 2-bromopentan-3-one. 


SOLUTION 
In the presence of sodium hydroxide, a small amount of pentan-3-one is present as its 
enolate. 


O i :O:7 
S ‘QH ae | 
CH,CH,C—CHCH, <== | CH,CH,C—CHCH, <—> CH,CH,C=CHCH, 


enolate 


(continued ) 
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Application: Disinfection The enolate reacts with bromine to give the observed product. 


The oxidizing effects of halogens are rou- CH O CH; 
tinely used to kill bacteria, viruses, and Nn ad a: = é. ae 
parasites. lodine is used as a mild disin- CH Ci, “Hy aes Meare CH Ch " ** 
F F 3th getty 
fectant on skin for cuts and abrasions. eielage 
Bromine and chlorine are used in swim- a-haloketone 


ming pools and water purification sys- 
tems to destroy pathogens. 

The photo shows the chlorine disin- PROBLEM 22-10 
fection tanks used in Irvine, California 
to treat their wastewater before using it 


An enolate is a very strong nucleophile. Bromine is a strong electrophile, so it can react with 
hae much weaker nucleophiles. Give mechanisms for the reactions of bromine with cyclopentene 
for irrigation. and with phenol, which are both much weaker nucleophiles than an enolate. 


Multiple Halogenation In many cases, base-promoted halogenation does not stop with 
replacement of just one hydrogen. The product (the a-haloketone) is more reactive toward 
further halogenation than is the starting material, because the electron-withdrawing 
halogen stabilizes the enolate ion, enhancing its formation. 


I | ‘Og 
—C—C— = =O —- H,O + C—Cr C=C 
l a, y-oON 


(enolate stabilized by X) 


For example, bromination of pentan-3-one gives mostly 2,2-dibromopentan-3-one. 
After one hydrogen is replaced by bromine, the enolate ion is stabilized by both the 
carbonyl! group and the bromine atom. A second bromination takes place faster than 
the first. Notice that the second substitution takes place at the same carbon atom as the 
first, because that carbon atom bears the enolate-stabilizing halogen. 


nie O O Br 

I b oH | 2 ee I | 
aaa ——_s a ec > o-oo 

Br Br Br 


monobrominated ketone stabilized by Br second bromination 


Because of this tendency for multiple halogenation, base-promoted halogenation is 
rarely used for the preparation of monohalo ketones. The acid-catalyzed procedure 
(discussed in Section 22-5C) is preferred. 


PROBLEM 22-11 


Propose a mechanism to show how acetophenone undergoes base-promoted chlorination to 
give trichloroacetophenone. 


22-5B The Haloform Reaction 


With most ketones, base-promoted halogenation continues until the a carbon atom is 
completely halogenated. Methyl ketones have three a protons on the methyl! carbon, 
and they undergo halogenation three times to give trihalomethy! ketones. 


1 
R—C—CH, + 3X, + 3°7OH — R—C—Cx, + 3X” + 3H,O 
methyl ketone trihalomethyl 


ketone 
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With three electron-withdrawing halogen atoms, the trihalomethyl group can serve as 
a reluctant leaving group for nucleophilic acyl substitution. The trihalomethy! ketone 
reacts with hydroxide ion to give a tetrahedral intermediate that expels the trihalomethy] 
anion ( CX;), leaving a carboxylic acid. A fast proton exchange gives a carboxylate 
ion and a haloform (chloroform, CHCI,; bromoform, CHBr3; or iodoform, CHI;). The 
overall reaction is called the haloform reaction. 


MECHANISM 22-7 Final Steps of the Haloform Reaction 


The conclusion of the haloform reaction is a nucleophilic acyl substitution, with hydroxide as the nucleophile and “CX; as the 
leaving group. 


Step 1: Hydroxide adds to the Step 2: CX; leaves. Step 3: Fast proton transfer from the 
carbonyl group. acid. 


‘oO ‘Oo 
| 


~._ + HCX, 


R—C—cx ~;0H Pe R—CXCX, = R-C “3CX, —> R—C 
| 


Me ae “0-H <_—— 
:OH re 


nucleophilic acyl substitution acarboxylate ion a haloform 


The overall haloform reaction is summarized next. A methyl ketone reacts with 
a halogen under strongly basic conditions to give a carboxylate ion and a haloform. 


O 
| eXcess X, ~OH I -OH I 
R-C-Ch, cae R—C—CX, > R—C—O- + HCX, 
a methyl ketone Bie ei ee a trihalomethyl ketone a carboxylate a haloform 
(not isolated) 
Example 
O O O 
I excess Br, | -OH | 
CH,CH,—C -——CH; — oH CH,CH,—C —CBr, ~~ CH,CH,— C—O- + HCBr, 
butan-2-one propionate bromoform 


When the halogen is iodine, the haloform product (iodoform) is a solid that separates 
out as a yellow precipitate. This iodoform test identifies methyl ketones, which halo- 
genate three times, then lose CI, which protonates to give iodoform. 


O 
I excess I, I -OH I 
Ph—C—CH, on” Ph—C—CI, — Ph—C—O- + HCI, | 
acetophenone a ,a ,a-triiodoacetophenone benzoate iodoform 


Iodine is an oxidizing agent, and an alcohol can give a positive iodoform test if it 
oxidizes to a methyl ketone. The iodoform reaction can convert such an alcohol to a 
carboxylic acid with one less carbon atom. 


OH O O 


excess I, 


| 
=On R—C—O- + HCI,| 


(one less carbon) 


| | 
R—CH—CH, + I, —* R—C—CH, + 2HI 
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Example 
i I ! 
I L 
CHOICE) CH=CH, = HCH) —-cC-cn, So Chica) —c—0- | AOL] 
hexan-2-ol hexan-2-one pentanoate 


PROBLEM 22-12 


Propose a mechanism for the reaction of cyclohexyl methyl ketone with excess bromine in 
the presence of sodium hydroxide. 


PROBLEM 22-13 


Predict the products of the following reactions. 

(a) cyclopentyl methyl ketone + excess Cl, + excess NaOH 
(b) 1-cyclopentylethanol + excess I, + excess NaOH 

(c) propiophenone + excess Bry + excess NaOH 


PROBLEM 22-14 
Which compounds will give positive iodoform tests? 

(a) 1-phenylethanol (b) pentan-2-one (c) pentan-2-ol 

(d) pentan-3-one (e) acetone (f) isopropyl alcohol 


22-5C Acid-Catalyzed Alpha Halogenation 


The @ halogenation of ketones can also be catalyzed by acid. One of the most effective 
procedures is to dissolve the ketone in acetic acid, which serves as both the solvent and 
the acid catalyst. In contrast with basic halogenation, acidic halogenation can selec- 
tively replace just one hydrogen or more than one, depending on the amount of the 


halogen added. 
1 O 
C—CH, C—CH,Br 
CH,COOH 
+ Br, —_—> + HBr 
acetophenone a-bromoacetophenone 
(70%) 
1 i 
C—CH, C—CHCI, 
CH,COOH 
+ 2ClL a + 2HCl 
acetophenone a,a-dichloroacetophenone 


The mechanism of acid-catalyzed halogenation involves attack of the enol form on 
the electrophilic halogen molecule. Loss of a proton gives the a-haloketone and the 
hydrogen halide. 
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MECHANISM 22-8 Acid-Catalyzed Alpha Halogenation 


Acid-catalyzed halogenation results when the enol form of the carbonyl compound serves as a nucleophile to attack the halogen 
(a strong electrophile). Deprotonation gives the a-haloketone. 


Step 1: The enol attacks the halogen. Step 2: Deprotonation. 


x |x” 
. | 
+C—C— 
fo a 


carbocation intermediate a-haloketone 


This reaction is similar to the attack of an alkene on a halogen, resulting in addition 
of the halogen across the double bond. The pi bond of an enol is more reactive toward 
halogens, however, because the carbocation that results is stabilized by resonance 
with the enol —OH group. Loss of the enol proton converts the intermediate to the 
product, an a-haloketone. We can stop the acid-catalyzed reaction at the monohalo 
(or dihalo) product because the halogen-substituted enol intermediate is less stable than 
the unsubstituted enol. Therefore, under acid-catalyzed conditions, each successive 
halogenation becomes slower. 

Unlike ketones, aldehydes are easily oxidized, and halogens are strong oxidiz- 
ing agents. Attempted halogenation of aldehydes usually results in oxidation to PROBLEM-SOLVING HINT 
carboxylic acids. Under acidic conditions, reactions at 


positions a to carbonyl groups often 
O O involve the enol tautomer acting as 
I | a nucleophile. 
R—C—H + X, + HO —-= R—C—OH + 2H—xX 
aldehyde acid 


SOLVED PROBLEM 22-2 


Propose a mechanism for the acid-catalyzed conversion of cyclohexanone to 2-chlorocyclohexanone. 


O O 
H 
CH,;COOH 
cyclohexanone 2-chlorocyclohexanone 
(65%) 


SOLUTION 
Under acid catalysis, the ketone is in equilibrium with its enol form. 


H ff ge 
‘Oo . b nO) ° :0 
H + H s 
Ta sy 
H H>O—C—CH, 7 @s :O—C—CH, H 
< os —_—_—<—— 
keto form stabilized intermediate enol form 


(continued ) 
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The enol acts as a weak nucleophile, attacking chlorine to give a resonance-stabilized intermediate. Loss of a proton gives the product. 


ye 


Co 
a, SC Ay —_ 


PROBLEM 22-15 


Propose a mechanism for the acid-catalyzed bromination of pentan-3-one. 


poh 


+ H—Cl 


PROBLEM 22-16 


Acid-catalyzed halogenation is synthetically useful for converting ketones to a,6-unsaturated 
ketones, which are useful in Michael reactions (Section 22-18). Propose a method for convert- 
ing cyclohexanone to cyclohex-2-en-1l-one, an important synthetic starting material. 


H H O 
I ol. Ly I «2 
a 


ketone af -unsaturated cyclohexanone eycighex -2-en-1-one 


22-6 Alpha Bromination of Acids: The HVZ Reaction 


The Hell-Volhard—Zelinsky (HVZ) reaction replaces a hydrogen atom with a bromine 
atom on the a@ carbon of a carboxylic acid. The resulting a-bromoacids are important 
for use as synthetic intermediates. The carboxylic acid is treated with bromine and 
phosphorus tribromide, followed by water to hydrolyze the intermediate a-bromo 
acyl bromide. 


The HVZ reaction 
O Br O Br 
Br,/PBry a). Il H,0 “lil 
R—CH,—C —OH - CH—C—Br > R—CH—C—OH + HBr 

a«-bromo acy] bromide a-bromoacid 

Example 
Br O Br 

| Br,/PBr, | | H,O | | 
CH,CH,CH,—C—OH = ———>_ CH,CH,CH—C—Br —— CH,CH,CH—C—OH + HBr 
butanoic acid 2-bromobutanoyl bromide 2-bromobutanoic acid 


The mechanism is similar to other acid-catalyzed a halogenations; the enol form of the 
acyl bromide serves as a nucleophilic intermediate. The first step is formation of acyl 
bromide, which enolizes more readily than does the acid. 


H H 
O O R O—H 
lew Br,/PBr, le & Se of 
R—C— —— R—C—C — C=C 
lr oN i oN  *. 
H OH H Br H Br 
acid acyl bromide enol form 


keto form 


22-7. The Aldol Condensation of Ketones and Aldehydes 


The enol is nucleophilic, attacking bromine to give the a-brominated acy! bromide. 


R R 
O—H *O>-H O: 
ean. C f — Br B a (f B a mG HE: 
:Br——Br: am :Br: t—C— ad r—C— + r: 
H Br H Br H Br 
enol a-bromo acyl bromide 


If a derivative of the a-bromoacid is desired, the a-bromo acyl bromide serves 
as an activated intermediate (similar to an acid chloride) for the synthesis of an ester, 
amide, or other derivative. If the a-bromoacid itself is needed, a water hydrolysis 
completes the synthesis. 

One of the common uses for a-bromoacids is to convert them to a-amino acids. 
Often, simply treating them with a large excess of ammonia gives the a-amino 
acid directly. 


B NH 
. 7 + excess NH, ——_ | a | 
R—CH—C—OH R—CH—C—OH 
a-bromoacid a-amino acid 


PROBLEM 22-17 

Show the products of the reactions of these carboxylic acids with PBr3/Br, before and after 
hydrolysis. 

(a) pentanoic acid (b) phenylacetic acid (c) succinic acid (d) oxalic acid 


22-7 The Aldol Condensation of Ketones and 
Aldehydes 


Condensations are some of the most important enolate reactions of carbonyl com- 
pounds. Condensations combine two or more molecules, often with the loss of a small 
molecule such as water or an alcohol. Under basic conditions, the aldol condensation 
involves the nucleophilic addition of an enolate ion to another carbonyl group. The 
product, a B-hydroxy ketone or aldehyde, is called an aldol because it contains both an 
aldehyde group and the hydroxy group of an alcohol. The aldol product may dehydrate 
to an a,8-unsaturated carbonyl compound. 


The aldol condensation 


OH 
I [p B 
R—C—CH,—R’ R—C—CH,—R’ R—C— CHR 
Ht or OH heat | 
—C—CH,—R’ =———— |_ R—C—CH—R’ —_._.?” R—C—C—R’ + HO 
I H* or OH | 2 
O 
ketone or aldehyde aldol product a ,6-unsaturated 


ketone or aldehyde 


22-7A Base-Catalyzed Aldol Condensations 


Under basic conditions, the aldol condensation occurs by a nucleophilic addition 
of the enolate ion (a strong nucleophile) to a carbonyl group. Protonation gives the 
aldol product. 
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Nd - KEY MECHANISM 22-9 Base-Catalyzed Aldol Condensation 


The base-catalyzed aldol involves the nucleophilic addition of an enolate ion to a carbonyl] group. 


Step 1: A base removes an a proton to form an enolate ion. 


ee H 

:O 

XQ aie | 
ye + ‘OH = 


enolate ion 


Step 2: The enolate ion adds to the carbonyl group. Step 3: Protonation of the alkoxide gives the aldol product. 


‘oO 
re Po . 
CN. 7 1% \. |, 
C=C —= c—c c—c 
ra CT) | 


enolate carbonyl alkoxide aldol product 


EXAMPLE: Aldol condensation of acetaldehyde. 
The enolate ion of acetaldehyde attacks the carbonyl] group of another acetaldehyde molecule. Protonation gives the aldol product. 


Step 1: A base removes an a proton to form an enolate ion. 
H 
‘\ ly ee 
C—C—H + *OH 
WA | ee 
O 


H 
acetaldehyde base enolate of acetaldehyde 


Step 2: The enolate ion adds to the carbonyl group. Step 3: Protonation of the alkoxide gives the aldol product. 


enolate acetaldehyde aldol product 
(50%) 


Application: Biochemistry The aldol condensation is reversible, establishing an equilibrium between reactants 


and products. For acetaldehyde, conversion to the aldol product is about 50%. Ketones 
cue uals ules ida ‘a also undergo aldol condensation, but equilibrium concentrations of the products are 
prodnct most commonly inte Mead: generally small. Aldol condensations are sometimes accomplished by clever experi- 
elsinict ealbony diate ee Incon- mental methods. For example, Figure 22-2 shows how a good yield of the acetone aldol 
Hast to the chernical reaction, aldolases product (“diacetone alcohol”) is obtained, even though the equilibrium concentration 
Genbiate |Webabe produc alae of the product is only about 1%. Acetone is boiled so it condenses into a chamber 
cay Hee Dey ese meNiice used containing an insoluble basic catalyst. The reaction can take place only in the catalyst 
organic synthesis for key transformations. Chamber. When the solution returns to the boiling flask, it contains about 1% diacetone 
alcohol. Diacetone alcohol is less volatile than acetone, remaining in the boiling flask 
while acetone boils and condenses (refluxes) in contact with the catalyst. After several 
hours, nearly all the acetone is converted to diacetone alcohol. 


22-7 The Aldol Condensation of Ketones and Aldehydes 


O CH; O CH, — ——> out 
| « | ~OH | « p 
CH3,— C— CH, + e— O <— CH, C CH) Cc OH 


| | —) ~<——— cold water in 


CH, CH, 

two molecules 4-hydroxy- 4-methylpentan-2-one 6 
of acetone “diacetone alcohol” D 

(99%) (1%) we 


Ba(OH), catalyst 


acetone 
vapor 


FIGURE 22-2 _ Driving an aldol condensation to completion. The aldol condensation of acetone gives only 1% product at 
equilibrium, yet a clever technique gives a good yield. Acetone refluxes onto a basic catalyst such as Ba(OH)2. The nonvolatile 
diacetone alcohol does not reflux, so its equilibrium concentration gradually increases until nearly all the acetone is converted to 
diacetone alcohol. 


acetone + 
diacetone alcohol 
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( SOLVED PROBLEM 22-3 


Propose a mechanism for the base-catalyzed aldol condensation of acetone (Figure 22-2). 


SOLUTION 
The first step is formation of the enolate to serve as a nucleophile. 
go H Oe H 
ae Pe scale. oS Vs Sy 7 
CH;—C—C—H + ~:OH <- C—C:- <> C=C + H,O 
| 7 \ a \ 
H H3C H H3C H 
acetone enolate ion 


The second step is a nucleophilic attack by the enolate on another molecule of acetone. Protonation gives the aldol product. 


‘a * 
PROBLEM 22-18 
Propose a mechanism for the aldol condensation of cyclohexanone. Do you expect the 
| equilibrium to favor the reactant or the product? J 
‘e > 
PROBLEM 22-19 
Give the expected products for the aldol condensations of 
| (a) propanal. (b) phenylacetaldehyde. (c) pentan-3-one. ) 
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PROBLEM 22-20 


A student wanted to dry some diacetone alcohol and allowed it to stand over anhydrous potas- 
sium carbonate for a week. At the end of the week, the sample was found to contain nearly 
pure acetone. Propose a mechanism for the reaction that took place. 


22-7B Acid-Catalyzed Aldol Condensations 


Aldol condensations also take place under acidic conditions. The enol serves as a weak 
nucleophile to attack an activated (protonated) carbonyl group. As an example, consider 
the acid-catalyzed aldol condensation of acetaldehyde. The first step is formation of 
the enol by the acid-catalyzed keto—enol tautomerism, as discussed earlier. The enol 
attacks the protonated carbonyl! of another acetaldehyde molecule. Loss of the enol 
proton gives the aldol product. 


MECHANISM 22-10 Acid-Catalyzed Aldol Condensation 


The acid-catalyzed aldol involves nucleophilic addition of an enol to a protonated carbonyl group. 


Step I: Formation of the enol, by protonation on O followed by deprotonation on C. 


keto form protonated carbonyl enol form 


Step 2: Addition of the enol to the protonated carbonyl. 


attack by enol resonance-stabilized intermediate 


Step 3: Deprotonation to give the aldol product. 


Oi 
| B 
H—C—CH, 
H 


| 


P 
C—H + ROH, 


“~N 
C 
:07 | 
H 


resonance-stabilized intermediate aldol product 


PROBLEM 22-21 


Propose a complete mechanism for the acid-catalyzed aldol condensation of acetone. 
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22-8 Dehydration of Aldol Products 


Heating a basic or acidic mixture of an aldol product leads to dehydration of the alco- 
hol functional group. The product is a conjugated a,6-unsaturated aldehyde or ketone. 
Thus, an aldol condensation, followed by dehydration, forms a new carbon-carbon 
double bond. Before the Wittig reaction was discovered (Section 18-18), the aldol with 
dehydration was probably the best method for joining two molecules with a double 
bond. It is still often the cheapest and easiest method. 


O—H 
| H,C CH 

Che cH, "cg (new double bond) 

HC | a Ht or —OH HC 
c—CUH —_—> c—Ce + [H—OH 
VA | heat Va H 
O H O 
diacetone alcohol 4-methylpent-3-en-2-one 


(mesityl oxide) 


Under acidic conditions, dehydration follows a mechanism similar to those of other 
acid-catalyzed alcohol dehydrations (Section 11-10). We have not previously seen 
a base-catalyzed dehydration, however. Base-catalyzed dehydration depends on the 
acidity of the a proton of the aldol product. Abstraction of an @ proton gives an enolate 
that can expel hydroxide ion to give a more stable product. Hydroxide is not a good 
leaving group in an E2 elimination, but it can serve as a leaving group in a strongly 
exothermic step like this one, which stabilizes a negatively charged intermediate. The 
following mechanism shows the base-catalyzed dehydration of 3-hydroxybutanal. 


eo 4 KEY MECHANISM 22-11 Base-Catalyzed Dehydration of an Aldol 


Unlike most alcohols, aldols undergo dehydration in base. Abstraction of an @ proton gives an enolate that can expel hydroxide 
ion to give a conjugated product. 


Step 1: Formation of the enolate ion. Step 2: Elimination of hydroxide. 


removal of a proton resonance-stabilized enolate conjugated system 


Even when the aldol equilibrium is unfavorable for formation of a B-hydroxy 
ketone or aldehyde, the dehydration product may be obtained in good yield by heat- 
ing the reaction mixture. Dehydration is usually exothermic because it leads to a 
conjugated system. In effect, the exothermic dehydration drives the aldol equilibrium 
to the right. 


PROBLEM 22-22 


Propose a mechanism for the dehydration of diacetone alcohol to mesityl oxide 
(a) in acid. (b) in base. 
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PROBLEM 22-23 


When propionaldehyde is warmed with sodium hydroxide, one of the products is 
2-methylpent-2-enal. Propose a mechanism for this reaction. 


PROBLEM 22-24 


Predict the products of aldol condensation, followed by dehydration, of the following ketones 


and aldehydes. 
(a) butyraldehyde (b) acetophenone (c) cyclohexanone 


22-9 Crossed Aldol Condensations 


When the enolate of one aldehyde (or ketone) adds to the carbonyl group of a different 
aldehyde or ketone, the result is called a crossed aldol condensation. The compounds used 
in the reaction must be selected carefully, or a mixture of several products will be formed. 

Consider the aldol condensation between ethanal (acetaldehyde) and propanal 
shown below. Either of these reagents can form an enolate ion. Attack by the enolate 
of ethanal on propanal gives a product different from the one formed by attack of the 
enolate of propanal on ethanal. Also, self-condensations of ethanal and propanal con- 
tinue to take place. Depending on the reaction conditions, various proportions of the 
four possible products result. 


Enolate of ethanal adds to propanal Enolate of propanal adds to ethanal 
O OH O OH 
I- le I? lp 
CH,CH,—C—-H =~ CH,CH,—C—H Chy—C—H. <= CH,—C—H 
[-:cH,—CHO] GH, GHO ||) (CH, —CH—CHO| CH CH ™CHO 
Self-condensation of ethanal Self-condensation of propanal 
O OH O OH 
I? | f I? Le 
CH;—~C—H == CH;—C—H CH,CH,—C—H = CH,CH,—C—H 
CH — “CH,—CHO = —oH— 
[-:cH,—cHo | 2 [cH,—CH—CcHO | CH,—CH—CHO 


A crossed aldol condensation can be effective if it is planned so that only one of 
the reactants can form an enolate ion and so that the other compound is more likely to 
react with the enolate. If only one of the reactants has an a hydrogen, only one enolate 
will be present in the solution. If the other reactant is present in excess or contains a par- 
ticularly electrophilic carbonyl group, it is more likely to be attacked by the enolate ion. 

The following two reactions are successful crossed aldol condensations. The aldol 
products may or may not undergo dehydration, depending on the reaction conditions 
and the structure of the products. 


rai O i a nae 
O a VA -OH B - H re) 
# OH ee 
CH,—C—C + CH,—C =—— CH,—C—C—H —— CH,-C—-Ci« / 
© [SH a: a Oo Cho TT Sc 
CH, CH,/« | CH, | H 
excess, no a protons a protons CH,—C—H H 


aldol dehydrated (75%) 


22-9 Crossed Aldol Condensations 1193 


O 
. 
at VA -OH B -OH B O 
SS 
H+ CH,CH,—C. | = (C)-sha 9 cH Cys 
H 


excess, no a protons a protons 
CH, dehydrated (80%) 
aldol 


To carry out these reactions, slowly add the compound with a protons to a basic 
solution of the compound with no a protons. This way, the enolate ion is formed 
in the presence of a large excess of the other component, and the desired reaction 
is favored. 

Lithium enolates formed using LDA (Section 22-2B) can react with other ketones 
and aldehydes to give crossed aldol products that could not be formed by standard base- 
catalyzed aldols. We can use LDA to make just the desired enolate ion, then add the 
compound we want to react as the electrophile. In this way, we control which enolate 
adds to which carbonyl! group. 


O O Lit 


O O H O 
| H | (OH 
LDA H CH,CH,—C—H -H,O oe 
° CH,CH; ; CHLCH; 


enolate aldol product product (E + Z) 
(not isolated) 


PROBLEM-SOLVING STRATEGY Proposing Reaction Mechanisms 


The general principles for proposing reaction mechanisms, first introduced in Chapter 4 and summarized in Appendix 3A, are 
applied here to a crossed aldol condensation. This example emphasizes a base-catalyzed reaction involving strong nucleophiles. In 
drawing mechanisms, be careful to draw all the bonds and substituents of each carbon atom involved. Show each step separately, 
and draw curved arrows to show the movement of electrons from the nucleophile to the electrophile. 

Our problem is to propose a mechanism for the base-catalyzed reaction of methylcyclohexanone with benzaldehyde: 


O O 
CHO CH CH 
of CY a NaOCH,CH, Orcy 3 
+ > 


First, we must determine the type of mechanism. Sodium ethoxide, a strong base and a strong nucleophile, implies the reaction 
involves strong nucleophiles as intermediates. We expect to see strong nucleophiles and anionic intermediates (possibly stabilized 
carbanions), but no strong electrophiles or strong acids, and certainly no carbocations or free radicals. 


1. Consider the carbon skeletons of the reactants and products, and decide which carbon atoms in the products are 
likely derived from which carbon atoms in the reactants. 
Because one of the rings is aromatic, it is clear which ring in the product is derived from which ring in the reactants. The 
carbon atom that bridges the two rings in the products must be derived from the carbonyl] group of benzaldehyde. The two a 
protons from methylcyclohexanone and the carbonyl! oxygen are lost as water. 


HL me 6) | 9 
Cc ~o H CH, C CH, 
or ‘ of 
H — 
+ H,O 


(continued ) 
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2. Consider whether any of the reactants is a strong enough nucleophile to react without being activated. If not, con- 
sider how one of the reactants might be converted to a strong nucleophile by deprotonation of an acidic site or by 
attack on an electrophilic site. 

Neither of these reactants is a strong enough nucleophile to attack the other. If ethoxide removes an a proton from methyl- 
cyclohexanone, however, a strongly nucleophilic enolate ion results. 


a O 0 6) - 
CH,CH,O- CH, HL. CH, H CH, 
H a <— 


+ CH,CH,OH 


3. Consider how an electrophilic site on another reactant (or, in a cyclization, another part of the same molecule) can un- 
dergo attack by the strong nucleophile to form a bond needed in the product. Draw the product of this bond formation. 
Attack at the electrophilic carbonyl group of benzaldehyde, followed by protonation, gives a B-hydroxy ketone (an aldol). 


ae HOCH,CH, 
HO H 
or i H Oo /H 
aldol 


4. Consider how the product of nucleophilic attack might be converted to the final product (if it has the right carbon 
skeleton) or reactivated to form another bond needed in the product. 
The 6-hydroxy ketone must be dehydrated to give the final product. Under these basic conditions, the usual alcohol dehy- 
dration mechanism (protonation of hydroxy, followed by loss of water) cannot occur. Removal of another proton gives an 
enolate ion that can lose hydroxide in a strongly exothermic step to give the final product. 


a CH, 


as 


H 
on a | @ 
Cc CH, 
“=O + OH” 


aldol Oo" dehydrated 


5. Draw out all the steps using curved arrows to show the movement of electrons. Be careful to show only one step at a time. 
The complete mechanism is given by combining the equations shown above. We suggest you write out the mechanism as a 
review of the steps involved. 


As further practice in proposing mechanisms for base-catalyzed reactions, do Problem 22-25 using the steps just shown. 


PROBLEM-SOLVING HINT { PROBLEM 22-25 


The correct mechanism for the Propose mechanisms for the following base-catalyzed condensations, with dehydration. 
base-catalyzed dehydration of (a) 2,2-dimethylpropanal with acetaldehyde 

an aldol product requires two | (b) benzaldehyde with propionaldehyde 

steps: 


1. deprotonation to form an ( PROBLEM 29-26 


enolate ion. 
2. expulsion of hydroxide ion. 


S 


When acetone is treated with excess benzaldehyde in the presence of base, the crossed 
condensation adds two equivalents of benzaldehyde and expels two equivalents of water. 
Do not draw a concerted E2 Propose a structure for the condensation product of acetone with two molecules of 
reaction for the dehydration of benzaldehyde. 

an aldol product. = 


J 
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4 * 
PROBLEM 22-27 
In the problem-solving feature above, methylcyclohexanone was seen to react at its unsub- 
stituted a carbon. Try to write a mechanism for the same reaction at the methyl- substituted 
lL carbon atom, and explain why this regiochemistry is not observed. ) 
( > 
PROBLEM 22-28 
Predict the major products of the following base-catalyzed aldol condensations with dehy- 
dration. 
(a) benzophenone (PhCOPh) + propionaldehyde 
| (b) 2,2-dimethylpropanal + acetophenone ) 
- 


( PROBLEM 22-29 


(a) Cinnamaldehyde is used in artificial cinnamon flavoring. Show how cinnamaldehyde 
is synthesized by a crossed aldol condensation followed by dehydration. 


H 
Ol 7 
cinnamaldehyde C=C H 


7 er 
H 1 PROBLEM-SOLVING HINT 
O Practice predicting the structures 
(b) Adding acetophenone slowly to a cold solution of LDA produces the enolate of ace- of aldol products (before and after 
tophenone; but adding LDA slowly to a cold solution of acetophenone produces a dehydration) and drawing the mech- 
condensation product. Show the reactions happening in each case, and explain why anisms. These reactions are among 
we observe such different results. the most important in this chapter. 


22-10 Aldol Cyclizations 


Intramolecular aldol reactions of diketones are often useful for making five- and 
six-membered rings. Aldol cyclizations of rings larger than six and smaller than five 
are less common because larger and smaller rings are less favored by their energy 
and entropy. The following reactions show how a 1,4-diketone can condense and 
dehydrate to give a cyclopentenone and how a 1,5-diketone gives a cyclohexenone. 


O O 
: R 
“OH “OH 
8 ey + HO 
R’ 
R’ 
OH 
enolate of a 1,4-diketone aldol product a cyclopentenone 
Example 
O O O 
Z a ZA ZA 
~OH 
0 — = + HO 
CH, 
CH, ~ CH, 
cis-undec-8-ene-2,5-dione aldol product cis-jasmone (a perfume) 


(90%) 
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O O 
= p H ~OH ' 
“OH, OH, + HO 
R’ 
R’ 
OH 
enolate of a 1,5-diketone aldol product a cyclohexenone 
Example 
O O O 
CH, ~OH -OH 
O —4 CH, —— + H,O 
CH, OH CH, 
heptane-2,6-dione aldol product 3-methylcyclohex-2-enone 
(a 1,5-diketone) 
The following example shows how the carbonyl group of the product may be outside 
the ring in some cases. 
O O 
CH, CH, CH, 
~OH -OH 
O — — + H,O 
CH, 
CH, OH CH, 
octane-2,7-dione aldol product 1-acetyl-2-methylcyclopentene 
PROBLEM 22-30 
Show how octane-2,7-dione might cyclize to a cycloheptenone. Explain why ring closure to 
the cycloheptenone is not favored. 
O 
PROBLEM 22-31 
When cyclodecane-1,6-dione is treated with sodium carbonate, the product gives a UV spec- 
O trum similar to that of 1-acetyl-2-methylcyclopentene. Propose a structure for the product, 


cyclodecane-1,6-dione 


and give a mechanism for its formation. 


22-11 Planning Syntheses Using Aldol Condensations 


As long as we remember their limitations, aldol condensations can serve as useful 
synthetic reactions for making a variety of organic compounds. In particular, aldol 
condensations (with dehydration) form new carbon-carbon double bonds. We can use 
some general principles to decide whether a compound might be an aldol product and 
which reagents to use as starting materials. 

Aldol condensations produce B-hydroxy aldehydes and ketones (aldols) and 
a,B-unsaturated aldehydes and ketones. If a target molecule has one of these function- 
alities, an aldol should be considered. To determine the starting materials, divide the 
structure at the a,8 bond. In the case of the dehydrated product, the a,6 bond is the 
double bond. The following analyses show the division of some aldol products into 
their starting materials. 


22-11 Planning Syntheses Using Aldol Condensations 
OH O O 
| | came from ZP | 
CH,—CH,— C84 sa C CH;—CH,—Cv + ces 
H 
H CH, CH, 
break at the a,8 bond propanal propanal 
Ld 1 
O 
f a 
() ‘4 : “cH C C) came from ©-« " cH,—cC) 
H CH, H CH, 
break at the a6 bond benzaldehyde propiophenone 
Ho oO 
| 7 O 
i ae 6 came from ZO VA 
Op'c* : + CH,;—C 
| © 
CH, CH3 
break at the double bond acetophenone acetophenone 
CH, re if CH, ci if 
a O 
— oo Z CS 
B x C—H came from Cc Za < CH,— C—H 
° | 
H H 
break at the double bond benzaldehyde butanal 
(~ >) 
PROBLEM 22-32 
Show how each compound can be dissected into reagents joined by an aldol condensation, 
then decide whether the necessary aldol condensation is feasible. 
(a) OH (b) oH is 1 
CH,CH,CH,— CH— CH— CHO Ph—C—CH—C—Ph 
CH,CH,CH, CH,CH, 
c) Ph H d O e CH 
(c) ee - (d) I (e) 3 
~~ YY 73 C—CH, _CH; 
H C 
| | 
OH O 
NS J 
( >) 
PROBLEM 22-33 
The following compound results from base-catalyzed aldol cyclization of a 2-substituted 
cyclohexanone. 
; ; O 
(a) Show the diketone that would cyclize to give this product. 
(b) Propose a mechanism for the cyclization. 
\ 
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i 

CH,—C—CH, + CH,Of 
acetone 

(pK, = 20) 


1 
CH,—O—C—CH, + CH,OF 
methyl acetate 
(pK, = 24) 


2) KEY MECHAN 


22-12 The Claisen Ester Condensation 


The a@ hydrogens of esters are weakly acidic, and they can be deprotonated to give 
enolate ions. Esters are less acidic than ketones and aldehydes because the ester 
carbonyl! group is stabilized by resonance with the other oxygen atom. This reso- 
nance makes the carbonyl group less capable of stabilizing the negative charge of 
an enolate ion. 


I. a 
toe <> R—-C=0—R 


A typical pK, for an @ proton of an ester is about 24, compared with a pK, of about 
20 for a ketone or aldehyde. Even so, strong bases do deprotonate esters. 


l 
gS CH,—C—CH, <> CH,—C=CH,| + CH,OH 
enolate of acetone (pK, = 16) 
I ia 
<= |CH,—O—C—CH, <> CH,—O—C=CH,| + CH,OH 
enolate of methyl acetate (pK, = 16) 


Ester enolates are strong nucleophiles, and they undergo a wide range of interesting 
and useful reactions. Most of these reactions are related to the Claisen condensation, 
the most important of all ester condensations. 

The Claisen condensation results when an ester molecule undergoes nucleophilic 
acy! substitution with an enolate ion serving as the nucleophile. First, the enolate attacks 
the carbonyl! group, forming a tetrahedral intermediate. The intermediate has an alkoxy 
(— OR) group that acts as a leaving group, leaving a B-keto ester. The overall reaction 
combines two ester molecules to give a B-keto ester. 


ISM 22-12 The Claisen Ester Condensation 


The Claisen condensation is a nucleophilic acyl substitution on an ester, in which the attacking nucleophile is an enolate ion. 


Step 1: Formation of the enolate ion. 


<— RO oe R| + ROH 
(0: H 


ester enolate ion 
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Step 2: Addition of the enolate to give a tetrahedral intermediate. Step 3: Elimination of the alkoxide leaving group. 
R—CH,—C— OR’ R—CH,—C OR’ R—CH,—Cg ~OR’ 
{ oe | oe oe 
a a a ae a ee 
O O O 
ester enolate tetrahedral intermediate a B-keto ester 


Notice that one molecule of the ester (deprotonated, reacting as the enolate) serves as 
the nucleophile to attack another molecule of the ester, which serves as the acylating 
reagent in this nucleophilic acyl substitution. 

The B-keto ester products of Claisen condensations are more acidic than simple 
ketones, aldehydes, and esters because deprotonation gives an enolate whose negative 
charge is delocalized over both carbony] groups. B-Keto esters have pK, values around 11, 
showing they are stronger acids than water. In strong base such as ethoxide ion or 
hydroxide ion, the B-keto ester is rapidly and completely deprotonated. 


O O: 
R—CH,—C” -— R’—OH + |R—CH,—C” R—CH,—C 


RO—C—CSH~ A= 1018) IRO-C—CE_ <> RO—C—C <> RO—-C=C 

aes poe | is 
a B-keto ester 7 - resonance-stabilized enolate ion “ 
(pKy= 11) 


Deprotonation of the 6-keto ester provides a driving force for the Claisen con- 
densation. The deprotonation is strongly exothermic, making the overall reaction 
exothermic and driving the reaction to completion. Because the base is consumed in the 
deprotonation step, a full equivalent of base must be used, and the Claisen condensation 
is said to be base-promoted rather than base-catalyzed. After the reaction is complete, 
addition of dilute acid converts the enolate back to the B-keto ester. 

The following example shows the self-condensation of ethyl acetate to give ethyl 
acetoacetate (ethyl 3-oxobutanoate). Ethoxide is used as the base to avoid transesteri- 
fication or hydrolysis of the ethyl ester (see Problem 22-34). The initial product is the 
enolate of ethyl acetoacetate, which is reprotonated in the final step. 


O 

| 

Na* ~OCH,CH, + | | 
————— ae 


| | H,0 
2 CH, —C—OCH,CH, sodium ethoxide Na >CH—C— OCH,CH, ——-— «CH,—C—OCH,CH, 


ethyl acetate keto ester enolate ethyl acetoacetate (75%) 


7 
SOLVED PROBLEM 22-4 
Propose a mechanism for the self-condensation of ethyl acetate to give ethyl acetoacetate. 
SOLUTION 


The first step is formation of the ester enolate. The equilibrium for this step lies far to the left; ethoxide deprotonates only a small 
fraction of the ester. 


O 
| ! 5 | . 
CH,—C—OCH,CH, + : OCH,CH, <— ~?CH,—C—OCH,CH, “E H—OCH,CH, 
(pK, = 24) enolate (pK, = 16) 


(continued ) 
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The enolate ion attacks another molecule of the ester; expulsion of ethoxide ion gives ethyl acetoacetate. 


p a? 


p> _ >OCH.CH, 


CH,—C—OCH,CH, <= CH,—C TOCH.CH, = CH,—C + 
7 1 CH,— C— OCH,CH, 
|. ee CH,—C—OCH,CH, 
nucleophilic attack expulsion of ethoxide ethyl acetoacetate 


In the presence of ethoxide ion, ethyl acetoacetate is deprotonated to give its enolate. This exothermic deprotonation helps to drive 
the reaction to completion. 


2. oe, Ls | 
} 2 = % 
CH;— C—CH—C—OCH,CH, + ~!OCH,CH, a CH;— C—CH—C— OCH,CH, + H—OCH,CH, 
(pK, = 11) enolate (pK, = 16) 


When the reaction is complete, the enolate ion is reprotonated to give ethyl acetoacetate. 


ee 0 OU 


O H 
|| H,O* I | 
CH,— C—CH—C— OCH,CH, > CH,—C—CH—C— OCH,CH, 
enolate ethyl acetoacetate 


PROBLEM 22-34 


Ethoxide is used as the base in the condensation of ethyl acetate to avoid some unwanted side 
reactions. Show what side reactions would occur if the following bases were used. 
(a) sodium methoxide (b) sodium hydroxide 


Application: Biochemistry 


Enzymes called polyketide synthases 
catalyze a series of Claisen-type reactions 
to generate many useful natural prod- 
ucts, such as the antibiotic erythromycin PROBLEM 22-35 
(page 1147). These enzymes use thioes- 
ters instead of the oxygen esters. 


Esters with only one a hydrogen generally give poor yields in the Claisen condensation. 
Propose a mechanism for the Claisen condensation of ethyl isobutyrate, and explain why a 
poor yield is obtained. 


PROBLEM 22-36 


Predict the products of self-condensation of the following esters. 
(a) methyl propanoate + NaOCH; (b) ethyl phenylacetate + NaOCH,CH; 


(c) ° (d) (0 COOEt 
oo — OCH, CT no 
+ NaOCH, 


{ SOLVED PROBLEM 22-5 


Show what ester would undergo Claisen condensation to give the following B-keto ester. 


| 
Ph—CH,—CH,—C—CH—C—OCH, 


CH,—Ph 
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SOLUTION 
First, break the structure apart at the a,6 bond (a, to the ester carbonyl). This is the bond 
formed in the Claisen condensation. 


O 


| | 
Ph—CH,—CH,—C CH—C—OCH, 
CH,—Ph 


Next, replace the @ proton that was lost, and replace the alkoxy group that was lost from the 
carbonyl. Two molecules of methyl 3-phenylpropionate result. 


1 | 
Ph—CH,—CH,—C—OCH, | H—CH—C—OCH, 
CH,—Ph 


Now draw out the reaction. Sodium methoxide is used as the base because the reactants are 
methyl esters. 


fe) O O 
| (1) Na* -OCH, | | 
2 Ph—CH,—CH,—C—OCH, _——————+> __ Ph—CH,—CH,—C— CH—C— OCH, 
7 . (2) H;0* = . 
CH,—Ph 


Ne 


( PROBLEM 22-37 


Propose a mechanism for the self-condensation of methyl 3-phenylpropionate promoted by 
L sodium methoxide. 


( PROBLEM 22-38 


Show what esters would undergo Claisen condensation to give the following B-keto esters. 


a CH,CH,CH,—C™ "6 = Ph—CH,—C~ °9 
CH,CH,—CH—C—OCH,CH, eae oeik 
(©) O 
cane Gn 4 on 
CH(CH3)2 
XQ ws 


22-13 The Dieckmann Condensation: A Claisen 
Cyclization 


An internal Claisen condensation of a diester forms a ring. Such an internal Claisen 
cyclization is called a Dieckmann condensation or a Dieckmann cyclization. 
Five- and six-membered rings are easily formed by Dieckmann condensations. 
Rings smaller than five carbons or larger than six carbons are rarely formed by 
this method. 

The following examples of the Dieckmann condensation show that a 1,6-diester 
gives a five-membered ring, and a 1,7-diester gives a six-membered ring. 


PROBLEM-SOLVING HINT 


The Claisen condensation occurs 
by a nucleophilic acyl substitution, 


with different forms of the ester 
acting as both the nucleophile (the 
enolate) and the electrophile (the 
ester carbonyl). 
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O O 
| u | C 
c C | 
ei a 
CH,  OCH,CH, ~OCH,CH, C OCH,CH, aX 
~ in C7 —> oy OCH,CH, 
, os C—OCH,CH; £ 


O 
diethyl adipate 
(a 1,6-diester) 


dimethyl pimelate 
(a 1,7-diester) 


©- 


O 
9 
cyclic B-keto ester 
(80%) 


cyclic B-keto ester 


PROBLEM 22-39 


Propose mechanisms for the two Dieckmann condensations just shown. 


PROBLEM 22-40 


Some (but not all) of the following keto esters can be formed by Dieckmann condensations. 
Determine which ones are possible, and draw the starting diesters. 


(a) | (b) O 
C—OCH, 


O 
O 
(c) (d) O 
Sc—ocH, I 
C—OCH,CH, 
O 
O ) 


(Hint: Consider using a protecting group.) 


22-14 Crossed Claisen Condensations 


Claisen condensations can take place between different esters, particularly when only 
one of the esters has the a hydrogens needed to form an enolate. In a crossed Claisen 
condensation, an ester without a hydrogens serves as the electrophilic component. Some 
useful esters without a hydrogens are benzoate, formate, carbonate, and oxalate esters. 


1 1 1 1 
C—OCH, H—C—OCH, CH,O—C—OCH, CH,O—C—C—OCH, 


methyl formate dimethyl! carbonate dimethyl! oxalate 


methyl benzoate 


22-14 Crossed Claisen Condensations 


A crossed Claisen condensation is carried out by first adding the ester without 
a hydrogens to a solution of the alkoxide base. The ester with a hydrogens is slowly 
added to this solution, where it forms an enolate and condenses. The condensation of 
ethyl acetate with ethyl benzoate is an example of a crossed Claisen condensation. 


O O O O 
| é | (1) Na* “OCH, CH, | a | 
C—OC,H. + CH,;—C—OC,H; a 7 C—CH,—C—OC,H, 
3 2 (2) H,0 rs 2 2s 
ethyl benzoate ethyl acetate ethyl benzoylacetate 
(no @ hydrogens) (forms enolate) 
(— >) 
PROBLEM 22-41 
Propose a mechanism for the crossed Claisen condensation between ethyl acetate and ethyl 
L benzoate. ) 


| | 
Ph—CH,—C—OCH, + CH,—C—OCH, —> 


ef 1 | 

CH,—C—OC,H, + C,H,O—C—C—OC,H, —_ 

° i 1 
CH,—CH,—C—OC,H, + C,H,O—C—OC,H, => 

\ y, 


{ SOLVED PROBLEM 22-6 


Show how a crossed Claisen condensation might be used to prepare 
O 
| 


a 


Ph 
SOLUTION 
Break the a,@ bond of this B-keto ester, since that is the bond formed in the Claisen 
condensation. 


O 


| « | 
HC oH C—OCH, 


Ph 


Now add the alkoxy group to the carbonyl and replace the proton on the a carbon. 


« | 


| 
H—C— OCH, pee er 
Ph 


(continued) 
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(PROBLEM 22-42 ) 


Predict the products from crossed Claisen condensation of the following pairs of esters. | Fatty acids are made in the body by a 
Indicate which combinations are poor choices for crossed Claisen condensations. series of Claisen-type reactions catalyzed 
(a) O by a class of enzymes called fatty acid 
| synthases. The enzymes use the thioes- 
Ph—CH,—C— OCH, + Ph—C—OCH, —> ters of malonate and acetate as building 
(b) O 0 blocks (see Figure 22-3 on page 1209). 
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Write out the reaction, making sure that one of the components has @ hydrogens and the 
other does not. 


O 
H é OCH, H—CH I OCH eee H l CH l OCH 
—_—C— 3 3 ap - 3 
(2) H,0 | 
Ph Ph 


no a hydrogens forms enolate 


PROBLEM 22-43 


Show how crossed Claisen condensations could be used to prepare the following esters. 


(a) rf if (b) 1 
BG aon Ph—CH—C—OCH, 
CH C—C—OCH 
: | ; 
O 
ne | T om l 
EtO—C— aoe OCH,CH, (CH,),C— — C—OCH, 
Ph CH,CH,CH, 


Crossed Claisen condensations between ketones and esters are also possible. Ketones 
are more acidic than esters, and the ketone component is more likely to deprotonate and 
serve as the enolate component in the condensation. The ketone enolate attacks the ester, 
which undergoes nucleophilic acyl substitution and thereby acylates the ketone. 


1 I 
R—CH,—C—R’ R—CH,—C—OR’ 
ketone, pK, = 20 ester, pK, = 24 
more acidic less acidic 
O 0 O R O R 
be gee tN he Yn. ag 
==C—C": —= (“—— : > ~ 
= I | [ No. 
Cr ): 
ketone enolate ester tetrahedral intermediate acylated ketone 


This condensation works best if the ester has no @ hydrogens, so that it cannot form 
an enolate. Because of the difference in acidities, however, the reaction is sometimes 
successful between ketones and esters even when both have a hydrogens. The follow- 
ing examples show some crossed Claisen condensations between ketones and esters. 
Notice the variety of difunctional and trifunctional compounds that can be produced 
by appropriate choices of esters. 


O O O 
é | i (1) Nat “OCH, la | 
CH,—C—CH, OEMs cage C—CH,—C—CH, 


acetone methyl benzoate a $-diketone 
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O 0 ©) 
I | a | O 
a Cc | 


AT —C— C 
ZO>00 EH 
CH,-C—CH, + “oo 


acetone ethyl hexanoate a B-diketone 
O 6 ~? 
gk 
a | (1) Nat —OC,H, a 
+ CHJO—C—OC-Hs Ga oF OC,H 
cyclohexanone diethyl carbonate a B-keto ester 
O go ? 9 
0 O le | 
e | | (1) Nat ~OC,H; gC —C—OC,Hs 
a ge ee ee ey 
+ — GHO—C—C—OGHs Gy. oF 4 


cyclopentanone diethyl oxalate a diketo ester 
( > 
PROBLEM 22-44 
Predict the major products of the following crossed Claisen condensations. 
(a) 
| O 
NaOCH, 
+ Ph—C—OCH, 
(b) 
| | NaOCH,CH, 
CH,CH,—C—-CH, + CH,CH,O—C—OCH,CH, §————> 
(c) O O 
| | NaOCH,CH, 
CH,—C— CH,CH,—C—OCH,CH, ———— 
\ Bs 
(— >) 
PROBLEM 22-45 
Show how Claisen condensations could be used to make the following compounds. 
@ Oo ¢ (b) i 
C—Ph CH, —CH, —-C—CH—CH, 
C—C—OCH,CH 
Aan Clie 
a 66 
@ 0 @ 9 9 
C—OCH,CH, 
2 O 
XR Zw 


22-15 Syntheses Using B-Dicarbonyl Compounds 


Many alkylation and acylation reactions are most effective using anions of 
B-dicarbonyl compounds that can be completely deprotonated and converted to 
their enolate ions by common bases such as alkoxide ions. The malonic ester 
synthesis and the acetoacetic ester synthesis use the enhanced acidity of the 


PROBLEM-SOLVING HINT 
Claisen and crossed Claisen 
condensations are important 
synthetic tools and interesting 


mechanistic examples. Practice 
predicting product structures and 
drawing mechanisms until you gain 
confidence. 
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CH,CH,O—C 
my 


Condensations and Alpha Substitutions of Carbonyl Compounds 


qa protons in malonic ester and acetoacetic ester to accomplish alkylations and acylations 
that are difficult or impossible with simple esters. 

We have seen that most ester condensations use alkoxides to form enolate ions. 
With simple esters, only a small amount of enolate is formed. The equilibrium favors 
the alkoxide and the ester. The alkoxide often interferes with the desired reaction. For 
example, if we want an alkyl halide to alkylate an enolate, alkoxide ion in the solution 
will attack the alkyl halide and form an ether. 


>99% <1% 
add alkylating agent ae ——- R—O —R’ + :X 


In contrast, B-dicarbonyl compounds such as malonic ester and acetoacetic ester 
are more acidic than alcohols. They are completely deprotonated by alkoxides, and the 
resulting enolates are easily alkylated and acylated. At the end of the synthesis, one 
of the carbonyl groups can be removed by decarboxylation, leaving a compound that 
is difficult or impossible to make by direct alkylation or acylation of a simple ester. 


lp 


IIs « | 
CH,CH,O —C—CH,—C—OCH,CH; | CH;—C—CH,—C—OCH,CH; 
diethyl malonate (malonic ester) ethyl acetoacetate (acetoacetic ester) 


First we compare the acidity advantages of B-dicarbonyl compounds, and then we 
consider how these compounds can be used in synthesis. 


Acidities of B-Dicarbonyl Compounds Table 22-1 compares the acidities of some 
carbonyl compounds with the acidities of alcohols and water. Notice the large increase 
in acidity for compounds with two carbonyl groups beta to each other. The @ protons 
of the B-dicarbonyl compounds are more acidic than the hydroxy protons of water and 
alcohols. This enhanced acidity results from increased stability of the enolate ion. The 
negative charge is delocalized over two carbonyl groups rather than just one, as shown 
by the resonance forms for the enolate ion of diethyl malonate (also called malonic ester). 


/& OCHLCH; + ~:OCH,CH, —=> 


diethyl malonate (malonic ester) 


CH,CH,O—C 
J Se 


| 
JE OCHACH; <> CH,CH,O—C.C—OCH,CH, <> CH,CHO—C._/,C—OCH,CH, 


C C 


| | 
H H 


resonance-stabilized enolate ion 


PROBLEM 22-46 


Show the resonance forms for the enolate ions that result when the following compounds are 
treated with a strong base. 

(a) ethyl acetoacetate (b) pentane-2,4-dione 

(c) ethyl a-cyanoacetate (d) nitroacetone 
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TABLE 22-1 Typical Acidities of Carbonyl Compounds 
Conjugate Acid Conjugate Base pKa 


Simple ketones and esters 


i 1 
“CH,—C—CH, -:CH,—C—CH, 20 
t 
es PROBLEM-SOLVING HINT 
rf 1 Table 22-1 shows that ketone 
“CH,—C—OCH,CH, ~:CH,—C— OCH,CH, 24 carbonyl groups are more effective 
ethyl acetate than ester carbonyl groups for 


stabilizing the negative charge of an 
enolate ion. This difference reflects 


B-dicarbonyl compounds 


it i i i the electron-donating nature of the 
CH,—C —CH,—C—CH, CH,— C—CH—C—CH, 9 alkoxy group in the ester. 


pentane-2,4-dione (acetylacetone) 


O O O 
Ip « J | 
CH,—C—CH,—C— OCH,CH, CH,—C—CH—C—OCH,CH, a 


ethyl acetoacetate (acetoacetic ester) 


O 
Is « | | = | 
CH,CH,O—C—CH,—C—OCH,CH, | CH,CH,O—C—CH—C—OCH,CH, 13 


diethyl malonate (malonic ester) 


Commonly used bases (for comparison) 


H—O—H ~OH 15,7 
water 
CH,O—H CH,O7 15.5 
methanol 
CH,CH,O —H CH,CH,O- 15.9 
ethanol 


22-16 The Malonic Ester Synthesis 


The malonic ester synthesis makes substituted derivatives of acetic acid. Malonic 
ester (diethyl malonate) is alkylated or acylated on the more acidic carbon that is 
a to both carbonyl! groups, and the resulting derivative is hydrolyzed and allowed to 
decarboxylate. 


Malonic ester synthesis 


O O CO 
\ \ 2(g) t 
C—OC,H, C—OC,H, H 
(1) NaOC,H, | H,0* 
H—C—H @R-X R—C—H “hear R—C—H + 2C,H;OH 
C—OC,H C—OC,H C—OH 
yy, 25 yy, 27 5 Yi 
oF oF oF 
malonic ester alkylated malonic ester substituted acetic acid 


Malonic ester is completely deprotonated by sodium ethoxide. The resulting enolate 
ion is alkylated by an unhindered alkyl halide, tosylate, or other electrophilic reagent. 
This step is an Sy2 displacement, requiring a good Sy2 substrate. 
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O O at O O O 
| Bae ae | | 
CH,CH,O0C— CH,— COCH,CH, = CH,CH,OC— CH— COCH,CH, | —~> Peorawnt ts MeN eee 
Nek — - 
malonic ester alkylated diethyl malonate 


Hydrolysis of the alkylated diethyl malonate (a diethyl alkylmalonic ester) gives a 
malonic acid derivative. 


| He hese | 


CH,CH,O—C a =OCHCH, = » |HO-C HA —C— 0H 
2 
R R 
a diethyl alkylmalonate an alkylmalonic acid 


Any carboxylic acid with a carbonyl group in the 6 position is prone to decarboxylate. 
At the temperature of the hydrolysis, the alkylmalonic acid loses CO, to give a substi- 
tuted derivative of acetic acid. Decarboxylation takes place through a cyclic transition 
state, initially giving an enol that quickly tautomerizes to the product, a substituted 
acetic acid. 


Sy PN ip 
Ce o=c o tautomerism R—C— nil Be ACOs 7 
WC R | On 
wo cl “Nc=c 
RT OH Wn Now 
alkylmalonic acid CO, + enol substituted acetic acid 


The product of a malonic ester synthesis is a substituted acetic acid, with the substituent 
being the group used to alkylate malonic ester. In effect, the second carboxyl group 
is temporary, allowing the ester to be easily deprotonated and alkylated. Hydrolysis 
and decarboxylation remove the temporary carboxyl group, leaving the substituted 
acetic acid. 


temporary 


| (1) “OCH, l Toe 
CH,—C—OGHs Gyqex R-CH—C—OGH; pg R—CH;—C—OH 


malonic ester alkylmalonic ester substituted acetic acid 


+ 2 CH,CH,OH 


The alkylmalonic ester has a second acidic proton that can be removed by a base. 
Removing this proton and alkylating the enolate with another alkyl! halide gives a dial- 
kylated malonic ester. Hydrolysis and decarboxylation lead to a disubstituted derivative 
of acetic acid. 


COOC.H, COOC,H, [co.} 
| (1) NaOCH,CH; | Ht, heat | ll 
R=CH=C-0CH, “Gaox OR C COG; a ¢ C—OH 
R R 
alkylmalonic ester dialkylmalonic ester disubstituted acetic acid 


+ 2 CH,CH,OH 
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The malonic ester synthesis is useful for making cycloalkanecarboxylic acids, some 
of which are not easily made by any other method. The ring is formed from a dihalide, 
using a double alkylation of malonic ester. The following synthesis of cyclobutanecar- 
boxylic acid shows that a strained four-membered ring system can be generated by this 
ester alkylation, even though most other condensations cannot form four-membered rings. 


COOC,H; COOC,H, CO, |t 
O 
| ii-oc: | Ht, heat | 
CH,—C—OC,H, (2) CH,—CH,—CH, > ae ae OC,H, Ho" CH,—CH—C— OH 
A a CH; —CH, CH,—CH, + 2 CH,CH,OH 
(3) “OC,H, cyclobutanecarboxylic acid 


The malonic ester synthesis might seem like an arcane technique that only an 
organic chemist would use. Still, it is much like the method that cells use to synthesize 
the long-chain fatty acids found in fats, oils, waxes, and cell membranes. Figure 22-3 
outlines the steps that take place in the lengthening of a fatty acid chain by two carbon 
atoms at a time. The growing acid derivative (acyl-CoA) is activated as its thioester 
with coenzyme A (structure on page 1154). A malonic ester acylation adds two of the 
three carbons of malonic acid (as malonyl-CoA), with the third carbon lost in the decar- 
boxylation. A B-keto ester results. Reduction of the ketone, followed by dehydration 
and reduction of the double bond, gives an acyl group that has been lengthened by two 
carbon atoms. The cycle is repeated until the acid has reached the necessary length, 
always with an even number of carbon atoms. 


° 602 ° ° O +CO,T 
R—C—SCoA =F CH2—C—SCoA > R—C—CH,—C—SCoA 
acyl-CoA malonyl-CoA (malonic ester synthesis) : 
reduction 
\ O O OH 
| reduction dehydration | 


! 
R—CH)—CH,—C—SCoA <——— R—CH=CH—C—SCoA <——— R—CH—CH);—C—SCoA 


continues the cycle with 
a lengthened R group 


FIGURE 22-3 Fatty acid biosynthesis. Activated as its coenzyme A thioester, the growing fatty acid (acyl-CoA) acylates malonyl- 
CoA in a malonic ester synthesis. Two carbon atoms are added, with the third lost as CO. Enzymatic reduction, dehydration, and 
further reduction gives a fatty acid that has been lengthened by two carbon atoms. 


7 
SOLVED PROBLEM 22-7 PROBLEM-SOLVING HINT 
Show how the malonic ester synthesis is used to prepare 2-benzylbutanoic acid. A malonic ester synthesis goes 
SOLUTION see Megat ae ay 
2-Benzylbutanoic acid is a substituted acetic acid having the substituents Ph — CH, — and ue a sh ee es aanaine 
CH.CH.—. To design a synthesis, look at the 

product and see what groups are 
O added to acetic acid. Use those 


CH,—CH.)—CH—C—OH groups to alkylate malonic ester, 
3 2 


SahcHRERT eueheactd then hydrolyze and decarboxylate. 


substituent 


(continued ) 
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| | 
CH,—C —CH,—C—0C,H 


ethyl acetoacetate 
(acetoacetic ester) 


Adding these substituents to the enolate of malonic ester eventually gives the correct product. 


COOC,H, COOC,H, 

O O 
(1) NaOCH,CH, | (1) NaOCH,CH, 
Q) PhCH,Br CHC OGM; "Gy CCH Bt 


| 
CH,—C—OC,H, 


malonic ester CH,Ph 

COOC,H, CO, |f 
O O 
| H™, heat | 

CH,CH, —C—C— OC,H, 0” ie 
2 
CH,Ph CH,Ph 
dialkylmalonic ester disubstituted acetic acid 


PROBLEM 22-47 

Show how the following compounds can be made using the malonic ester synthesis. 
(a) 3-phenylpropanoic acid (b) 2-methylpropanoic acid 

(c) 4-phenylbutanoic acid (d) cyclopentanecarboxylic acid 


PROBLEM 22-48 


(a) Explain why the following substituted acetic acid cannot be formed by the malonic 
ester synthesis. 


CH; 
a oe ee 
H,C—C—C 

‘ou 

CH, 


(b) Sections 22-2B and 22-3 showed the use of lithium diisopropylamide (LDA) to depro- 
tonate a ketone quantitatively. Draw the acid—base reaction between LDA and the fol- 
lowing ester, and use estimated pK, values to decide whether the reaction favors the 
reactants or products at equilibrium. 


(c) Show how you might use a modern alternative to the malonic ester synthesis to make 
the acid shown in part (a). You may use the ester shown in part (b) as your starting 
material. 


22-17 The Acetoacetic Ester Synthesis 


The acetoacetic ester synthesis is similar to the malonic ester synthesis, but the final 
products are ketones: specifically, substituted derivatives of acetone. In the acetoacetic 
ester synthesis, substituents are added to the enolate ion of ethyl acetoacetate (ace- 
toacetic ester), followed by hydrolysis and decarboxylation to produce an alkylated 
derivative of acetone. 


O R O O R 

(1) ~OC,Hs I | H,0+ | 
5H, @R-Xx CH,—C—CH —C— OC,H, feal CH,—C —CH, 
alkylated ester substituted acetone 


+ C,H,OH + CO,} 


22-17. The Acetoacetic Ester Synthesis 


Acetoacetic ester is like a molecule of acetone with a temporary ester group 
attached to enhance its acidity. Ethoxide ion completely deprotonates acetoacetic ester. 
The resulting enolate is alkylated by an unhindered alkyl! halide or tosylate to give an 
alkylacetoacetic ester. Once again, the alkylating agent must be a good Sy? substrate. 


{ temporary ester group | 


O O O 
NN \ N 
EC OCH: C—OGI sl, COC 
-OC,H, 
7 R—X 
= ° ° 
ai ae - | aide tee 
H H + C,H;OH H + XS 
ethyl acetoacetate enolate ion an alkylacetoacetic ester 
(pK, = 11) 
Acidic hydrolysis of the alkylacetoacetic ester initially gives an alkylacetoacetic acid, 
which is a B-keto acid. The keto group in the 6 position promotes decarboxylation to 
form a substituted version of acetone. 
O O 
\ \ 
COC E- C—Oal CO, |t 
Ht, heat | decarboxylates | 
R—CH—C—CH, Lo” R—CH—C—CH, ———— R—CH—C—CH, 
alkylacetoacetic ester : alkylacetoacetic acid a substituted acetone 
(a B-keto ester) (a B -keto acid) 
The B-keto acid decarboxylates by the same mechanism as the alkylmalonic acid in 
the malonic ester synthesis. A six-membered cyclic transition state splits out carbon 
dioxide to give the enol form of the substituted acetone. This decarboxylation usually 
takes place spontaneously at the temperature of the hydrolysis. 
p 
La H o= uo H 
/ ‘ tautomerization | 
= ( —> oR O —c—C * CO,* 
N\/ / | \cu 
G—C — 3 
LS N H ‘ 
RH CH, CH, 
the B -keto CO, + enol a substituted acetone 
acid 
Disubstituted acetones are formed by alkylating acetoacetic ester a second time before 
the hydrolysis and decarboxylation steps, as shown in the following general synthesis. 
(temporary ester group | 
COOC3H, COOC3H; [co,]? 
| (1) “OC, H, ! Ht, heat | 
R—CH—C—CH, ®R—X R f C—CH, H,0 > R f C—CH, + CH,CH,OH 
R’ R’ 
dialkylacetoacetic disubstituted 


ester acetone 
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7 
SOLVED PROBLEM 22-8 
Show how the acetoacetic ester synthesis is used to make 3-propylhex-5-en-2-one. O acetone 
SOLUTION (CH,CH,CH,}-CH—C—CH, 
The target compound is acetone with an n-propyl group and an allyl group as substituents: | - 
CH,—CH+>CH, 


With an n-propyl halide and an allyl halide as the alkylating agents, the acetoacetic #-propyl group 
ester synthesis should produce 3-propylhex-5-en-2-one. Two alkylation steps give allyl group 
the required substitution: 


COOC,Hs () “OCH, COOG;Hs|} (1) -0c,H, COOC,Hs 


6) (2) CH,CH,CH,Br @) (2) CH,=CH—CH,Br fe) 
| | 
CH,—C —CH3 CH3CH,CH,— CH —C — CH3 ae | —C — CH3 
HC =CH — CH, 


Hydrolysis proceeds with decarboxylation to give the disubstituted acetone product. 


COOC,H; COOH co, |t 


| H*, heat 
CH,CH,CH,—C—C—CH, iLO 
2 


H,C—CH— CH, H,C—CH— CH, H,C—CH—CH, 
B-keto acid 3-propylhex-5-en-2-one 


| | 
CH,CH,CH,-C—C—CH, > CH,CH,CH,—CH—C—CH, 


An acetoacetic ester synthesis goes Show the ketones that would result from hydrolysis and decarboxylation of the following 
through alkylation of the enolate, B-keto esters. 

hydrolysis, and decarboxylation. (a) O (b) O 

To design a synthesis, look at the | I (c) O 1 

product and see what groups are PhCH,—CH—C—CH, €—C+—CH, 


Cc 
added to acetone. Use those groups Naps H i CH OCH,CH; 
to alkylate acetoacetic ester, then a2 aS 


hydrolyze and decarboxylate. 


PROBLEM 22-50 


Show how the following ketones might be synthesized by using the acetoacetic ester syn- 
thesis. 


(a) (c) Ph—CH, O 


(b) rf 
PhCH,CH,—C—CH, ea. H,C=CHCH,CH— CCH, 
CH, 


PROBLEM 22-51 


Acetone was produced during World (a) Although the following compound is a substituted acetone derivative, it cannot be 


War | by using engineered strains of made by the acetoacetic ester synthesis. Explain why (two reasons). 


Clostridium bacteria. These strains O 
make an enzyme called acetoacetate 
decarboxylase that catalyzes the 
ZA 


decarboxylation of acetoacetate. 


PROBLEM-SOLVING HINT PROBLEM 22-49 | 


22-18 Conjugate Additions: The Michael Reaction 


(b) The use of LDA to make enolate ions (Sections 22-2B and 22-3) has provided alter- 
natives to the acetoacetic ester synthesis. Show how you might make the compound 
shown in part (a), beginning with 1,3-diphenylacetone. 

(c) Enamine reactions (Section 22-4) occur under relatively mild conditions, and they 
often give excellent yields of compounds like the one shown in part (a). Show how you 
might use an enamine reaction for this synthesis, beginning with 1,3-diphenylacetone. 


22-18 Conjugate Additions: The Michael Reaction 


a,B-Unsaturated carbonyl compounds have unusually electrophilic double bonds. The 
B carbon is electrophilic because it shares the partial positive charge of the carbonyl 
carbon atom through resonance. 


A nucleophile can attack an a,8-unsaturated carbonyl compound at either the carbonyl 
group or at the 6 position. When attack occurs at the carbonyl! group, protonation of the 
oxygen leads to a 1,2-addition product in which the nucleophile and the proton have 
added to adjacent atoms. When attack occurs at the 6 position, the oxygen atom is the 
fourth atom counting from the nucleophile, and the addition is called a 1,4-addition. 
The net result of 1,4-addition is addition of the nucleophile and a hydrogen atom across 
a double bond that was conjugated with a carbonyl! group. For this reason, 1,4-addition 
is often called conjugate addition. 

Mechanism 22-13 contrasts the products and the mechanisms of 1,2-addition and 
1,4-addition. Note that the intermediate in the 1,4-addition is a resonance-stabilized 
enolate ion. 


MECHANISM 22-13 1,2-Addition and 1,4-Addition (Conjugate Addition) 


1,2-addition 
1,2-addition is the standard nucleophilic addition to a carbonyl group. 


Step 1: Addition of the nucleophile to C=O. Step 2: Protonation of the alkoxide. 


a, 9 
H C—Nuc Ht 

>c=cl “cH, == 
H H 


attack at carbonyl alkoxide 


1,4-addition (conjugate addition or Michael addition) 
In a 1,4-addition, the nucleophile adds to the 6 carbon atom of an a,8-unsaturated system to give an enolate ion. Protonation may 
occur on oxygen to give an enol, or on carbon to give the keto form. 


Step 1: Conjugate addition of the nucleophile. Step 2: Protonation of the enolate (on oxygen or on carbon). 


attack at 8 carbon enolate ion 


1213 


1214 CHAPTER 22 Condensations and Alpha Substitutions of Carbonyl Compounds 


Conjugate addition of a carbanion to the double bond of an a@,6-unsaturated car- 
bony! compound (or other electron-poor double bond) is called a Michael addition. The 
electrophile (the a,8-unsaturated carbonyl compound) accepts a pair of electrons, so it is 
called the Michael acceptor. The attacking nucleophile donates a pair of electrons, so it is 
called the Michael donor. A wide variety of compounds can serve as Michael donors and 
acceptors, as shown in Table 22-2. Common Michael donors are lithium dialkyl cuprates, 
enamines, and carbanions that are stabilized by two strong electron-withdrawing groups 
such as carbonyl groups, cyano groups, or nitro groups. Common acceptors contain a 
double bond conjugated with a carbonyl group, a cyano group, or a nitro group. 


TABLE 22-2. Some Common Michael Donors and Michael Acceptors 


Michael Donors Michael Acceptors 


O 
R,CuLi lithium dialkyl cuprate | . 
(Gilman reagents) H,C—CH —C—H conjugated aldehyde 
~N N 
Oe 
ws ae H,C=CH—C—R conjugated ketone 
me | i 
R—C—CH—C—R’ B-diketone H,C—=CH—C—OR conjugated ester 
Le | 
R—C—CH—C—OR’ B-keto ester Heche Ne conjugated amide 
1 
R—C—CH—C=N B-keto nitrile H,C=CH —C==N conjugated nitrile 
ll « 
R—C—CH—NO, a-nitro ketone H,C=CH—NO, nitroethylene 


The following example shows lithium divinylcuprate serving as a Michael donor, 
adding to the double bond of an a,f-unsaturated ketone. In this conjugate addition, 
the vinyl group adds to the 8 carbon atom to give an enolate ion. Protonation at the 
a carbon gives the product. 


O Oo” Lit 
eH ,C=CH),CuLi ee 
> 
BH ZA 
H 


enolate intermediate 


When using a Gilman reagent (lithium dialkylcuprate) as the Michael donor, the lithium 
enolate intermediate is sufficiently stable that it can undergo additional reactions. In the 
example shown above, further alkylation at the a position gives a product with one sub- 
stituent at the @ position and another at the 8 position. 


O Oo Lit 


-H  ,C=CH),CuLi 


B~H 


enolate intermediate (cis + trans) 


Michael additions are useful in acetoacetic ester syntheses and malonic ester syn- 
theses because the enolate ions of both of these esters are good Michael donors. As an 
example, let’s consider the addition of the malonic ester enolate to methyl vinyl ketone 


22-18 Conjugate Additions: The Michael Reaction 


(MVK). The crucial step is the nucleophilic attack by the enolate at the carbon. The 
resulting enolate is strongly basic, and it is quickly protonated. 


\ H \ H H 
H C—CH; C—CH; O 
J | \Y | | 7 
—==€ — H—C—C — H—C—C—C 
— \ | 
H H H H CH; 
— HC— COOC>Hs 7 
| COOC>Hs COOC>Hs 
HC—C—OC>H5 - 
product enolate 1,4-addition product (90%) 


Oo=C— OC3Hs 
malonic ester enolate 


The product of this Michael addition may be treated like any other substituted malonic 
ester in the malonic ester synthesis. Hydrolysis and decarboxylation lead to a 6-keto 
acid. It is not easy to imagine other ways to synthesize this interesting keto acid. 


H O O 
H l CH; 4 cH Ht — oo _ i Het 
HC—CO0GH; 20 | HC—COOH CH;—COOH 
COOC>Hs COOH : + [Soult 
1,4-addition product substituted malonic acid ad kets acid 


{ SOLVED PROBLEM 22-9 


Show how the following diketone might be synthesized using a Michael addition. 


SOLUTION 
A Michael addition would have formed a new bond at the 6 carbon of the acceptor. Therefore, 


we break this molecule apart at the B,y bond. 


O O 
Ph. B a | came from Ph B a 

CH—CH,—C—Ph ———"~ CH=CH—C—Ph 
al Michael acceptor 

viene i 

CH—C—CH ~?}CH—C—CH. 

Ph~ 7 : | ? 
Ph 


Michael donor 


The top fragment, where we broke the 6 bond, must have come from a conjugated ketone, 
and it must have been the Michael acceptor. The bottom fragment is a simple ketone. It is 
unlikely that this ketone was used without some sort of additional stabilizing group. We can 
add a temporary ester group to the ketone (making a substituted acetoacetic ester) and use 
the acetoacetic ester synthesis to give the correct product. 


(continued ) 
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O Ph O O 
Ph | | | 
_~C=CH—C—Ph H=—C—CH,—C Phi Ph—CH—CH,—C—Ph 
H O H*, heat 
—_ ——————> 
oO H,0 | 
= |l Ph—C—C—CH, Ph—CH—C—CH, 
Ph—C—C—CH, 
COOC,H, target molecule 
COOC,H, 
+ |CO, ff 


temporary ester group 


FOCUS Carbon Nucleophiles 


- + 
At the heart of organic synthesis are reactions that form new carbon-carbon bonds. Rates Cmpion ly 


In most functional groups, carbon is electrophilic, not nucleophilic. One way to form IR ILipe Chapter 10 


carbon-carbon bonds is to react a nucleophilic carbon with an electrophilic carbon. = 
RC =C” Nat Chapter 9 


In previous chapters, carbon nucleophiles included Grignard and organolithium 
reagents, cyanide and acetylide ions, and activated aromatic rings. € \-or Chapter 17 


Another way to make carbon nucleophilic is by removing a hydrogen from a weakly-acidic C—H. Substituents on carbon can 
make a huge difference in the acidity of the C—H bond. The most common stabilized carbanions are enolates, stabilized by the 
C=O group.The nitro group, sulfonate group, and nitrile group also stabilize carbanions as shown by the pK, values (in red) below. 
Additional electron-withdrawing substituents further enhance the acidity of the C—H bond. 


One stabilizing substituent 
pes 30H i 24H O 20H O ivAisl (0) 25 EH 10H 


eal | Il | il | | 
C—(C— INI C=—C—OR Oe 1k (C—(en! Ca C= C— NO? 


Two stabilizing substituents 


pK,= 13 3.6 
H 


| 
O2N—C—NO 
ae 2 


Stabilized carbanions are what make the aldol, Claisen, Dieckmann, Michael, acetoacetic ester, and malonic ester 
reactions possible. 


— 
PROBLEM-SOLVING HINT PROBLEM 22-52 


Claisen condensations usually give In Solved Problem 22-9, the target molecule was synthesized using a Michael addition to 
1,3-dicarbonyl products, with one form the bond that is B,y to the upper carbonyl group. Another approach is to use a Michael 
saturated carbon between two addition to form the bond that is B,y to the other (lower) carbonyl group. Show how you 
carbonyl groups. Michael additions | would accomplish this alternative synthesis. 


commonly give 1,5-dicarbony| 2 
products, with three saturated PROBLEM 22-53 
carbons between two carbonyl 
groups. When you need a com- 
pound with three carbons between 
two carbonyl groups, consider a 
Michael addition. 


Show how cyclohexanone might be converted to the following 6-diketone (Hint: Stork). 
O O 
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PROBLEM 22-54 


Show how an acetoacetic ester synthesis might be used to form a 6-diketone such as heptane- 
2,6-dione. 


PROBLEM 22-55 


Propose a mechanism for the conjugate addition of a nucleophile (Nuc: ) to acrylonitrile 
(H,C—=CHCN) and to nitroethylene. Use resonance forms to show how the cyano and nitro 
groups activate the double bond toward conjugate addition. 


PROBLEM 22-56 


Show how the following products might be synthesized from suitable Michael donors and 
acceptors. 


(a) O (b) CH,—CH,—CN 
Ph—CH—CH, . OCH,CH, CH,— COCH, 
CH(COOCH,CH,), 
(c) O @) oO 
CH,CH,CN CH, | 


CH,CH,—C—Ph 


(e) (f) a ai 
Oe 


22-19 The Robinson Annulation 


We have seen that Michael addition of a ketone enolate (or its enamine) to an 
a,B-unsaturated ketone gives a 6-diketone. If the conjugate addition takes place under 
strongly basic or acidic conditions, the 6-diketone undergoes a spontaneous intramo- 
lecular aldol condensation, usually with dehydration, to give a new six-membered 
ring: a conjugated cyclohexenone. This synthesis is called the Robinson annulation 
(ring-forming) reaction. Consider an example using a substituted cyclohexanone as the 
Michael donor and methy! vinyl ketone (MVK) as the Michael acceptor. 


The Robinson annulation 


1 
CH, He Cy CH, 
H i; “OH 
Cc ((H20) 
: i \ O 
CH, O new cyclohexenone 


MVK (65%) 


Application: Synthetic hormones 


Several human hormones, including cor- 
tisone and estrogens used in birth control 
pills, have been synthesized using succes- 
sive Robinson annulations (next Section) 
to create six-membered rings in the 
tetracyclic structure. The female hormone 
estradiol is shown below. 
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The mechanism begins with the Michael addition of the cyclohexanone enolate to 
MVK, forming a 6-diketone. 


Step 1: Michael addition. 


CH, 
CH, a’ N CH CH, 
2 Yo 2 H B 
H Mea a y 
£ as Cor" c jf 
O ae “Se O ! OCHS O 
enolate ion CH eA pee a 0-diketone 
oe + —-OH 


enolate ion 


This 6-diketone might take part in several different aldol condensations, but it is ideally 
suited for a favorable one: formation of a six-membered ring. To form a six-membered 
ring, the enolate of the methyl! ketone attacks the cyclohexanone carbonyl. The aldol 
product dehydrates to give a cyclohexenone. 


Step 2: Cyclic aldol to form a six-membered ring. 


CH, CH, CH, 
Vey 0 7 O O 
H OH 
ws Si enolate ion \ . _ 
HO : H TO —H OH 
Step 3: Dehydration of the aldol product. 
CH, CH, 
ea ar 2 
HO sy o 7 ” 
H HO > oH 
HO af enolate ion 


It is not difficult to predict the products of the Robinson annulation and to draw the 
mechanisms if you remember that the Michael addition is first, followed by an aldol 
condensation with dehydration to give a cyclohexenone. 


PROBLEM-SOLVING STRATEGY Proposing Reaction Mechanisms 


This problem-solving example addresses a complicated base-catalyzed reaction, using the system for proposing mechanisms sum- 
marized in Appendix 3A. The problem is to propose a mechanism for the base-catalyzed reaction of ethyl acetoacetate with methy] 
vinyl ketone. 


! | NaOC)H e 
CH;— C—CH,— C— OCH; a CH,—=CH —C —CH, Aa aS C,H;0 


ethyl acetoacetate MVK CH; O 


First, we must determine the type of mechanism. The use of a basic catalyst suggests the reaction involves strong nucleophiles as 
intermediates. We expect to see anionic intermediates (possibly stabilized carbanions), but no strong electrophiles or strong acids, 
and no carbocations or free radicals. 
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1. Consider the carbon skeletons of the reactants and products, and decide which carbon atoms in the products are likely 
derived from which carbon atoms in the reactants. 
The ester group in the product must be derived from ethyl acetoacetate. The carbon from the ester (now part of the C—C double 
bond) should be derived from the ketone of ethyl acetoacetate. The structure of MVK can be seen in the remaining four carbons. 


O H O H H 
ln ha 
NILA ZOOS NILA Z 
CH0 a”) Ce Che  “e  “ec 
‘ : oo 
aes OS Zs ees 
cay «OC HC—“‘<é‘S CH ha) 


2. Consider whether one of the reactants is a strong enough nucleophile to react without being activated. If not, consider 
how one of the reactants might be converted to a strong nucleophile by deprotonation of an acidic site or by attack on an 
electrophilic site. 

Neither reactant is a strong enough nucleophile to attack the other. Ethyl acetoacetate is more acidic than ethanol, so ethoxide ion 
quickly removes a proton to give the enolate ion. 


, eo 7 9 
} > = 
CH;—C—CH—C—OC>H; + +OC,H; “=? |CH;—C—CH—C—OC>H;| + C,H;0H 


enolate ion 


3. Consider how an electrophilic site on another reactant (or, in a cyclization, another part of the same molecule) can undergo 
attack by the strong nucleophile to form a bond needed in the product. Draw the product of this bond formation. 
The enolate of acetoacetic ester might attack either the electrophilic double bond (Michael addition) or the carbonyl group of MVK. 
A Michael addition forms one of the bonds needed in the product. 


i Ta | Tut? 

H \/ 
a a ee cx |e H cw | Ud H 
CHO” “cr oH” cen CHO~ eT Se Gaon C,H,0~ 07 eS 
i ee C8 1 a 
~~ Sos XS i XY yo 
a O. <a oe cHY “o | “oO; cHY “0 f <o 

CH, CH, 

enolate ion enolate ion 


4. Consider how the product of nucleophilic attack might be converted to the final product (if it has the right carbon skeleton) 
or reactivated to form another bond needed in the product. 
The ketone carbonyl group of ethyl acetoacetate must be converted to a C—C double bond in the a, position of the other ketone. 
This conversion corresponds to an aldol condensation with dehydration. Note that the proton we must remove is not the most acidic 
proton, but its removal forms the enolate that is needed to give the observed product. 


‘ ‘a CH : | CH 4 i 
C,H,O~ a "Se C,H.0~ en os C,H,O~ a wh 
2 2 
C= | : cx | : CH,—C Cy : 
CHT ©) C CHT 0 FXG * gf ee So 
I No e Oe Fs 
HTC C H H 
Y\ /\ 
H H H HOC,H, 
=0C oH; enolate ion 


(continued ) 
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T 1 7 
Ze Np yen | = xO. | yee 
C,H,O c CH, C,H,O C oth C,H,O ‘ oH 
=— => 
we PN pone: oN r& mN 
cH, 1G O re” O CH * O 
OH Y\ 3°OH | 3] 
H H H H 


enolate ion 


5. Draw out all the steps using curved arrows to show the movement of electrons. Be careful to show only one step at a time. 
The complete mechanism is given by combining the preceding equations. We suggest you write out the mechanism as a review 
of the steps. Note that we could just as easily draw other mechanisms leading to other products, but that is not the point of a 
mechanism problem. This question asked for a mechanism to explain only this one product, even though other products are likely 
formed as well, and possibly in higher yields. 
As further practice in proposing mechanisms for multistep condensations, try Problems 22-57 and 22-58 by using the approach 
shown. 


{ PROBLEM 22-57 


Propose a mechanism for the following reaction. 


T 
Y C _OH 
7 
O H,C=CH  ‘CH,CH, 


N 


( PROBLEM 22-58 


The base-catalyzed reaction of an aldehyde (having no a hydrogens) with an anhydride is called the Perkin condensation. Propose 
a mechanism for the following example of the Perkin condensation. (Sodium acetate serves as the base.) 


O O O 
I | 


1 
C—H =C—0—cC— 
: CH, —C—0—C— CH, (1) CH,CO,Na, A + CH,COOH 
ol eee: ee ee 
(2) H,0* 


cinnamic acid 


A 
PROBLEM-SOLVING HINT PROBLEM 22-59 


You can usually spot a product Show how you would use Robinson annulations to synthesize the following compounds. 
of Robinson annulation because Work backward, remembering that the cyclohexenone is the new ring and that the double 
it has a new cyclohexenone ring. bond of the cyclohexenone is formed by the aldol with dehydration. Take apart the double 
bond, then see what structures the Michael donor and acceptor must have. 


The mechanism is not difficult 
if you remember “Michael goes (a) (b) O CH, 
first,” followed by an aldol with 
dehydration. 
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SUMMARY _Enolate Additions and Condensations 


A complete summary of additions and condensations would be long and involved. This summary covers the major 
classes of condensations and related reactions. 


1. Alkylation of lithium enolates (Section 22-3) 


R : CH,—R aa es 
2 (2) R’—X 


(LDA = lithium diisopropylamide; R’—X = unhindered 1° halide or tosylate) 


2. Alkylation of enamines (Stork reaction) (Section 22-4) 


R R = 
we yo iT i | 
R—-NY nx Nx H,0* Ow 
YQ a >a 3 S + 
ZL CL ———_ ee —_—> Zo C— + ee 
enamine alkylated enamine alkylated ketone H 
3. a Halogenation (Section 22-5) 
le Ht or -OH | | 
R=—C—C—= =< Xs R—C—C— 


a. The iodoform (or haloform) reaction (Section 22-5B) 


O O 

| -OH 
R—C—CH3 +. excess I, > R—C—oO + HCL | 
methyl ketone 


b. The Hell—Volhard—Zelinsky (HVZ) reaction (Section 22-6) 


O Br O Br 1 


Br,/PBry | | H,0 | 
R—CH,—C —OH — R—CH —C—Br > R—CH —C—OH 
a-bromo acid 


4. The aldol condensation and subsequent dehydration (Sections 22-7 through 22-11) 


1 id 
R=—C€—CHy— RB: R—C—CH)—R R—C—Cip—R 
Ht or OH heat 
R—C—CH,—R =——— R—C—CH—R R—C—C—R 
| H* or OH | 
O O O + H,O 
ketone or aldehyde aldol product a, -unsaturated 


ketone or aldehyde 


(continued ) 
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5. The Claisen ester condensation (Sections 22-12 through 22-14) 
(Cyclizations are the Dieckmann condensation.) 


) fe) 
RO—C—CH)—R’ er 
RO—C —CH,—R’ — RO—C = —R’ +ROH 

! 


6. The malonic ester synthesis (Section 22-16) 


COOCH,CH, COOCH,CH, CO, * 
| (1) NaOCH,CH, | H,0* 
H—C—H @R-X sak (a3 aca” R—CH, 
COOCH>CH3 COOCH>CH; COOH 
malonic ester substituted substituted 
malonic ester acetic acid 


7. The acetoacetic ester synthesis (Section 22-17) 


COOCH,CH; COOCH,CH; CO, ‘i 
| (1) NaOCH,CH, | H,0* 
— — a — —, = —. 
" 5 a (2) R—X 5 “heat . ii 
O=C—CH3 O=C—CH, O=C—CH, 
acetoacetic ester substituted acetoacetic ester substituted acetone 


8. The Michael addition (conjugate addition) (Sections 22-18 and 22-19) 


1 | Ll | 
= SS ROH 
Y= 7 nt + <—C-oc (proton source) a li 
Z Y—CH H 
Z 


(Y and Z are carbony] or other electron-withdrawing groups.) 


9. The Robinson annulation (Section 22-19) 


= -OH aldol 
—— ——_———> 
~ dehydration 
O O O O O 


cyclohexanone MVK Michael adduct annulated product 
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SUMMARY Reactions of Stabilized Carbanions 


Carbanions adjacent to strong electron-withdrawing groups like carbonyl, cyano, and nitro are stable enough to exist in solution. 
The general term for these stabilized carbanions is enolates. Enolates are nucleophiles and follow many of the nucleophilic reaction 
types that have been covered previously. Enolates are strong bases and usually require an acidic or aqueous workup to supply H*. 


Alkylation— 

nucleophilic substitution 

(Sy2) on an alkyl halide; 

allylic, benzylic, and 

| Tl | Tl primary halides work best; 

Section 22-3 

R—C—C-° Pr =o-C Aldol condensation— 
nucleophilic addition 

xX—X followed by elimination 
(dehydration); 

X= Cl, Br I Sections 22-7 to 22-11 


5 Pa 
O Ht Cc O 
| / a0. _, I I 
> R'—C—C 


a-Halogenation— 
nucleophilic substitution 
on a halogen molecule; 
Section22-5A yy ©O 


R'—C—C—R? —— 
| elimination 

(dehydration) 

only if R! or R2 =H 


an a8 -unsaturated O 
carbonyl compound H O 
(or nitrile or nitro) 
Cc Claisen condensation— 


O Rr aire nucleophilic acyl substitution; 
H MA Ht LG = leaving group, 
H 


R? enolate 


R! the Dieckmann condensation is a 
ring-forming Claisen; 


usually —OR of an ester ; 
Sections 22-12 to 22-14 


O 
product is a B- 
R? dicarbonyl compound 
RVR? Conjugate addition— 
also called the Michael reaction; 
Sections 22-18 and 22-19 


Essential Terms 


acetoacetic ester Alkylation or acylation of acetoacetic ester (ethyl acetoacetate), followed by hydrolysis and 
synthesis decarboxylation, to give substituted acetone derivatives. (p. 1210) 
aldol condensation An acid- or base-catalyzed conversion of two ketone or aldehyde molecules to a B-hydroxy ketone 
or aldehyde (called an aldol). Aldol condensations often take place with subsequent dehydration 
to give a,B-unsaturated ketones and aldehydes. (p. 1187) 


O OH 
| B 
R—C—CH,—R R=—C—CH—R. R= CH, —R’ 
Ht or ~OH | heat 
R—C—CH,—R’ ——_ R—C—CH— R’ ——> R—-C— 
| * |“ a | 

O O O + H,O 

ketone or aldehyde aldol product a ,8-unsaturated 
ketone or aldehyde 


—R’ 


crossed aldol An aldol condensation between two different ketones or aldehydes. (p. 1192) 
condensation: 
(continued ) 
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GUIDE TO ORGANIC REACTIONS IN 


CHAPTER 22 


Reactions covered in Chapter 22 are shown in red. Reactions covered in earlier chapters are shown in blue. 


Substitution Elimination | BOxidation/Reduction 


>| Nucleophilic Nucleophilic >| Basic conditions (E2) 


>| Oxidation 


> at sp’ C (S.1, 8,2) > at C=O (Nuc. Addn.) 
Ch 6, 10, 14, 22 Ch 9,10, 18, 22 


> at sp’ C (Nuc. Arom. Subst.) > at C=C (conjugate addn.) 
Ch 17, 19 Ch 22 

> at C=O (Nuc. Acyl Subst.) 
Ch 10,11, 20, 21, 22 Electrophilic 


> E2 dehydrohalogenation > epoxidation 
Ch7,9 Ch 8, 10, 14 

> tosylate elimination > oxidative cleavage 
Ch 11 Ch8,9, 11, 17,22 

> Hofmann elimination > oxygen functional groups 
Ch 19 Ch 11, 18, 19, 20 


Electrophilic r see i Aaa) Acidic conditions (E1) Reduction 


> at sp’ C (Elect. Arom. Subst.) > at C=C (Carbene Addn.) > El dehydrohalogenation > hydride reduction 
Ch 17, 19 Ch8 


Ch7 Ch 8,10; 11, V7, 18, 19; 20,21 
- . > dehydration of alcohols > hydrogenation 
Radical Radical Chil Ch 8, 9, 17, 18, 19 


. > metals 
> at sp® C (alkane halogenation) > at C=C (HBr + ROOR) ; . —____ 
Ch 4, 6, 16, 17 Ch8 Pericyclic (Cope elimination) Ch9, 17, 18, 19 


et 
> at sp’ C (Sandmeyer rxn) 
Ch 19 Pericyclic 


> Chi19 


Organometallic > cycloaddition (Diels-Alder) 
Ch 15 


> Gilman 
Ch 10, 17 Oxidation 

> Suzuki = 
Ch17 > epoxidation 

pe ack Ch 8, 10, 14 
Ch 17 


Reduction 


ee 
p> hydrogenation 
Ch:.8,'9;, 7,18; 19 


alpha (a) carbon atom The carbon atom next to a carbonyl group. The hydrogen atoms on the a carbon are called 
a hydrogens or a protons. (p. 1171) 


Replacement of a hydrogen atom at the a carbon atom by some other group. (p. 1171) 
The base-catalyzed conversion of two ester molecules to a B-keto ester. (p. 1198) 


ie 


R— cg OR 


alpha (a) substitution 
Claisen condensation 


RX ie it —R 
O 


ester enolate tetrahedral intermediate a f-keto ester 


crossed Claisen A Claisen condensation between two different esters or between a ketone and an ester. 
condensation: (p. 1202) 


condensation A reaction that bonds two or more molecules, often with the loss of a small molecule such as 


water or an alcohol. (p. 1172) 


conjugate addition 


attack at 6 carbon 


Dieckmann condensation 


enamine 


enol 
enolate ion 


enolizable hydrogen 


haloform reaction 


Hell-Volhard-—Zelinsky 
reaction 
malonic ester synthesis 


Michael addition 


Robinson annulation 


Stork reaction 
tautomerism 


tautomers: 
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(1,4-addition) An addition of a nucleophile to the 6 position of a conjugated double bond, such 
as that in an a,6-unsaturated ketone or ester. (p. 1213) 


protonation of enolate (enol) tautomerism 


A Claisen condensation that forms a ring. (p. 1201) 

A vinyl amine, usually generated by the acid-catalyzed reaction of a secondary amine with a 
ketone or an aldehyde. (p. 1178) 

A vinyl alcohol. Simple enols usually tautomerize to their keto forms. (p. 1173) 

The resonance-stabilized anion formed by deprotonating the carbon atom next to a carbonyl 
group. (p. 1173) 


enolate ion 


(a hydrogen) A hydrogen atom on a carbon adjacent to a carbonyl group. Such a hydrogen may 
be lost and regained through keto-enol tautomerism, losing its stereochemistry in the process. 
(p. 1174) 

The conversion of a methyl ketone to a carboxylate ion and a haloform (CHX3) by treatment 
with a halogen and base. The iodoform reaction uses iodine to give a precipitate of solid 
iodoform. (p. 1183) 

(HVZ reaction) Reaction of a carboxylic acid with Br and PBr3 to give an a-bromo acyl bromide, 
often hydrolyzed to an a-bromo acid. (p. 1186) 

Alkylation or acylation of malonic ester (diethyl malonate), followed by hydrolysis and 
decarboxylation, to give substituted acetic acids. (p. 1207) 

A 1,4-addition (conjugate addition) of a resonance-stabilized carbanion (the Michael donor) to 
a conjugated double bond such as an a,f8-unsaturated ketone or ester (the Michael acceptor). 
(p. 1214) 

Formation of a cyclohexenone ring by condensation of methyl vinyl ketone (MVK) or a substituted 
MVK derivative with a ketone. Robinson annulation proceeds by Michael addition to MVK, 
followed by an aldol condensation with dehydration. (p. 1217) 


H 


CH, Hey 
No 


H -OH 


| ae 
; ‘ (-H,0) 
aN O 
uf Yo 


Cc 


new cyclohexenone 
MVK (65%) 


Alkylation or acylation of a ketone or aldehyde using its enamine derivative as the nucleophile. 


Acidic hydrolysis regenerates the alkylated or acylated ketone or aldehyde. (p. 1180) 


An isomerism involving the migration of a proton and the corresponding movement of a double 


bond. An example is the keto—enol tautomerism of a ketone or aldehyde with its enol form. (p. 1173) 


The isomers related by a tautomerism. (p. 1173) 


H* or OH 
<< 


| 
\co—e— 
f | 


keto tautomer 
keto—enol tautomerism 


enol tautomer 
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Essential Problem-Solving Skills in Chapter 22 


This is a difficult chapter because condensations take on a wide variety of forms. You should try to understand the 
reactions and their mechanisms so you can generalize and predict related reactions. Work enough problems to get a 
feeling for the standard reactions (aldol, Claisen, Michael) and to gain confidence in working out new variations of the 
standard mechanisms. Make sure you can recognize and propose condensations that form new rings. 


Each 
1 


2 


skill is followed by problem numbers exemplifying that particular skill. 


Show how enols, enamines, and enolate ions act as nucleophiles. Give mechanisms 
for acid-catalyzed and base-catalyzed keto—enol tautomerisms. 


Problems 22-60, 61, 65, 70, and 76 


Show how alkylation and acylation of enamines and lithium enolates are used 
synthetically. Give mechanisms for these reactions. 


Problems 22-69, 70, 76, 77, and 78 


Give mechanisms for the acid-catalyzed and base-promoted alpha-halogenation of 
ketones. Explain why multiple halogenations are common with basic catalysis and 
give a mechanism for the haloform reaction. 


Problem 22-77 


Predict the products of aldol and crossed aldol reactions before and after dehydration 
of the products. Give mechanisms for the acid-catalyzed and base-catalyzed reactions. 
(Aldols are reversible, so be sure you can write these mechanisms backward as 
well.) Show how aldols are used to make 6-hydroxy carbonyl compounds and 

a, B-unsaturated carbonyl compounds. 


Problems 22-62, 64, 68, 69, 71, 74, 75, 
77, 80, 83, 84, and 85 


Problem-Solving Strategy: Proposing Reaction Mechanisms: Aldo! Condensation 


Problems 22-62, 64, 68, 77, 80, 83, 
and 84 


Predict the products of Claisen and crossed Claisen condensations, and propose 
mechanisms. Show how a Claisen condensation constructs the carbon skeleton of a 
target molecule. 


Problems 22-63, 64, 68, 69, 76, 
and 77 


Show how the malonic ester synthesis makes substituted acetic acids, and how the 
acetoacetic ester synthesis makes substituted acetones. Give mechanisms for these 
reactions. 


Problems 22-69, 72, 73, 74, 79, 
and 82 


Predict the products of conjugate (Michael) additions, and show how to use these 
reactions in syntheses. Show the general mechanism of the Robinson annulation, 
and use it to form cyclohexenone ring systems. 


Problems 22-67, 76, 77, 80, 81, 
and 85 


Problem-Solving Strategy: Proposing Reaction Mechanisms: Robinson Annulation 


Problems 22-67 and 77 


Study Problems 


22- 


60 For each molecule shown below, 
. indicate the most acidic hydrogens. 


draw the important resonance contributors of the anion that results from removal of the most acidic hydrogen. 


(a) COOH  (b)O (c) O 
rn TP 


(f) /SOOCHs (8) | 
Fo a CrK CH,—CH=CH—C—H CH,=CH—CH,—C—H 


O 


(d) on 


(h) 1 
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22-61 1. Rank the following compounds in order of increasing acidity. 
2. Indicate which compounds would be more than 99% deprotonated by a solution of sodium ethoxide in ethanol. 


a oO | (c) O (d) om 
Cc 
oe O a 
O 
(e) on (f) oe (g) O 


“OCH 


22-62 — Predict the products of the following aldol condensations. Show the products both before and after dehydration. 


@ we 0 (b) 
~\ HH | OH- 
HC xc C—C—H ~ a4 
H,C Oo 
O 
(c) O (d) 
| OH- | I OH- 
2Ph—CH,CHO + H,C—C—CH, ——> Ph—C—CH, + C—H > 


(e) O O i (f) O 
4 ON CHO OF," OHS 
tr O 


22-63 Predict the products of the following Claisen condensations. 


@ HC _ _ ®) COOCH; OCH, 
HC a och; —— CH,OH 
awe, 3 CH,OH 
HC 5 
(c) O 
| | -OCH, 
H,;C— C— CH,CH,CH,CH,C —OCH,CH, “CH,OH (Dieckmann) 
H, , 
(d) O (e) cc. ~ocH, NaOCH, 
cei CH,OH 
| ll NaOCH, i, i CH, 3 
+ CH,O—C—C—OCH, “CH,OH 


22-64 Propose mechanisms for the reactions shown in Problems 22-62 parts (a) and (b) and 22-63 parts (a) and (b). 
22-65 Pentane-2,4-dione (acetylacetone) exists as a tautomeric mixture of 8% keto and 92% enol forms. Draw the stable enol 
tautomer, and explain its unusual stability. 


1 
CH,—C—CH,—C—CH, 


acetylacetone 


22-66 (a) Rank these compounds in order of increasing acid strength. 


O O 
O. O O. O O O 
F,C ie? ets i 
2 O OL LO 
A B Cc D 


(continued ) 
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(b) Rank these compounds in order of increasing enol content. In each case, draw the most stable enol. 
O 
E F G O H 
22-67 Show how you would use the Robinson annulation to synthesize the following compounds. 


(a) —_ : (b) : ; : } (c) 
Ph O O 
O 


22-68 = Show how you would use an aldol, Claisen, or another type of condensation to make each compound. 


(a) Cee 2 (b) CLD? (©) oO 
. Oe 
ba EtOOC cH, 
d) 0 0 
CH, 


(e) O (f) O O 
H3C 
22-69 Predict the products of the following reactions. 
. cas + Bry in acetic acid (b) 1-phenylethanol + excess I, in base 
(d) 
| fe) 
() LDA ye 
H ~OH 
(2) CH,CH,CH,Br- O + —- 
os ® 9 © 
N C 
ocu, (1) NaOCH, : 
SS () H,C=CH—CHDBr : (2) CH,CH,CH,CH,Br 
(2) H, ot 
duct fi f) Be decarboxylati a 
Ve uct from part (f) a (decarboxylation) I | (1) NaOCH, 
CH,CH,—C—CH,— C— OCH, @) CHI 


(3) H, Ot, heat 


i) O 
| | (1) NaOCH,CH, 
—____——> 
CH,—C—CH,—C—OCH,CH, + ©) H,0*, heat 


22-70 Predict the products of these reaction sequences. 


(a) LDA 27 Br 


> 


O 
(b) LDA APs H;0* 
> > > 
0 


(c) LDA a H,0* 


———>=> 


22-71 


22-72 


22-73 


*22-74 


*22-75 


*22-76 
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Show how you would accomplish the following conversions in good yields. You may use any necessary reagents. 


(a) CH, O CH, O (b) COOH COOH 
| \ | : Br 
CH) —C—C— CH, — CH, —C—C—CH,Br 


CH, CH, 
(c) CH, O CH, O (d) O 
CH,—C Hl CH, > CH,—C u O- Ph i H > Ph—CH=CH—CH, 
Gu, du, 


CH 
f) O O : 

“Dhoom * ef 
O CHO O CoC... _ 3 es 
(Hint: aldol) CH \ | 


Show how you would use the malonic ester synthesis to make the following compounds. 


(a) 1 (b) COOH (c) 1 


Show how you would use the acetoacetic ester synthesis to make the following compounds. 


(a) ° (b) ° *@© O 
ee CH, [ -c-cn, 
of CH,CH, CH, 


(Hint: Consider using heptane-2,6-dione as an intermediate.) 
The following compounds can be synthesized by aldol condensations, followed by further reactions. (In each case, work 
backward from the target molecule to an aldol product, and show what compounds are needed for the condensation.) 


(a) a (b) O © 09 Ph 
Ph—CH,—CH,—CH—Ph ] Os 
_C—Ph 
Ci 
CH; ee 2 
©) 


The Knoevenagel condensation is a special case of the aldol condensation in which an active methylene compound reacts 
with an aldehyde or ketone, in the presence of a secondary amine as a basic catalyst, to produce a new C=C. Show the 
starting materials that made each of these by a Knoevenagel condensation. 


(a) Ph (b) (c) EtOOC.~_- COOEt 
O | O | O H 
é ‘i \_! 


Predict the products from this sequence of reactions. 


O 
NC CN CH3CH>)> CuLi CH3I 
O - XY. sap (CH3 eg La) 


\\ } base (no workup) 
heat, -H2O 
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22-77 


22-78 


*22-79 


*22-80 


*22-81 
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Propose mechanisms for the following reactions. 


(a) fe) ae O (b) O O 1 
+ PhCHO —> oO : Cc 
| OCH, “ph 
CHPh +  Ph—C—OCH, > 
(c) OCH, OCH, 


O 
| -OH 
+ H,C=CH—C—CH,CH, —> yo 
fe) 


"CO a CO, 
@) HOF” CH,Br 
Serena 


Write equations showing the expected products of the following enamine alkylation and acylation reactions. Then give the 
final products expected after hydrolysis of the iminium salts. 

(a) pyrrolidine enamine of pentan-3-one + allyl chloride 

(b) pyrrolidine enamine of acetophenone + butanoyl chloride 

(c) piperidine enamine of cyclopentanone + methyl iodide 

(d) piperidine enamine of cyclopentanone + methyl vinyl ketone 


Show how you would accomplish 2 following multistep a ae ie may use any oe reagents you need. 


(a) 


dimethyl] adipate 
and allyl bromide 


Many of the condensations we have studied are reversible. The reverse reactions are often given the prefix retro-, the Latin 
word meaning “backward.” Propose mechanisms to account for the following reactions. 


(a) O (b) 


O fe) 
O 
CH; H* I CH; yt 
=—._ CH;—C— (CH); —CHO CH, ~ —= 
OH OH CH. 


(retro-aldol) (retro-aldol and further condensation) 


(d) CH3 
oH, OH _-OCH, | 
+ H,C= CH—CN CH,OH” OH 
COOCH, 


ve Michael) 


(retro-aldol and crossed re 


(A true story.) Chemistry lab students added an excess of ethylmagnesium bromide to methyl furoate, expecting the 
Grignard reagent to add twice and form the tertiary alcohol. After water workup, they found that the product was a mixture 
of two compounds. One was the expected product having two ethyl groups, but the unexpected product had added three 
ethyl groups. Propose a mechanism to explain the formation of the unexpected product. 


O OH 


excess 
O CH,CH)MgBr O 7 CH3CH 
\ | OCH; ether \ | CH3CH3 CH CH; 
CH,CH, CH,CH, 


methyl furoate expected unexpected 


Study Problems 1231 


22-82 Propose a mechanism for the following reaction. Show the structure of the compound that results from hydrolysis and 
decarboxylation of the product. 


CHO CH=C(COOCH,CH,), 
NaOCH,CH, H,0*,A 
+ CH,(COOCH,CH,), ————> —Thydtolysia,; 
decarboxylation 


benzaldehyde malonic ester 


22-83 A reaction involved in the metabolism of sugars is the splitting of fructose-1,6-diphosphate to give glyceraldehyde- 
3-phosphate and dihydroxyacetone phosphate. In the living system, this retro-aldol is catalyzed by an enzyme called 
aldolase; however, it can also be catalyzed by a mild base. Propose a mechanism for the base-catalyzed reaction. 


C=O O- 
C=O O | 
CH,OH 
HO—C—H siaenene ae dihydroxyacetone phosphate 
a 
H—C—OH ee 
Oe JH 
H=C—OH ? l 
CH, —O—P—O- a iss | 
O- CH,—O a =0> 
fructose-1,6-diphosphate OF 


glyceraldehyde-3-phosphate 


22-84 — Biochemists studying the structure of collagen (a fibrous protein in connective tissue) found cross-links containing 
a,B-unsaturated aldehydes between protein chains. Show the structures of the side chains that react to form these cross- 
links, and propose a mechanism for their formation in a weakly acidic solution. 


3 3 
ia iad | =H 
i ak i i a eS 
O=C C=O 

3 3 
protein chain protein chain 


*22-85 Show reaction sequences (not detailed mechanisms) that explain these transformations: 


O 
(a) O O (1) NaOEt 
CH,O + ek he @H 
OEt 
COOH 


(b) O ‘s eHeOSE (1) NaOEt 
ZA af De (2) H,O* 


Carbohydrates and Nucleic Acids 


Goals for Chapter 23 


1 Draw and identify the structures 
of glucose, its anomers, and its 
epimers, both as Fischer projections 
and as chair conformations. 


2 Correctly name monosaccharides 
and disaccharides, and draw their 
structures from their names. 


3 Predict the reactions of 
carbohydrates in acidic and basic 
solutions, and with oxidizing 

and reducing agents. Predict the 
reactions that convert their hydroxy 
groups to ethers or esters, and their 
carbonyl groups to acetals. 


4 Draw the common types of 
glycosidic linkages, and identify 
these linkages in disaccharides and 
polysaccharides. 


5 Recognize the structures of DNA H 


and RNA, and draw the structures 
of the common ribonucleotides and 
deoxyribonucleotides. 


HO 


N-acetyl-D-galactosamine D-galactose 


A Biochemists have found that cells in organisms recognize other cells by the pattern of sugar 
polymers (polysaccharides) on their surfaces. White blood cells identify foreign cells as pathogens 
if the polysaccharide sequences on the foreign cell surface do not match the usual sequences for 
that organism. Red blood cells also have patterns of sugar polymers that identify them as specific 
blood types. Type A blood cells have N-acetyl-b-galactosamine at the end of the sequence and 
Type B blood cells have p-galactose at the end. Type AB blood cells have both sequences, and 
Type O blood cells have neither. 


23-1 Introduction 


Carbohydrates are the most abundant organic compounds in nature. Nearly all plants 
and animals synthesize and metabolize carbohydrates, using them to store energy and 
deliver it to their cells. Plants synthesize carbohydrates through photosynthesis, a com- 
plex series of reactions that use sunlight as the energy source to convert carbon dioxide 
and water into glucose and oxygen. Many molecules of glucose can be linked together 
to form either starch for energy storage or cellulose to support the plant. 

6CO, + 6H,O 2s 6 O, + Co6H).06 ——=» starch, cellulose + HO 


glucose 
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23-2 Classification of Carbohydrates 


Most living organisms oxidize glucose to carbon dioxide and water to provide the 
energy needed by their cells. Plants can retrieve the glucose units from starch when 
needed. In effect, starch is a plant’s storage unit for solar energy for later use. Animals 
can also store glucose energy by linking many molecules together to form glycogen, 
another form of starch. Cellulose makes up the cell walls of plants and forms their struc- 
tural framework. Cellulose is the major component of wood, a strong yet supple material 
that supports the great weight of the oak, yet allows the willow to bend with the wind. 

Almost every aspect of human life involves carbohydrates in one form or another. 
Like other animals, we use the energy content of carbohydrates in our food to produce 
and store energy in our cells. In cells, they commonly form links to proteins and lipids 
to make glycoproteins and glycolipids, which serve important functions in the immune 
system, in hormones, and in cell membranes. Clothing is made from cotton and linen, 
two forms of cellulose. Other fabrics are made by manipulating cellulose to convert it 
to the semisynthetic fibers rayon and cellulose acetate. In the form of wood, we use 
cellulose to construct our houses and as a fuel to heat them. If you have a hard copy of 
this book, then this page is also made from cellulose. 

Carbohydrate chemistry is one of the most interesting areas of organic chemistry. 
Many chemists are employed by companies that use carbohydrates to make foods, 
building materials, and other consumer products. All biologists must understand car- 
bohydrates, which play pivotal roles throughout the plant and animal kingdoms. At 
first glance, the structures and reactions of carbohydrates may seem complicated. We 
will learn how these structures and reactions are consistent and predictable, however, 
and we can study carbohydrates as easily as we study the simplest organic compounds. 


23-2 Classification of Carbohydrates 


Sugars have been known from antiquity for their sweet taste. We use the word sugar as 
a generic term for low-molecular-weight carbohydrates (monosaccharides and disaccha- 
rides), especially those that are found in foods. The term carbohydrate arose because most 
sugars have molecular formulas C,,(H,O),,, suggesting that carbon atoms are combined 
in some way with water. In fact, the empirical formula of most simple sugars is C(H,O). 
Chemists named these compounds “hydrates of carbon” or “carbohydrates” because of 
these molecular formulas. Our modern definition of carbohydrates includes polyhydroxy- 
aldehydes, polyhydroxyketones, and compounds that are easily hydrolyzed to them. 

Monosaccharides, or simple sugars, are carbohydrates that cannot be hydrolyzed 
to simpler compounds. Figure 23-1 shows Fischer projections of the monosaccharides 
glucose and fructose. Glucose is a polyhydroxyaldehyde, and fructose is a polyhydroxy 
ketone. Polyhydroxyaldehydes are called aldoses (ald- is for aldehyde and -ose is the 
suffix for a sugar), and polyhydroxyketones are called ketoses (ket- for ketone, and 
-ose for sugar). 

We have used Fischer projections to draw the structures of glucose and fructose 
because Fischer projections conveniently show the stereochemistry at all the asym- 
metric carbon atoms. The Fischer projection was originally developed by Emil Fischer, 
a carbohydrate chemist who received the Nobel Prize for his proof of the structure of 
glucose. Fischer developed this shorthand notation for drawing and comparing sugar 
structures quickly and easily. We will use Fischer projections extensively in our work 
with carbohydrates, so you may want to review them (Section 5-10) and make models 
of the structures in Figure 23-1 to review the stereochemistry implied by these struc- 
tures. In aldoses, the aldehyde carbon is the most highly oxidized (and numbered 1 in 
the IUPAC name), so it is always at the top of the Fischer projection. In ketoses, the 
carbonyl] group is usually the second carbon from the top. 


PROBLEM 23-1 


Draw the mirror images of arabinose and erythrose. Are arabinose and erythrose chiral? Do 
you expect them to be optically active? 


PROBLEM-SOLVING HINT 


The Fischer projection represents 
each asymmetric carbon atom by 
a cross, with the horizontal bonds 
projecting toward the viewer and 
the vertical bonds projecting away. 
The carbon chain is arranged along 
the vertical bonds, with the most 
oxidized end (or carbon #1 in the 
IUPAC name) at the top. 


CHO 


CHO 


u-f-on = H=C%0H 


CH,OH CH,OH 
For more than one asymmetric 
carbon atom, the Fischer projection 
represents a totally eclipsed 
conformation. This is not the most 
stable conformation, but it’s usually 
the most symmetric conformation, 
which is most helpful for comparing 
stereochemistry. 
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FIGURE 23-1 Fischer projections CHO CHO CH,0H CH,OH 

of sugars. Glucose and fructose are 7 

monosaccharides. Glucose is an aldose ee H-— 0H C=O C=O 

(a sugar with an aldehyde group), and nee z | 

fructose is a ketose (a sugar with a HO- 7 —H or HO H HO 5 —H r HO H 

ketone group). Carbohydrate structures HCO H OH ie C= 0H H OH 

are commonly drawn using Fischer | | 

projections. H=>C—~OH H—;— OH H=>C—OH H—+— OH 
CH,OH CH,OH CH,OH CH,OH 


glucose fructose 


A disaccharide is a sugar that can be hydrolyzed to two monosaccharides. For 
example, sucrose (“table sugar”) is a disaccharide that can be hydrolyzed to one mol- 
ecule of glucose and one molecule of fructose. 


+ 


1 sucrose 1 glucose + _ 1 fructose 


heat 
Both monosaccharides and disaccharides are highly soluble in water, and most have 
the characteristic sweet taste we associate with sugars. 

Polysaccharides are carbohydrates that can be hydrolyzed to many monosaccha- 
ride units. Polysaccharides are naturally occurring polymers (biopolymers) of carbo- 
hydrates. They include starch and cellulose, both biopolymers of glucose. Starch is a 
polysaccharide whose carbohydrate units are easily added to store energy or removed 
to provide energy to cells. The polysaccharide cellulose is a major structural component 
of plants. Hydrolysis of either starch or cellulose gives many molecules of glucose. 


H,0+ 
starch ar over 1000 glucose molecules 
cal 
cellulose ——3——-+ over 1000 glucose molecules 


eat 


To understand the chemistry of these more complex carbohydrates, we must first 
learn the principles of carbohydrate structure and reactions, using the simplest mono- 
saccharides as examples. Then we will apply these principles to more complex disac- 
charides and polysaccharides. The chemistry of carbohydrates applies the chemistry 
of alcohols, aldehydes, and ketones to these polyfunctional compounds. In general, the 
chemistry of biomolecules can be predicted by applying the chemistry of simple organic 
molecules with similar functional groups. 


23-3 Monosaccharides 


23-3A Classification of Monosaccharides 


Most sugars have their own specific common names, such as glucose, fructose, galac- 
tose, and mannose. These names are not systematic, although there are simple ways to 
remember the common structures. We simplify the study of monosaccharides by grouping 
similar structures together. Three criteria guide the classification of monosaccharides: 


1. The number of carbon atoms in the carbon chain 
2. Whether the sugar contains a ketone or an aldehyde group 
3. The stereochemical configuration of the asymmetric carbon atom farthest from 


the carbonyl group 


As we have seen, sugars with aldehyde groups are called aldoses, and those with 
ketone groups are called ketoses. The number of carbon atoms in the sugar generally 
ranges from three to seven, designated by the terms friose (three carbons), tetrose (four 
carbons), pentose (five carbons), hexose (six carbons), and heptose (seven carbons). 


Terms describing monosaccharides often reflect these first two criteria. For example, 
glucose has an aldehyde and contains six carbon atoms, so it is an aldohexose. Fructose 
also contains six carbon atoms, but it is a ketone, so it is called a ketohexose. Most 
ketoses have the ketone on C2, the second carbon atom of the chain. The most common 
naturally occurring monosaccharides are aldohexoses and aldopentoses. 


CHO '\CH,OH 

2CHOH 2c=0 

;CHOH CHO ‘CHO '\CH,OH 

‘CHOH HOH 40H 2C=0 

SCHOH scHOH HOH HOH 

°CH,OH °CH,OH 4CH,OH 4CH,OH 
an aldohexose a ketohexose an aldotetrose a ketotetrose 


( PROBLEM 23-2 


(a) How many asymmetric carbon atoms are there in an aldotetrose? Draw all the 
aldotetrose stereoisomers. 

(b) How many asymmetric carbons are there in a ketotetrose? Draw all the ketotetrose 
stereoisomers. 

(c) How many asymmetric carbons and stereoisomers are there for an aldohexose? For a 
ketohexose? 


{ PROBLEM 23-3 


(a) There is only one ketotriose, called dihydroxyacetone. Draw its structure. 
(b) There is only one aldotriose, called glyceraldehyde. Draw the two enantiomers of 
glyceraldehyde. 


23-3B The D and Configurations of Sugars 


Around 1880-1900, carbohydrate chemists made great strides in determining the structures 
of natural and synthetic sugars. They found ways to build larger sugars out of smaller 
ones, adding a carbon atom to convert a tetrose to a pentose and a pentose to a hexose. 
The opposite conversion, removing one carbon atom at a time (called a degradation), was 
also developed. A degradation could convert a hexose to a pentose, a pentose to a tetrose, 
and a tetrose to a triose. There is only one aldotriose, glyceraldehyde. 

These chemists noticed they could start with any of the naturally occurring sugars, 
and degradation to glyceraldehyde always gave the dextrorotatory (+) enantiomer of 
glyceraldehyde. Some synthetic sugars, on the other hand, degraded to the levorotatory (—) 
enantiomer of glyceraldehyde. Carbohydrate chemists started using the Fischer—Rosanoff 
convention, which uses a D to designate the sugars that degrade to (+)-glyceraldehyde and 
an L for those that degrade to (—)-glyceraldehyde. Although these chemists did not know 
the absolute configurations of any of these sugars, the D and L relative configurations were 
useful to distinguish the naturally occurring D sugars from their unnatural L enantiomers. 

We now know the absolute configurations of (+)- and (—)-glyceraldehyde. These 
structures serve as the configurational standards for all monosaccharides. 


CHO CHO 
H=C—=0H HO=C—=H 
CH,OH CH,OH 


(+ )-glyceraldehyde (- )-glyceraldehyde 
D series of sugars L series of sugars 
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PROBLEM-SOLVING HINT 


Most naturally occurring sugars 
are of the p series, with the OH 


group of the bottom asymmetric 
carbon on the right in the Fischer 
projection. 
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CHO 


H=C—0OH 
HO—C—H 
H—C— OH 
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CO>4 


degrade CHO CO, A 
pais aes 2 


| 
HO—C—H degrade CHO 


——— 


) : CO,4 
H—C—OH H—C—OH degrade CHO 


| | pg | 


H—C—O0H 


CH,OH 


D-(+)-glucose 


H—C—OH H—C—OH H—C—OH 
| | 
CH,OH CH,OH CH,OH 


D-(—)-arabinose p-(—)-erythrose b-(+)-glyceraldehyde 


FIGURE 23-2 Degradation to glyceraldehyde. Degradation of an aldose removes the aldehyde carbon atom to 
give a smaller sugar. Sugars of the D series give (+)-glyceraldehyde on degradation to the triose. Therefore, the OH 
group of the bottom asymmetric carbon atom of the D sugars must be on the right in the Fischer projection. 


CHO 
HO ta 


CHO 


uton 


Figure 23-2 shows that degradation (covered in Section 23-10) removes the 
aldehyde carbon atom, and it is the bottom asymmetric carbon in the Fischer projection 
(the asymmetric carbon farthest removed from the carbonyl! group) that determines 
which enantiomer of glyceraldehyde is formed by successive degradations. 

We now know that the (+) enantiomer of glyceraldehyde has its OH group on 
the right in the Fischer projection, as shown in Figure 23-2. Therefore, sugars of the 
D series have the OH group of the bottom asymmetric carbon on the right in the Fischer 
projection. Sugars of the L series have the OH group of the bottom asymmetric carbon 
on the left. In the following examples, notice that the D or L configuration is determined 
by the bottom asymmetric carbon, and the enantiomer of a D sugar is always an L sugar. 


ae ane CHO CHO 
C=O 


non 


O=C H 


Hon 


HO H H OH 


H—-{-OH 
| 
CH,OH 


b-threose 


HO-+-H 
| 
CH,OH 


L-threose 


H-+-OH 
| 
CH,OH 


b-ribulose 


HO—-{-H 
| 
CH,OH 


L-ribulose 


H—+-OH HO-+-H 
| | 


CH,OH CH,OH 


b-xylose L-xylose 


As mentioned earlier, most naturally occurring sugars have the D configuration, and 
most members of the D family of aldoses (up through six carbon atoms) are found in 
nature. Figure 23-3 shows the pD family of aldoses. Notice that the D or L configuration 
does not tell us which way a sugar rotates the plane of polarized light. This must be deter- 
mined by experiment. Some D sugars have (+) rotations, and others have (—) rotations. 

On paper, the family tree of D aldoses (Figure 23-3) can be generated by start- 
ing with D-(+)-glyceraldehyde and adding another carbon at the top to generate two 
aldotetroses: erythrose with the OH group of the new asymmetric carbon on the right, 
and threose with the new OH group on the left. Adding another carbon to these aldo- 
tetroses gives four aldopentoses, and adding a sixth carbon gives eight aldohexoses.* 
In Section 23-11, we describe the Kiliani—Fischer synthesis, which actually adds a 
carbon atom and generates the pairs of elongated sugars just as we have drawn them 
in this family tree. 

At the time the D and L system of relative configurations was introduced, chemists 
could not determine the absolute configurations of chiral compounds. They decided to 


*Drawn in this order, the names of the four aldopentoses (ribose, arabinose, xylose, and lyxose) are remem- 
bered by the mnemonic “Ribs are extra lean.’ The mnemonic for the eight aldohexoses (allose, altrose, 
glucose, mannose, gulose, idose, galactose, and talose) is “Al/ altruists gladly make gum in gallon tanks.” 
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CHO 
H—+ OH 
CH,OH 
p-(+)-glyceraldehyde 
CHO CHO 
H OH HO H 
CH,OH CH,OH 
b-(-)-erythrose p-(—)-threose 
CHO CHO CHO CHO 
H—— 0H HO H H OH HO—— H 
- H-+-OH 4 r OH + HO H 4 -HO-+—-H 5 
H—+- 0H H—+ OH H—+ OH H—- 0H 
CH,OH CH,OH CH,OH CH,OH 

y  v-(-)-ribose y y D-(—)-arabinose y p-(+)-xylose y yY p-(-)-lyxose y 

CHO CHO CHO CHO CHO CHO CHO CHO 
H—— OH HO—— H H—— OH HO—— H H OH HO——H H—-W— OH HO——H 
H—W— OH H——0OH HO—— H HO——H H OH H—— OH HO—— H HO——H 
H—— 0H H—— OH H—— OH H—— OH HO H HO—— H HO—— H HO——H 
H—— OH H—— OH H—— OH H—— OH H—+ 0H H—— OH H—— OH H—— OH 

CH,OH CH,OH CH,OH CH,OH CH,OH CH,OH CH,OH CH,OH 
p-(+)-allose p-(+)-altrose p-(+)-glucose p-(+)-mannose __ D-(—)-gulose p-(—)-idose D-(+)-galactose —_D-(+)-talose 

FIGURE 23-3 Theo family of aldoses. All of these sugars occur naturally except for threose, lyxose, allose, and gulose. 


draw the D series with the glyceraldehyde OH group on the right, and the L series with 
it on the left. This guess later proved to be correct, so it was not necessary to revise all 


the old structures. 


PROBLEM 23-4 


Draw and name the enantiomers of the sugars shown in Figure 23-2. Give the relative con- 
figuration (D or L) and the sign of the rotation in each case. 


PROBLEM 23-5 


Which configuration (R or S) does the bottom asymmetric carbon have for the D series of 
sugars? Which configuration for the L series? 


23-3C Epimers 

Many common sugars are closely related, differing only by the stereochemistry at 
a single carbon atom. For example, glucose and mannose differ only at C2, the first 
asymmetric carbon atom. Sugars that differ only by the stereochemistry at a single 
carbon are called epimers, and the carbon atom where they differ is generally stated. 
If the number of a carbon atom is not specified, it is assumed to be C2. Therefore, 
glucose and mannose are “C2 epimers” or simply “epimers.” The C4 epimer of glu- 
cose is galactose, and the C2 epimer of erythrose is threose. These relationships are 
shown in Figure 23-4. 


PROBLEM-SOLVING HINT 


Use of the terms erythro and threo 
The diastereomers of compounds 

with two adjacent chiral carbons 

are often called erythro and threo, 

based on the structures of erythrose 

and threose. A diastereomer is called 

erythro if its Fischer projection shows 

similar groups on the same side 

of the molecule. It is called threo 

if similar groups are on opposite 

sides of the Fischer projection. If the 


molecule is symmetric, such that one 
of the diastereomers is meso, then 
the terms meso and (d,/) are used in 
preference to erythro and threo. 


CH, CH, 


H—— Cl H— 
H——OH HO——H 


CH; 


threo 


CH3 
erythro 
3-chlorobutan-2-ol 


1238 CHAPTER 23. Carbohydrates and Nucleic Acids 


‘CHO @ieseaee, CHO 'CHO 
HO=|-u HOH H>—08 
HOH HOH. 4 tigen HOH "CHO peti “CHO 
H-|-OH H-|-OH HO---H H~|-OH HO=-H 
H=|-0 H-|—-0n HOH H-}-OH HO 
°CH,OH °CH,OH °CH,OH *CH,OH *CH,OH 
D-mannose p-glucose p-galactose D-erythrose D-threose 


FIGURE 23-4 _ Epimers are sugars that differ only by the stereochemistry at a single asymmetric carbon atom. If 
the number of the carbon atom is not specified, it is assumed to be C2. 


( PROBLEM 23-6 


(a) Draw p-allose, the C3 epimer of glucose. 

(b) Draw p-talose, the C2 epimer of D-galactose. 

(c) Draw p-idose, the C3 epimer of D-talose. Now compare your answers with Figure 23-3. 

(d) Draw the C4 “epimer” of D-xylose. Notice that this “epimer” is actually an L-series 
sugar, and we have seen its enantiomer. Give the correct name for this L-series sugar. 


23-4 Cyclic Structures of Monosaccharides 


Most carbohydrates exist primarily as cyclic acetals or hemiacetals. These functional 
groups are made particularly stable because of the sizes and shapes of the cyclic 
carbohydrate structures. 


CyclicHemiacetals In Chapter 18, we saw that an aldehyde reacts with one molecule 
of an alcohol to give a hemiacetal, and with a second molecule of the alcohol to 
give an acetal. The hemiacetal is not as stable as the acetal, and most hemiacetals 
decompose spontaneously to the aldehyde and the alcohol. Therefore, hemiacetals 
are rarely isolated. 


MECHANISM 23-1 Formation of a Cyclic Hemiacetal 


Step 1: Protonation of the carbonyl. Step 2: The OH group adds as a nucleophile. 


6-hydroxyaldehyde 


Step 3: Deprotonation gives a cyclic hemiacetal. 


derived from 
the OH group 


+ OF 


H 
:O—H \ derived from 
+ the CHO group 


cyclic hemiacetal 


23-4 Cyclic Structures of Monosaccharides 


If the aldehyde group and the hydroxy group are part of the same molecule, a cyclic 
hemiacetal results. Cyclic hemiacetals are particularly stable if they result in five- or 
six-membered rings. In fact, five- and six-membered cyclic hemiacetals are often more 
stable than their open-chain forms. 


The Cyclic Hemiacetal Form of Glucose Aldoses contain an aldehyde group and sev- 
eral hydroxy groups. The solid, crystalline form of an aldose is normally a cyclic 
hemiacetal. In solution, the aldose exists as an equilibrium mixture of the cyclic hemi- 
acetal and the open-chain form. For most sugars, the equilibrium favors the cyclic 
hemiacetal. 

Aldohexoses such as glucose can form cyclic hemiacetals containing either five- 
membered or six-membered rings. For most common aldohexoses, the equilibrium favors 
six-membered rings with a hemiacetal linkage between the aldehyde carbon and the 
hydroxy group on C5. Figure 23-5 shows formation of the cyclic hemiacetal of glucose. 
Notice that the hemiacetal has a new asymmetric carbon atom at C1. Figure 23-5 shows 
both possibilities at C1: The hydroxy group can be directed upward in the equatorial posi- 
tion, or it can be directed downward in the axial position. We discuss the stereochemistry 
at C1 in more detail in Section 23-5. 

The cyclic structure is often drawn initially in the Haworth projection, which 
depicts the ring as being flat (of course, it is not). The Haworth projection is widely used 
in biology texts, but most chemists prefer to use the more realistic chair conformation. 
Figure 23-5 shows the cyclic form of glucose both as a Haworth projection and as a 
chair conformation. 


Drawing Cyclic Monosaccharides Cyclic hemiacetal structures may seem compli- 
cated at first glance, but they can be drawn and recognized by following the process 
illustrated in Figure 23-5. 


1. Mentally lay the Fischer projection on its right side. The groups that were on the 
right in the Fischer projection are down in the cyclic structure, and the groups 
that were on the left are up. 

2. C5 and C6 curl back away from you. The C4— C5 bond must be rotated so that 
the C5 hydroxy group can form a part of the ring. For a sugar of the D series, this 
rotation puts the terminal —-CH,OH (C6 in glucose) upward. 
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CH,OH 


Fischer projection 


C1 is the only carbon atom 
bonded to 2 oxygens. 


6 
CH,OH 
O OH 
H 1 
OH H 
3 2H 
H OH 


Haworth projection 
(OH on Cl up) 


chair conformation (all substituents equatorial) chair conformation (OH on Cl axial) 


FIGURE 23-5 Glucose exists almost entirely as its cyclic hemiacetal form. 
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3. Close the ring, and draw the result. Always draw the Haworth projection or chair 
conformation with the oxygen at the back, right-hand corner, with C1 at the far 
right. C1 is easily identified because it is the hemiacetal carbon—the only carbon 
bonded to two oxygens. The hydroxy group on Cl can be either up or down, as 
discussed in Section 23-5. 


Chair conformations can be drawn by recognizing the differences between the sugar 
in question and glucose. The following procedure is useful for drawing D-aldohexoses. 


1. Draw the chair conformation puckered, as shown in Figure 23-5. The hemiacetal 
carbon (C1) is drawn at the far right (as the footrest), and the ring oxygen is at 
the back right corner. 

2. Glucose has its substituents on alternating sides of the ring. In drawing the chair 
conformation, just put all the ring substituents in equatorial positions. 

3. To draw or recognize other common sugars, notice how they differ from glucose, 
and make the appropriate changes. 


a > 
PROBLEM-SOLVING HINT SOLVED PROBLEM 23-1 
Learn to draw glucose, both in Draw the cyclic hemiacetal forms of D-mannose and b-galactose both as chair conformations 
the Fischer projection and in the and as Haworth projections. Mannose is the C2 epimer of glucose, and galactose is the C4 


chair conformation (all substituents epimer of glucose. 
equatorial). Draw other pyranoses 
by noticing the differences from 
glucose and changing the glucose 
structure as needed. 


SOLUTION 

The chair conformations are easier to draw, so we will do them first. Draw the rings exactly 

as we did for glucose in Figure 23-5. Number the carbon atoms, starting with the hemiacetal 

carbon. Mannose is the C2 epimer of glucose, so the substituent on C2 is axial, while all the 
Remember the epimers of glucose others are equatorial as in glucose. Galactose is the C4 epimer of glucose, so its substituent 

(C2: mannose; C3: allose; and on C4 is axial. 

C4: galactose). To recognize other 

sugars, look for axial substituents 


OH| 6 
where they differ from glucose. C4 A CH,OH O 
Ty 
Ho0.\ H a OH 
3 OH ! 
H 
D-mannose D-galactose 
PROBLEM-SOLVING HINT The simplest way to draw Haworth structures for these two sugars is to draw the chair 
conformations and then draw the flat rings with the same substituents in the up and down 

Groups on the right in the Fischer positions. For practice, however, let’s lay down the Fischer projection for galactose. You 


projection are down in the usual should follow along with your molecular models. 
cyclic structure, and groups that 


1. Lay down the Fischer projection: right — down and left — up. 
were on the left in the Fischer 


projection are up. 1CHO 
Hon 
HOH 
vot * 
H-oH 
°CH,OH 


D-galactose 


(continued ) 
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2. Rotate the C4——CS bond to put the CS — OH in place. (For a D sugar, the —CH,OH 
goes up.) 


Hs, CH,OH 
5 5 
HO (60.01 6 HO an OH e 
4 ioe —> 4 
H OH H H H OH H H 
3 2 3 2 
OH OH 


3. Close the ring, and draw the final hemiacetal. The hydroxy group on C1 can be either 
up or down, as discussed in Section 23-5. Sometimes this ambiguous stereochemistry 
is symbolized by a wavy line. 


equivocal 
CH,OH CH,OH CH,OH 
0 OH 0 H e) OH 
HO H J HO H % / HO H a 
oe or “4 or c 
H OH H H H OH H OH H OH H H 
H OH H OH H OH 
\ e. 


{ PROBLEM 23-7 


Draw the Haworth projection for the cyclic structure of D-mannose by laying down the 
Fischer projection. 
XS 


{ PROBLEM 23-8 


Allose is the C3 epimer of glucose. Draw the cyclic hemiacetal form of D-allose, first in the 
chair conformation and then in the Haworth projection. 


The Five-Membered Cyclic Hemiacetal Form of Fructose Not all sugars exist as 
six-membered rings in their hemiacetal forms. Many aldopentoses and ketohexoses 
form five-membered rings. The five-membered hemiacetal ring of fructose is shown 
in Figure 23-6. This cyclic hemiacetal of a ketone is more specifically called a 
hemiketal.* Five-membered rings are not puckered as much as six-membered rings, 
so they are usually depicted as flat Haworth projections. The five-membered ring is 


'CH,OH 
2c=6 H Ht 
| HO —°CH OG = HOCH an OH 
HO+-H 4 PON ZS ae 

4 — 5KH HOLS —= Ka Hof 
H—— OH He 3 'CH,OH H4 3) 'CH,OH 
H-- on OH OH H 

protonated cyclic form 

°CH,OH 

p-fructose 


cyclic form 


FIGURE 23-6 _ Fructose forms a five-membered cyclic hemiketal.* Five-membered rings are usually represented as flat Haworth structures. 


*The IUPAC has reinstated the term ketal as a subclass of acetals. Therefore, the cyclic form of fructose 
can be called either a hemiketal (specific) or a hemiacetal (more general). 
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HO © °CH,OH 


a pyranose 


customarily drawn with the ring oxygen in back and the hemiacetal carbon (the one 
bonded to two oxygens) on the right. The —CH,OH at the back left (C6) is in the up 
position for D-series ketohexoses. 


Pyranose and Furanose Names Cyclic structures of monosaccharides are named 
according to their five- or six-membered rings. A six-membered cyclic hemiacetal is 
called a pyranose, derived from the name of the six-membered cyclic ether pyran. A 
five-membered cyclic hemiacetal is called a furanose, derived from the name of the 
five-membered cyclic ether furan. For example, the six-membered ring of glucose is 
called glucopyranose, and the five-membered ring of fructose is called fructofuranose. 
The ring is still numbered as it is in the sugar. 


6 
HO H HOCH, oO. OH 
|" ‘\ : 3.4 on : H HO > 
i HOG a Hye §1LOH 
O  -HOCH,O °CH,OH OH H 
D-glucopyranose furan a furanose p-fructofuranose 


{ PROBLEM 23-9 


Talose is the C4 epimer of mannose. Draw the chair conformation of D-talopyranose. 


( PROBLEM 23-10 


(a) Figure 23-2 shows that the degradation of D-glucose gives D-arabinose, an aldopentose. 
Arabinose is most stable in its furanose form. Draw b-arabinofuranose. 
(b) Ribose, the C2 epimer of arabinose, is most stable in its furanose form. Draw 


p-ribofuranose. 
K 


PROBLEM 23-11 


The carbony! group in D-galactose may be isomerized from C1 to C2 by brief treatment with 

dilute base (by the enediol rearrangement, Section 23-7). The product is the C4 epimer of 
fructose. Draw the furanose structure of the product. 

\ 


23-5 Anomers of Monosaccharides; Mutarotation 


When a pyranose or furanose ring closes, the flat carbonyl group is converted to an 
asymmetric carbon in the hemiacetal. Depending on which face of the (protonated) car- 
bony] group is attacked, the hemiacetal — OH group can be directed either up or down. 
These two orientations of the hemiacetal —-OH group give diastereomeric products 
called anomers. Figure 23-7 shows the anomers of glucose. 


a-D-glucopyranose 


anomeric carbon 


open-chain form $-p-glucopyranose 


FIGURE 23-7 The anomers of glucose. The hydroxy group on the anomeric (hemiacetal) carbon is down (axial) in the a anomer 
and up (equatorial) in the 8 anomer. The B anomer of glucose has all its substituents in equatorial positions. 


23-5 Anomers of Monosaccharides; Mutarotation 


The hemiacetal carbon atom is called the anomeric carbon, easily identified as 
the only carbon atom bonded to two oxygens. Its —-OH group is called the anomeric 
hydroxy group. The structure with the anomeric ——OH group down (axial) is called the 
a (alpha) anomer, and the one with the anomeric — OH group up (equatorial) is called the 
B (beta) anomer. We can draw the a and B anomers of most aldohexoses by remembering 
that the 8 form of glucose (8-b-glucopyranose) has all its substituents in equatorial posi- 
tions. To draw an a anomer, simply move the anomeric — OH group to the axial position. 

Another way to remember the anomers is to notice that the anomeric hydroxy group 
is trans to the terminal —CH,OH group in the a anomer, but it is cis in the 6 anomer. 
This rule works for all sugars, from both the D and L series, as well as for furanoses. 
Figure 23-8 shows the two anomers of fructose, whose anomeric carbon is C2. The 
a anomer has the anomeric — OH group down, trans to the terminal —-CH,OH group, 
while the 6 anomer has it up, cis to the terminal —CH,OH. 
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anomeric carbon 
ae 


H |4 3{/]OH H 
OH H 


trans = a 


cis = B 
6 1 6 
HOCH, 0. |CH,OH HOCH, oH |° aoe: co 7 
é 7 —> 1 — 2 oe O 
H HO/2 <—- 5KH HO|Cx-CH,OH}| <—— Ki HOD? 
4 3 
OH H 


H Jz 3[) CH,0H 


a-b-fructofuranose §-p-fructofuranose 


FIGURE 23-8 The a anomer of fructose has the anomeric — OH group down, trans to the terminal — CH OH group. 


The B anomer has the anomeric hydroxy group up, cis to the terminal — CH OH. 


( PROBLEM 23-12 


Draw the following monosaccharides, using chair conformations for the pyranoses and 
Haworth projections for the furanoses. 
(a) a-D-mannopyranose (C2 epimer of glucose) 
(b) B-b-galactopyranose (C4 epimer of glucose) 
(c) B-pb-allopyranose (C3 epimer of glucose) 
(d) a-pb-arabinofuranose 
L (e) B-p-ribofuranose (C2 epimer of arabinose) 


Properties of Anomers: Mutarotation Because anomers are diastereomers, they gen- 
erally have different properties. For example, a-b-glucopyranose has a melting point 
of 146 °C and a specific rotation of +112.2°, while B-p-glucopyranose has a melting 
point of 150 °C and a specific rotation of +18.7°. When glucose is crystallized from 
water at room temperature, pure crystalline a-b-glucopyranose results. If glucose is 
crystallized from water by letting the water evaporate at a temperature above 98 °C, 
crystals of pure B-b-glucopyranose are formed (Figure 23-9). 

In each of these cases, all the glucose in the solution crystallizes as the favored 
anomer. In the solution, the two anomers are in equilibrium through a small amount of 
the open-chain form, and this equilibrium continues to supply more of the anomer that 
is crystallizing out of solution. 

When one of the pure glucose anomers dissolves in water, an interesting change 
in the specific rotation is observed. When the a anomer dissolves, its specific rotation 
gradually decreases from an initial value of +112.2° to +52.6°. When the pure 6 ano- 
mer dissolves, its specific rotation gradually increases from +18.7° to the same value 
of +52.6°. This change (“‘mutation’’) in the specific rotation is called mutarotation. 
Mutarotation occurs because the two anomers interconvert in solution. When either of 
the pure anomers dissolves in water, its rotation gradually changes to an intermediate 
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CH,OH CH,0OH 
HO a HO 
— —= 
= . OH 7 : OH o 
H OH H H 
| a anomer open-chain form f anomer | 
crystallize [below 98°C equilibrium in solution crystallize | above 98 °C 
H 
CH,OH O CH,0OH O 
H H 
. H rw equilibrium mixture of a and 6 = ° H 
es ~ 
HO — H [a] = +52.6° HO ‘ee OH 
H OH H H 
pure a anomer pure § anomer 
mp 146 °C, [a] = +112.2° mp 150 °C, [a] = + 18.7° 


FIGURE 23-9 An aqueous solution of D-glucose contains an equilibrium mixture of a-b-glucopyranose, B-b-glucopyranose, and the 
intermediate open-chain form. Crystallization below 98 °C gives the a anomer, and crystallization above 98 °C gives the B anomer. 


rotation that results from equilibrium concentrations of the anomers. The specific 
rotation of glucose is usually listed as +52.6°, the value for the equilibrium mixture of 
anomers. The positive sign of this rotation is the source of the name dextrose, an old 
common name for glucose. 


( SOLVED PROBLEM 23-2 


Calculate how much of the a anomer and how much of the 6 anomer are present in an 
equilibrium mixture with a specific rotation of +52.6°. 


SOLUTION 
If the fraction of glucose present as the a anomer ([a] = +112.2°) is a, the fraction present 
as the B anomer ([a] = +18.7°) is b, and the rotation of the mixture is +52.6°, we have 


a(+112.2°) + b(+18.7°) = +52.6° 


There is very little of the open-chain form present, so the fraction present as the a anomer 
(a) plus the fraction present as the 6 anomer (b) should account for all the glucose: 


at+tb=1 o b=1-a 
Substituting (1 — a) for b in the first equation, we have 
a(112.2°) + (1 — a)(18.7°) = 52.6° 


Solving this equation for a, we have a = 0.36, or 36%. Thus, b must be (1 — 0.36) = 0.64, 
or 64%. The amounts of the two anomers present at equilibrium are 


a anomer, 36% B anomer, 64% 


When we remember that the anomeric hydroxy group is axial in the a anomer and equato- 
| tial in the 6 anomer, it is reasonable that the more stable 8 anomer should predominate. 


( PROBLEM 23-13 


Like glucose, galactose mutarotates when it dissolves in water. The specific rotation of a 

-p-galactopyranose is +150.7°, and that of the 8 anomer is +52.8°. When either of the pure 

anomers dissolves in water, the specific rotation gradually changes to +80.2°. Determine the 
x percentages of the two anomers present at equilibrium. 


ef, 


23-6 Reactions of Monosaccharides: Reduction 1245 


23-6 Reactions of Monosaccharides: Reduction 


Like other aldehydes and ketones, aldoses and ketoses can be reduced to the corre- 
sponding polyalcohols, called sugar alcohols or alditols. The most common reagents 
are sodium borohydride or catalytic hydrogenation using a nickel catalyst. Alditols are 
named by adding the suffix -itol to the root name of the sugar. The following equation 
shows the reduction of glucose to glucitol, sometimes called sorbitol. 


H 
a 
C=O CH,OH 
H—-— OH H——OH 
CH,OH 
HO HO—+-H H,, Ni HO——-H 
H H é => 
HO OH H—-— OH H——OH 
OH 
H H H—-— OH H——OH 
-D-gl 
$-b-glucopyranose CH,OH CH,OH 
open-chain aldehyde b-glucitol (D-sorbitol) 
an alditol 


Reduction of a ketose creates a new asymmetric carbon atom, formed in either of two 
configurations, resulting in two epimers. Figure 23-10 shows how the reduction of 
fructose gives a mixture of glucitol and mannitol. 

Sugar alcohols are widely used in industry, primarily as food additives and sugar 
substitutes. Glucitol has the common name sorbitol because it was first isolated from 
the berries of the mountain ash, Sorbus aucuparia. Industrially, sorbitol is made by 
catalytic hydrogenation of glucose. Sorbitol is used as a sugar substitute, a moisten- 
ing agent, and a starting material for making vitamin C. Mannitol was first isolated 
from plant exudates known as mannas, the origin of the names mannose and mannitol. 
Mannitol is derived commercially from seaweed, or it can be made by catalytic hydro- 
genation of mannose. Galactitol (dulcitol) also can be obtained from plants, or it can 
be made by catalytic hydrogenation of galactose. 


aaa CH,OH CH,OH 
C=O H——OH HO——H 
HOCH, 0. CH,OH 
HO——H HO——H HO——H 
H HO = NaBH, 
H OH H——0OH H——OH H——OH 
OH H 
a-D-fructofuranose H—— OH H—— OH H——OH 
CH,OH CH,OH CH,OH 
open-chain ketone p-glucitol + D-mannitol 


a mixture of alditols 


FIGURE 23-10 Reduction of fructose creates a new asymmetric carbon atom, which can have either configuration. 
The products are a mixture of glucitol and mannitol. 


PROBLEM 23-14 


When p-glucose is reduced with sodium borohydride, optically active glucitol results. When 
optically active D-galactose is reduced, however, the product is optically inactive. Explain 
this loss of optical activity. 
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aldehyde 


a 


aldehyde 


alcohol 


CHO 


| 
(CHOH), 


CH,OH 


aldose 


Carbohydrates and Nucleic Acids 


PROBLEM 23-15 


Emil Fischer synthesized L-gulose, an unusual aldohexose that reduces to give D-glucitol. 
Suggest a structure for this L sugar, and show how L-gulose gives the same alditol as 
b-glucose. (Hint: D-Glucitol has —-CH,OH groups at both ends. Either of these primary 
alcohol groups might have come from reduction of an aldehyde.) 


23-7 Oxidation of Monosaccharides; Reducing Sugars 


Monosaccharides are oxidized by a variety of reagents. The aldehyde group of an aldose 
oxidizes easily. Some reagents also selectively oxidize the terminal —CH,OH group 
at the far end of the molecule. Oxidation is used to identify the functional groups of 
a sugar, to help to determine its stereochemistry, and as part of a synthesis to convert 
one sugar into another. 


Bromine Water Bromine water oxidizes the aldehyde group of an aldose to a car- 
boxylic acid. Bromine water is used for this oxidation because it does not oxidize the 
alcohol groups and it does not oxidize ketoses. Also, bromine water is acidic and does 
not cause epimerization or rearrangement of the carbonyl group. Because bromine 
water oxidizes aldoses but not ketoses, it serves as a useful test to distinguish aldoses 
from ketoses. The product of bromine water oxidation is an aldonic acid (older term: 
glyconic acid). For example, bromine water oxidizes glucose to gluconic acid. 


Example 
CHO COOH 
acid 
ae H——OH H——OH 
Bry | HO==H Br, HO——H 
_~ (CHOH), 
ad | H—+-oH 2° H-+-OH 
CH,OH 
aldonic acid H——OH H——OH 
(glyconic acid) 
CH,OH CH,OH 
glucose gluconic acid 


PROBLEM 23-16 


Draw and name the products of bromine water oxidation of 
(a) D-mannose (b) D-galactose (c) D-fructose 


Nitric Acid Nitric acid is a stronger oxidizing agent than bromine water, oxidizing both 
the aldehyde group and the terminal —-CH,OH group of an aldose to carboxylic acid 
groups. The resulting dicarboxylic acid is called an aldaric acid (older terms: glycaric 
acid or saccharic acid). For example, nitric acid oxidizes glucose to glucaric acid. 


Example 
CHO COOH 
H——OH H——OH 
acid | COOH 
HNO, | HO——H HNO, HO——H 
—_- (CHOH),, ——-* 
| H——OH H——OH 
acid | COOH 
H——OH H——OH 
aldaric acid 
(glycaric acid) CH,OH COOH 


glucose glucaric acid 


23-7 Oxidation of Monosaccharides; Reducing Sugars 


PROBLEM 23-17 


Draw and name the products of nitric acid oxidation of 
(a) D-mannose (b) D-galactose 


PROBLEM 23-18 


Two sugars, A and B, are known to be glucose and galactose, but it is not certain which one 
is which. On treatment with nitric acid, A gives an optically inactive aldaric acid, while 
B gives an optically active aldaric acid. Which sugar is glucose, and which is galactose? 


Tollens Test Tollens test detects aldehydes, which react with Tollens reagent to give 
carboxylate ions and metallic silver, often in the form of a silver mirror on the inside 
of the container. 


I I 
R-—C—H]| + 2 Ag(NH3)3 “OH + “OH —> R—C—O- + 2 Agl + 4NH, + 2H,0 
aldehyde Tollens reagent oxidized reduced 
acid anion silver mirror 


In its open-chain form, an aldose has an aldehyde group, which reacts with Tollens 
reagent to give an aldonic acid and a silver mirror. This oxidation is not a good synthe- 
sis of the aldonic acid, however, because Tollens reagent is strongly basic and promotes 
rearrangements. Sugars that reduce Tollens reagent to give a silver mirror are called 
reducing sugars. 


aldehyde | CHO acid|COO | NHj 
H OH H——OH 
HO H Ag(NH,)3 “OH HO——H 
= H OH (Tollens reagent) H OH * Agl 
silver 
H OH H——OH mirror 
CH,OH CH,OH 
open-chain form gluconic acid 
(+ side products) 
Tollens test cannot distinguish between aldoses and ketoses because the basic 
Tollens reagent promotes rearrangements via an enol form that is called an ene- 
diol (shown below). Under basic conditions, the open-chain form of a ketose can 
undergo this enediol rearrangement to give an aldose, which reacts to give a 
positive Tollens test. 
H OH H O O Oo NH, 
A S 
CH,OH “ee “ee Ser 
| -OH | -OH | Ag(NH,); OH | 
a —= C—OH == H—C—OH  —> a iia + Agl 
R R R R 


a ketose enediol intermediate an aldose positive Tollens test 
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Application: Blood Glucose 
Meters 


Diabetics must monitor their blood glu- 
cose levels several times a day. An elec- 
tronic glucose meter uses test strips that 
contain electrodes bordering a reaction 
chamber. A drop of blood wicks up into 
the reaction chamber, which is impreg- 
nated with glucose oxidase, an enzyme 
that specifically catalyzes oxidation of the 
aldehyde group by oxygen in the air. The 
electrons liberated in this oxidation travel 
through the electrodes and produce a 
current that is directly proportional to the 
concentration of glucose in the blood 
sample. 


Carbohydrates and Nucleic Acids 


PROBLEM 23-19 


Except for the Tollens test, basic aqueous conditions are generally avoided with sugars 
because they lead to fast isomerizations. 

(a) Under basic conditions, the proton alpha to the aldehyde (or ketone) carbony] 

group is reversibly removed, and the resulting enolate ion is no longer asymmetric. 
Reprotonation can occur on either face of the enolate, giving either the original 

structure or its epimer. Because a mixture of epimers results, this process is called 
epimerization. Propose a mechanism for the base-catalyzed equilibration of glucose to 
a mixture of glucose and its C2 epimer, mannose. 

Propose a mechanism for the isomerization of a ketose to an aldose, via the enediol 
intermediate, shown immediately above. Note that the enediol has two — OH protons, 
and removing one or the other gives two different enolate ions. 


*(b) 


23-8 Nonreducing Sugars: Formation of Glycosides 


What good is the Tollens test if it doesn’t distinguish between aldoses and ketoses? 
The answer lies in the fact that Tollens reagent must react with the open-chain form of 
the sugar, which has a free aldehyde or ketone. If the cyclic form cannot open to the free 
carbonyl compound, the sugar does not react with Tollens reagent. Hemiacetals are easily 
opened, but an acetal is stable under neutral or basic conditions (Section 18-16). If the 
carbonyl group is in the form of a cyclic acetal, the cyclic form cannot open to the free 
carbonyl compound, and the sugar gives a negative Tollens test (Figure 23-11). 

Sugars in the form of acetals are called glycosides, and their names end in the 
-oside suffix. For example, a glycoside of glucose would be a glucoside, and if it were 
a six-membered ring, it would be a glucopyranoside. Similarly, a glycoside of ribose 
would be a riboside, and if it were a five-membered ring, it would be a ribofuranoside. 
In general, a sugar whose name ends with the suffix -ose is a reducing sugar, and one 
whose name ends with -oside is nonreducing. Because they exist as stable acetals rather 
than hemiacetals, glycosides cannot spontaneously open to their open-chain forms, and 
they do not mutarotate. They are locked in a particular anomeric form. 

We can summarize by saying that Tollens test distinguishes between reducing 
sugars and nonreducing sugars: Reducing sugars (aldoses and ketoses) are hemiac- 
etals, and they mutarotate. Nonreducing sugars (glycosides) are acetals, and they do 
not mutarotate. 


FIGURE 23-11 Glycosides. Sugars 
that are full acetals are stable to Tollens 
reagent and are nonreducing sugars. 
Such sugars are called glycosides. 


CH,OH acetal 


H O 
HO H Ag(NH;); OH 
——_—_——>  noreaction 
H OR 
H OH 
OH H 
a glycoside 


Examples of nonreducing sugars 


HOCH, 0. CH,OH 
era 
H HO) 
H OCH,CH, 
OH H acetal 


methyl B-p-glucopyranoside 
(or methyl $-p-glucoside) 


ethyl a-p-fructofuranoside 
(or ethyl a-p-fructoside) 


23-8 Nonreducing Sugars: Formation of Glycosides 


4 *) 

PROBLEM 23-20 
Which of the following are reducing sugars? Comment on the common name sucrose for 
table sugar. 
(a) methyl a-p-galactopyranoside (b) §-L-idopyranose (an aldohexose) 
(c) a-D-allopyranose (d) ethyl B-p-ribofuranoside 
(e) H (f) H 

CH,OH 6 CH,OH__o 

HO H HO H 
HO © H HO. H 
OH OH 
H o ae H 
HON? HOCH, 9 O 
HO . 
a H HO 
HO. H OH a 
OH 
u H OH H CH,OH 
sucrose 
X J 


( PROBLEM 23-21 


Draw the structures of the compounds named in Problem 23-20 parts (a), (c), and (d). Allose 
is the C3 epimer of glucose, and ribose is the C2 epimer of arabinose. 
Ne 


Formation of Glycosides Recall that aldehydes and ketones are converted to acetals 
by treatment with an alcohol and a trace of acid catalyst (Section 18-16). These condi- 
tions also convert aldoses and ketoses to the acetals we call glycosides. Regardless of 
the anomer used as the starting material, both anomers of the glycoside are formed (as 
an equilibrium mixture) under these acidic conditions. The more stable anomer pre- 
dominates. For example, the acid-catalyzed reaction of glucose with methanol gives a 
mixture of methyl glucosides. 


B glycosidic bond 


CH,OH O CH,OH O 
HO CH,OH,H™ HO HO 
H H + H 
HO HH H,0,H* HO H HO OCH, 
OH ——_ OH OH 
H OH H H / 
a-D-glucopyranose aglycone 
(either a or f) aglycone 
methyl a-pD-glucopyranoside methyl $- p-glucopyranoside 


Like other acetals, glycosides are stable to basic conditions, but they hydrolyze in 
aqueous acid to a free sugar and an alcohol. Glycosides are stable with basic reagents 
and in basic solutions. 

An aglycone is the group bonded to the anomeric carbon atom of a glycoside. For 
example, methanol is the aglycone in a methyl! glycoside. Many aglycones are bonded 
through an oxygen atom, but others are bonded through a nitrogen atom or some other 
heteroatom. Figure 23-12 shows the structures of some glycosides with interesting 
aglycones. 

Disaccharides and polysaccharides are glycosides in which the alcohol forming 
the glycoside bond is an —OH group of another monosaccharide. We will consider 
disaccharides and polysaccharides in Sections 23-12 and 23-13. 
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NH) 
aglycone 
H eiecu aglycone CY H 
2 CH,OH 
HO ae HOCH, 0 | N’ *O HO au 
HO\E H H H HOME ie 
OH H H OH 
H H,OH 
aglycone 
ethyl a-p-glucopyranoside cytidine, a nucleoside (Section 23-15) salicin, from willow bark 
aglycone 
* cHOH ROR | 
2 
HO O H aglycone H INC. 
H O—_CH, HO\H CH) 
HO\H i a NH | 
HO H : 
H On HO\H -O— CH—Ph ee 
OH H,Cc~ So 
H H 
amyegdalin a glycoprotein N-glycoside 
a component of laetrile, a controversial cancer drug (showing the linkage from carbohydrate to protein) 


FIGURE 23-12 Aglycones. The group bonded to the anomeric carbon of a glycoside is called an aglycone. Some aglycones are bonded 
through an oxygen atom (a true acetal), and others are bonded through other atoms such as nitrogen (an aminoglycoside). 


PROBLEM 23-22 


The mechanism of glycoside formation is the same as the second part of the mechanism for 
acetal formation. Propose a mechanism for the formation of methyl B-p-glucopyranoside. 


(PROBLEM 23-23 


Many diabetics have long-standing Show the products that result from hydrolysis of amygdalin in dilute acid. Can you suggest 
elevated blood glucose levels. In the why amygdalin might be toxic to tumor (and possibly other) cells? 

open-chain form, glucose condenses 
with the amino groups of proteins. This E 
glycosylation of proteins may cause some | PROBLEM 23-24 
of the chronic effects of diabetes. 


Treatment of either anomer of fructose with excess ethanol in the presence of a trace of 
HCl gives a mixture of the a and 6 anomers of ethyl-p-fructofuranoside. Draw the starting 
materials, reagents, and products for this reaction. Circle the aglycone in each product. 


23-9 Ether and Ester Formation 


Because they contain several hydroxy groups, sugars are very soluble in water and 
rather insoluble in organic solvents. Sugars are difficult to recrystallize from water 
because they often form supersaturated syrups like honey and molasses. If the hydroxy 
groups are alkylated to form ethers, sugars behave like simpler organic compounds. The 
ethers are soluble in organic solvents, and they are more easily purified by recrystal- 
lization and simple chromatographic methods. 

Treating a sugar with methyl iodide and silver oxide converts the hydroxy groups 
to methyl ethers. Silver oxide polarizes the H;C —I bond, making the methyl carbon 
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. Oe -H* oo 
R—O:— _>C---I---Ag—O—Ag —> 70—CH, > R—O—CH 
H 
sugar hydroxy group polarized CH3I ether 
Example H H 
CH,OH excess CH,0CH3 
ae CHI, Ag,O CH,0 
H H 
OH CH;0 
H OH H OCH, 
a-D-glucopyranose methyl 2,3,4,6-tetra-O-methy]l-a-p-glucopyranoside 


FIGURE 23-13 Formation of methyl ethers. Treatment of an aldose or a ketose with methyl iodide and silver oxide 
gives the totally methylated ether. If the conditions are carefully controlled, the stereochemistry at the anomeric carbon is 
usually preserved. 


strongly electrophilic. Attack by the carbohydrate —OH group, followed by deprot- 
onation, gives the ether. Figure 23-13 shows that the anomeric hydroxy group is also 
converted to an ether. If the conditions are carefully controlled, the hemiacetal C—O 
bond is not broken, and the configuration at the anomeric carbon is preserved. 

The Williamson ether synthesis is the most common method for forming simple 
ethers, but it involves a strongly basic alkoxide ion. Under these basic conditions, a simple 
sugar would isomerize and decompose. A modified Williamson method may be used 
if the sugar is first converted to a glycoside (by treatment with an alcohol and an acid 
catalyst). The glycoside is an acetal, stable to base. Treatment of a glycoside with sodium 
hydroxide and methy] iodide or dimethyl] sulfate gives the methylated carbohydrate. 


CH,OH 0 
HO NaOH 
H H 
HO H | 
OH CH;—O—S—O—CH, 3 
H OCH, ; I H OCH, 
methyl a-p-glucopyranoside (dimethy] sulfate) methyl! 2,3,4,6-tetra-O-methyl-a-D-glucopyranoside 


(stable to base) 


We can use methylation, followed by hydrolysis, to determine the ring sizes of 
sugars. For example, methylation of 6-p-glucose gives the pentamethy] derivative: 
methyl] 2,3,4,6-tetra-O-methyl-8-p-glucopyranoside, shown below. The five methyl 
groups are not the same, however. Four are methyl] ethers, but one is the glycosidic 
methyl! group of an acetal. 


part of an acetal 


°CH,OCH, 


open-chain form 
2,3,4,6,-O-tetramethyl-D-glucose 


methyl 2,3,4,6-tetra-O-methyl- -p-glucopyranoside free hemiacetal 
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Application: Drug Excretion 


Oxidation of glucose at C6 produces 
glucuronic acid. In the body, a common 
method for metabolizing drugs is to 
attach glucuronic acid. The resulting 
glucuronide derivative is water-soluble 
and easily excreted in the urine. 


H 
COOH 
HO O 
H 
HO H OH 
OH 
H H 


glucuronic acid 


Acetals are easily hydrolyzed by dilute acid, but ethers are stable under these con- 
ditions. Treatment of the pentamethyl glucose derivative with dilute acid hydrolyzes 
only the acetal methyl group. We can use NMR spectroscopy to determine that the free 
hydroxy group is on C5 of the hydrolyzed product, showing that the cyclic form of 
B-p-glucose has the six-membered ring of a pyranose. 


PROBLEM 23-25 


(a) Show the product that results when fructose is treated with an excess of methyl iodide 
and silver oxide. 

(b) Show what happens when the product of part (a) is hydrolyzed using dilute acid. 

(c) What do the results of parts (a) and (b) imply about the hemiacetal structure of fructose? 


We can also easily convert hydroxy groups to silyl ethers. Section 14-10B covered 
the use of the triisopropylsilyl (TIPS) protecting group for alcohols. Similarly, sugars 
can be converted to their silyl ethers by treatment with a silyl chloride, such as chlo- 
rotrimethylsilane (TMSC\)), and a tertiary amine, such as triethylamine. 


CH; CH, 
r—on + c—si—aa BN. p-o—si—cu, BANE, ROH 
— 1 1 
4 | | 3 HO "+ _-~<CH,SiF 
CH; CH, 
chlorotrimethylsilane TMS ether (deprotected) 
(CH3)3SiCl (R—O—TMS) 
(TMSCl) 


Sugars are most commonly converted to their silyl ethers to make them easier to 
handle and sufficiently volatile for gas chromatography and mass spectrometry. For 
example, glucose would be more likely to char and decompose inside the injector of a 
gas chromatograph, rather than to vaporize and flow through the column with the gas 
phase. The trimethylsilyl derivative of glucose is more volatile, however, and it vapor- 
izes at a low enough temperature to survive gas chromatography and mass spectrometry. 


H cH0H . ‘i CH,OTMS, 
HO H Excess TMSCl TMSO 
HO\ 2 OH ~ Eun: TMSO\ 4H OTMS 
OH OTMS'H 
H H H 
glucose TMS derivative 
water soluble, not volatile organic-soluble, volatile 


Va 


PROBLEM 23-26 


Propose a mechanism for methylation of any one of the hydroxy groups of methyl 
a-D-glucopyranoside, using NaOH and dimethy] sulfate. 
L 


( PROBLEM 23-27 


Draw the expected product of the reaction of the following sugars with excess methyl iodide 
and silver oxide. 
(a) a-p-fructofuranose (b) B-p-galactopyranose 

\ 


Ester Formation Another way to convert sugars to easily handled derivatives is to 
acylate the hydroxy groups to form esters. Sugar esters are readily crystallized and 
purified, and they dissolve in common organic solvents. Treatment with acetic anhy- 
dride and pyridine (as a mild basic catalyst) converts sugar hydroxy groups to acetate 
esters, as shown in Figure 23-14. This reaction acetylates all the hydroxy groups, 
including that of the hemiacetal on the anomeric carbon. The anomeric C—O bond 


23-10 Chain Shortening: The Ruff Degradation 


:Q: A @ Jy :OF O yo fe) 
I> | cH—c* | 
CH, —C—O—C—CH, =<? CH,—C—~O0—C—CH, > | o—=Cc—cH, == 
3 3 | ers J Ot oe J 
> :0t RO one 
—o— a 
oa R H 
sugar 
Example 
oO 
HOCH, OH 
e€XCess 
. a (CH;CO),0 
H CH,OH "pyridine © 
OH H 


§-p-fructofuranose 


penta-O-acetyl-$-p-fructofuranoside 


FIGURE 23-14 Formation of acetate esters. Acetic anhydride and pyridine convert all the hydroxy groups of a sugar to acetate 


esters. The stereochemistry at the anomeric carbon is usually preserved. 
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is not broken in the acylation, and the stereochemistry of the anomeric carbon atom is 
usually preserved. If we start with a pure a anomer or a pure 6 anomer, the product is 
the corresponding anomer of the acetate. 


PROBLEM 23-28 


Predict the products formed when the following sugars react with excess acetic anhydride 
and pyridine. 
(a) a-D-glucopyranose (b) B-p-ribofuranose 


23-10 Chain Shortening: The Ruff Degradation 


In our discussion of D and L sugars, we briefly mentioned a method for shortening the 
chain of an aldose by removing the aldehyde carbon at the top of the Fischer projection. 
Such a reaction, removing one of the carbon atoms, is called a degradation. 

The most common method used to shorten sugar chains is the Ruff degradation, 
developed by Otto Ruff, a prominent German chemist around the turn of the twentieth 
century. The Ruff degradation is a two-step process that begins with a bromine—water 
oxidation of the aldose to its aldonic acid. Treatment of the aldonic acid with hydrogen 
peroxide and ferric sulfate oxidizes the carboxyl group to CO, and gives an aldose with 
one fewer carbon atom. The Ruff degradation is used mainly for structure determination 
and synthesis of new sugars. 


Ruff degradation 
CHO COOH co. 
H—— OH H——OH CHO 
HO——H HO——H HO——H 
Br, H,0, 
H——OH HO H——OH Fe,(SO,), H——OH 
H—— OH H——OH H——OH 
CH,OH CH,OH CH,OH 


b-glucose D-gluconic acid D-arabinose 
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CHO COOH CO,* 
HO——-H HO—|-H CHO 
H—— OH H——OH H——OH 
Br, H,0, 
H——OH 0° H——OH 80), [HOH 
CH,OH CH,OH CH,OH 
b-arabinose D-arabinonic acid b-erythrose 


( PROBLEM 23-29 


Show that Ruff degradation of D-mannose gives the same aldopentose (D-arabinose) as does 
| D- glucose. 


( PROBLEM 23-30 


p-Lyxose is formed by Ruff degradation of galactose. Give the structure of D-lyxose. Ruff 
degradation of D-lyxose gives D-threose. Give the structure of D-threose. 


( PROBLEM 23-31 


p-Altrose is an aldohexose. Ruff degradation of D-altrose gives the same aldopentose as does 
| degradation of D-allose, the C3 epimer of glucose. Give the structure of D-altrose. 


23-11 Chain Lengthening: The Kiliani-Fischer Synthesis 


The Kiliani—Fischer synthesis lengthens an aldose carbon chain by adding one carbon 
atom to the aldehyde end of the aldose. The result of this process is a chain-lengthened 
sugar with a new carbon atom at Cl and the former aldehyde group (the former C1) 
now at C2. This synthesis is useful both for determining the structure of existing sugars 
and for synthesizing new sugars. 


The Kiliani—Fischer synthesis H H 
iin C=NH c =O 
CHO KcN  CHOH H, CHOH H,0" ‘CHOH 
| HCN PdiBaSO | | 
(CHOH), (CHOH), 4 (CHOH), (CHOH), 
CH,OH CH,OH CH,OH CH,OH 
an aldose a cyanohydrin chain-lengthened imine chain-lengthened aldose 


The aldehyde carbon atom is made asymmetric in the first step with the formation 
of the cyanohydrin. Two epimeric cyanohydrins result. For example, D-arabinose reacts 
with HCN to give the following cyanohydrins. 


CN CN 
CHO H=C—=0H HO—C—=H 
HO—+—H HO—+—-H HO—+-H 
H——OH — H——OH | + | H-—+—OH 
H——OH H——OH H——OH 
CH,OH CH,OH CH,OH 


D-arabinose two epimeric cyanohydrins 
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Hydrogenation of these cyanohydrins gives two imines, which hydrolyze to alde- 
hydes. A poisoned catalyst of palladium on barium sulfate is used for the hydrogenation 
to avoid overreduction. 


H 
nN 

C=N C=NH CHO 
H—— OH H—— OH H——OH 

HO——H H, HO——H Ht HO——H 

——_—_—> —_— 

H— 08 Pd/BaSO, H—_oH H,O H—_oH 
H—— OH H—— OH H——OH 
CH,OH CH,OH CH,OH 

glucose 

H 
= S 

C=N C=NH CHO 

HO——H HO——H HO——H 

HO——H H, HO——H Ht HO——H 

Pd/BaSO H,O 

H——OH . H—— OH a H——OH 
H—— OH H—— OH H——OH 
CH,OH CH,OH CH,OH 

epimeric cyanohydrins epimeric imines mannose 


The Kiliani—Fischer synthesis accomplishes the opposite of the Ruff degradation. 
Ruff degradation of either of two C2 epimers gives the same shortened aldose, and the 
Kiliani—Fischer synthesis converts this shortened aldose back into a mixture of the same 
two C2 epimers. For example, glucose and mannose both undergo Ruff degradation 
to give arabinose. Conversely, the Kiliani—Fischer synthesis converts arabinose into a 
mixture of glucose and mannose. 


{ PROBLEM 23-32 


Ruff degradation of D-arabinose gives D-erythrose. The Kiliani—Fischer synthesis converts 
b-erythrose to a mixture of D-arabinose and D-ribose. Draw out these reactions, and give the 
L structure of D-ribose. 


{ PROBLEM 23-33 


The Wohl degradation, an alternative to the Ruff degradation, is nearly the reverse of 
the Kiliani—Fischer synthesis. The aldose carbonyl group is converted to the oxime, 
which is dehydrated by acetic anhydride to the nitrile (a cyanohydrin). Cyanohydrin 
formation is reversible, and a basic hydrolysis allows the cyanohydrin to lose 
HCN. Using the following sequence of reagents, give equations for the individual 
reactions in the Wohl degradation of D-arabinose to D-erythrose. Mechanisms are 
not required. 

| hydroxylamine hydrochloride (2) acetic anhydride (3) “OH, H,O 
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PROBLEM-SOLVING HINT 

In working this type of problem, 

it is often easier to start with the 
smallest structure mentioned (often 


glyceraldehyde) and work backward 
to larger structures. Write out all 
possible structures, and use the 
clues to eliminate the wrong ones. 


PROBLEM 23-34 


Aldohexoses A and B both undergo Ruff degradation to give aldopentose C. On treatment 
with warm nitric acid, aldopentose C gives an optically active aldaric acid. B also reacts with 
warm nitric acid to give an optically active aldaric acid, but A reacts to give an optically inac- 
tive aldaric acid. Aldopentose C is degraded to aldotetrose D, which gives optically active tar- 
taric acid when it is treated with nitric acid. Aldotetrose D is degraded to (+)-glyceraldehyde. 
Deduce the structures of sugars A, B, C, and D, and use Figure 23-3 to determine the correct 
names of these sugars. 


PROBLEM 23-35 


In 1891, Emil Fischer determined the structures of glucose and the seven other D-aldohex- 
oses using only simple chemical reactions and clever reasoning about stereochemistry and 
symmetry. He received the Nobel Prize for this work in 1902. Fischer had determined that 
p-glucose is an aldohexose, and he used Ruff degradations to degrade it to (+)-glyceralde- 
hyde. Therefore, the eight p-aldohexose structures shown in Figure 23-3 are the possible 
structures for glucose. 

Pretend that no names are shown in Figure 23-3 except for glyceraldehyde, and use the 
following results to prove which of these structures represent glucose, mannose, arabinose, 
and erythrose. 

(a) Upon Ruff degradation, glucose and mannose give the same aldopentose: arabinose. 
Nitric acid oxidation of arabinose gives an optically active aldaric acid. What are the 
two possible structures of arabinose? 

(b) Upon Ruff degradation, arabinose gives the aldotetrose erythrose. Nitric acid oxida- 
tion of erythrose gives an optically inactive aldaric acid, meso-tartaric acid. What is 
the structure of erythrose? 

(c) Which of the two possible structures of arabinose is correct? What are the possible 
structures of glucose and mannose? 

(d) Fischer’s genius was needed to distinguish between glucose and mannose. He 
developed a series of reactions to convert the aldehyde group of an aldose to an 
alcohol while converting the terminal alcohol to an aldehyde. In effect, he swapped 
the functional groups on the ends. When he interchanged the functional groups on 
D-mannose, he was astonished to find that the product was still D-mannose. Show 
how this information completes the proof of the mannose structure, and show how 
it implies the correct glucose structure. 

(e) When Fischer interchanged the functional groups on D-glucose, the product was an 
unnatural L sugar. Show which unnatural sugar he must have formed, and show how it 
completes the proof of the glucose structure. 


SUMMARY Reactions of Sugars 


1. Reduction (Section 23-6) 


2. Oxidation (Section 23-7) 


iad ha 
NaBH, 
aia orH/Ni oo 
CH,OH CH,OH 
aldose alditol 


a. To aldonic acids (glyconic acids) by bromine water 


CHO COOH 
Br, 
ici i To” an Nn 
2 
CH,OH CH,OH 


aldose aldonic acid 
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b. To aldaric acids (glycaric acids) by nitric acid 


CHO COOH 

| HNO, | 
(CHOH), ——- (CHOH),, 

CH,OH COOH 

aldose aldaric acid 
c. Tollens test for reducing sugars 
vias ica sich 
CHOH C=O Ag(NH,),0H CHOH + rearrangement 
or —— a 
(CHORH),, a See + Ag (silver mirror) 
CH,OH CH,OH CH,OH 
aldose ketose 


3. Glycoside formation (conversion to an acetal) (Section 23-8) 


(either anomer) a methyl glycoside 
(more stable anomer predominates) 


4. Alkylation to give ethers (Section 23-9) 


H OCH; 


(gives the same anomer as the starting material) 


Treatment with a silyl chloride (such as TMSCl) and a tertiary amine converts sugars to their silyl ethers. 
Fluoride salts such as aqueous Bu,NF hydrolyze the silyl ethers. 


5. Acylation to give esters (Section 23-9) 


CH,OH O 
HO H excess AcyO 
ridine 
HO. 2 H fe 
OH 
H OH 


(gives the same anomer as the starting materials) 


6. Ruff degradation (Section 23-10) 


CHO co,* 
_ (1) Br,/H,O CHO 
a (2) H,05, Fe,(SO,), nom: 
— i 
aldose shortened aldose 


(continued ) 
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7. Kiliani—Fischer synthesis (Section 23-11) 


ie 


(CHOW), 


CH,OH 


aldose 


(1) HCN/KCN 


Sanne 
(2) H,/Pd(BaSO,) 


(3) H,0* 


CHO 


ne 


(CHOW), 


CH,OH 


and 


CHO 


oe 


(CHOW), 


CH,OH 


epimers of lengthened aldose 


23-12 Disaccharides 


As we have seen, the anomeric carbon of a sugar can react with the hydroxy group of 
an alcohol to give an acetal called a glycoside. If the hydroxy group is part of another 
sugar molecule, then the glycoside product is a disaccharide, a sugar composed of two 


monosaccharide units (Figure 23-15). 


In principle, the anomeric carbon can react with any of the hydroxy groups of 
another sugar to form a disaccharide. In naturally occurring disaccharides, however, 


there are three common glycosidic bonding arrangements. 


1. A 1,4’ link. The anomeric carbon is bonded to the oxygen atom on C4 of the second 
sugar. The prime symbol (’) in 1,4’ indicates that C4 is on the second sugar. 


2. A 1,6’ link. The anomeric carbon is bonded to the oxygen atom on C6 of the 
second sugar. 
3. A 1,1’ link. The anomeric carbon of the first sugar is bonded through an oxygen 


atom to the anomeric carbon of the second sugar. 


We will consider some naturally occurring disaccharides with these common 


glycosidic linkages. 


FIGURE 23-15 Disaccharides. A sugar reacts with an alcohol to give an acetal called a glycoside. When the alcohol is 


part of another sugar, the product is a disaccharide. 


a disaccharide 


sugar 2 
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23-12A The 1,4’ Linkage: Cellobiose, Maltose, and Lactose 


The most common glycosidic linkage is the 1,4’ link. The anomeric carbon of one sugar 
is bonded to the oxygen atom on C4 of the second ring. 


Cellobiose: A B-1,4’ Glucosidic Linkage Cellobiose, the disaccharide obtained by 
partial hydrolysis of cellulose, contains a 1,4’ linkage. In cellobiose, the anomeric 
carbon of one glucose unit is linked through an equatorial (8) carbon—oxygen bond to 
C4 of another glucose unit. This B-1,4’ linkage from a glucose acetal is called a B-1,4' 
glucosidic linkage. 


Cellobiose, 4-O-(B-D-glucopyranosyl)-B-D-glucopyranose or 4-O-(B-D-glucopyranosyl)-D-glucopyranose 


(6 -glucosidic linkage | (6 -glucosidic linkage | 


6 
H CH,OH 


6 
Hl CH,OH ; 


4 


Hl ScH.OH 


Two alternative ways of drawing and naming cellobiose 


The complete name for cellobiose, 4-O-(8-D-glucopyranosy])-B-D-glucopyranose, 
gives its structure. This name says that a 6-b-glucopyranose ring (the right-hand ring) 
is substituted in its 4-position by an oxygen attached to a (8-p-glucopyranosyl) ring, 
drawn on the left. The name in parentheses says the substituent is a B-glucose, and the 
-syl ending indicates that this ring is a glycoside. The left ring with the -sy/ ending is an 
acetal and cannot mutarotate, while the right ring with the -ose ending is a hemiacetal 
and can mutarotate. Because cellobiose has a glucose unit in the hemiacetal form (and 
therefore is in equilibrium with its open-chain aldehyde form), it is a reducing sugar. 
Once again, the -ose ending indicates a mutarotating, reducing sugar. 

Mutarotating sugars are often shown with a wavy line to the free anomeric hydroxy 
group, signifying that they can exist as an equilibrium mixture of the two anomers. 
Their names are often given without specifying the stereochemistry of this mutarotating 
hydroxy group, as in 4-O-(6-D-glucopyranosyl)-D-glucopyranose. 


Maltose: An a-1,4’ Glucosidic Linkage Maltose is a disaccharide formed when starch 
is treated with sprouted barley, called malt. This malting process is the first step in 
brewing beer, converting polysaccharides to disaccharides and monosaccharides 
that ferment more easily. Like cellobiose, maltose contains a 1,4’ glycosidic linkage 
between two glucose units. The difference in maltose is that the stereochemistry of the 
glucosidic linkage is a rather than B. 


Maltose, 4-O-(a-D -glucopyranosyl)-D-glucopyranose 


H CH,OH 


| «-1,4’ glucosidic linkage | 


Like cellobiose, maltose has a free hemiacetal ring (on the right). This hemiacetal 
is in equilibrium with its open-chain form, and it mutarotates and can exist in either 
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the a or B anomeric form. Because maltose exists in equilibrium with an open-chain 
aldehyde, it reduces Tollens reagent, and maltose is a reducing sugar. 


PROBLEM 23-36 


Draw the structures of the individual mutarotating a and 6 anomers of maltose. 


PROBLEM 23-37 


Give an equation to show the reduction of Tollens reagent by maltose. 


Lactose: A B-1,4' Galactosidic Linkage Lactose is similar to cellobiose, except 
that the glycoside (the left ring) in lactose is galactose rather than glucose. Lactose 
is composed of one galactose unit and one glucose unit. The two rings are linked by 
a B-glycosidic bond of the galactose acetal to the 4-position on the glucose ring: a 
B-1,4' galactosidic linkage. 


Lactose, 4-O-(-D-galactopyranosyl)-D-glucopyranose 


_— axial 4-hydroxy group of galactose) 


OH 


: 
CH,OH H°CH.OH 


( B-galactosidic linkage ) 


Lactose occurs naturally in the milk of mammals, including cows and humans. 
Hydrolysis of lactose requires a B-galactosidase enzyme (sometimes called lac- 
tase). Some humans synthesize a B-galactosidase, but others do not. This enzyme is 
present in the digestive fluids of normal infants to hydrolyze their mother’s milk. 
Once the child stops drinking milk, production of the enzyme gradually stops. In 
most parts of the world, people do not use milk products after early childhood, 
and the adult population can no longer digest lactose. Consumption of milk or 
milk products can cause digestive discomfort in lactose-intolerant people who lack 
the 6-galactosidase enzyme. Lactose-intolerant infants must drink soybean milk or 
another lactose-free formula. 


PROBLEM 23-38 


Does lactose mutarotate? Is it a reducing sugar? Explain. Draw the two anomeric forms of 
lactose. 


23-12B The 1,6’ Linkage: Gentiobiose 


In addition to the common 1,4’ glycosidic linkage, the 1,6’ linkage is also found in 
naturally occurring carbohydrates. In a 1,6’ linkage, the anomeric carbon of one sugar 
is linked to the oxygen of the terminal carbon (C6) of another. This linkage gives a 
different sort of stereochemical arrangement, because the hydroxy group on C6 is one 
carbon atom removed from the ring. Gentiobiose is a sugar with two glucose units 
joined by a B-1,6’ glucosidic linkage. 
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Gentiobiose, 6-O-($-D-glucopyranosyl)-D-glucopyranose 


( B-glucosidic linkage ) 


Hl CH,OH 


Although the 1,6’ linkage is rare in disaccharides, it is commonly found as a branch 
point in polysaccharides. For example, branching in amylopectin (insoluble starch) 
occurs at 1,6’ linkages, as discussed in Section 23-13B. 


PROBLEM 23-39 


Is gentiobiose a reducing sugar? Does it mutarotate? Explain your reasoning. 


23-12C Linkage of Two Anomeric Carbons: Sucrose 


Some sugars are joined by a direct glycosidic linkage between their anomeric carbon 
atoms: a 1,1’ linkage. Sucrose (common table sugar), for example, is composed of one 
glucose unit and one fructose unit bonded by an oxygen atom linking their anomeric 
carbon atoms. (Because fructose is a ketose and its anomeric carbon is C2, this is 
actually a 1,2’ linkage.) Notice that the linkage is in the a position with respect to the 
glucose ring and in the 6 position with respect to the fructose ring. 


Sucrose, «-D-glucopyranosyl-B-D-fructofuranoside 
(or B-D-fructofuranosyl-a-D-glucopyranoside) 


Ht CH,OH 


Both monosaccharide units in sucrose are present as acetals, or glycosides. Neither [ISS thi Sises 


ring is in equilibrium with its open-chain aldehyde or ketone form, so sucrose does not 

: : ‘ Sucrose (a nonreducing sugar) is 
reduce Tollens reagent and it cannot mutarotate. Because both units are glycosides, the eer ; 

. ae : . ‘ not as easily oxidized as a reducing sugar, 

systematic name for sucrose can list either of the two glycosides as being a substituent 7 

: : . oP ae so it is much more useful for preserving 
on the other. Both systematic names end in the -oside suffix, indicating a nonmutaro- foods such as jams and jellies. A reduc- 
tating, nonreducing sugar. Like many other common names, sucrose ends in the -ose ing sugar like glucose would oxidize and 
ending even though it is a nonreducing sugar. Common names are not reliable indica- oj, 
tors of the properties of sugars. 
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Application: Blood Types 


The primary differences among the 
blood types O, A, B, and AB involve 
antigenic carbohydrates on the sur- 
face of the red blood cells. Type O cells 
have no antigenic carbohydrates on 

the surface, while Type A cells have an 
antigenic N-acetylgalactosamine, and 
Type B cells have an antigenic galactose. 
Type AB cells have both galactose and 
N-acetylgalactosamine antigens. 

Type O is called the “universal donor” 
because the cells have no antigen to pro- 
voke a deadly antigen-antibody reaction. 
If the other blood factors (Rh factor, for 
example) are compatible, type O can be 
donated to people with the other blood 


types. 


HO OH 
O 
H H 
HO\ UE H 
H iil OH 
Ac 


N-acetylgalactosamine 
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Sucrose is hydrolyzed by enzymes called invertases, found in honeybees and 
yeasts, that specifically hydrolyze the 6-p-fructofuranoside linkage. The resulting 
mixture of glucose and fructose is called invert sugar because hydrolysis con- 
verts the positive rotation [+66.5°] of sucrose to a negative rotation that is the 
average of glucose [+52.7°] and fructose [—92.4°]. The most common form of 
invert sugar is honey, a supersaturated mixture of glucose and fructose hydrolyzed 
from sucrose by the invertase enzyme of honeybees. Glucose and fructose were 
once called dextrose and levulose, respectively, according to their opposite signs 
of rotation. 


{ SOLVED PROBLEM 23-3 


An unknown carbohydrate of formula C;,H»O,, reacts with Tollens reagent to form a silver 
mirror. An a-glycosidase has no effect on the carbohydrate, but a B-galactosidase hydro- 
lyzes it to D-galactose and D-mannose. When the carbohydrate is methylated (using methyl 
iodide and silver oxide) and then hydrolyzed with dilute HCI, the products are 2,3,4,6-tetra- 
O-methylgalactose and 2,3,4-tri-O-methylmannose. Propose a structure for this unknown 
carbohydrate. 


SOLUTION 

The formula shows that this is a disaccharide composed of two hexoses. Hydrolysis 
gives D-galactose and D-mannose, identifying the two hexoses. Hydrolysis requires 
a B-galactosidase, showing that galactose and mannose are linked by a B-galactosyl 
linkage. Since the original carbohydrate is a reducing sugar, one of the hexoses 
must be in a free hemiacetal form. Galactose is present as a glycoside; thus, man- 
nose must be present in its hemiacetal form. The unknown carbohydrate must be a 
(B-galactosyl)-mannose. 

The methylation/hydrolysis procedure shows the point of attachment of the glycosidic 
bond to mannose and also confirms the size of the six-membered rings. In galactose, all the 
hydroxy groups are methylated except C1 and CS. Cl is the anomeric carbon, and the C5 oxy- 
gen is used to form the hemiacetal of the pyranose ring. In mannose, all the hydroxy groups 
are methylated except C1, C5, and C6. The C5 oxygen is used to form the pyranose ring (the 
C6 oxygen would form a less stable seven-membered ring); therefore, the oxygen on C6 must 
be involved in the glycosidic linkage. The structure and systematic name are shown here. 


6-O-($-D-galactopyranosy])-D-mannopyranose 


PROBLEM 23-40 


Trehalose is a nonreducing disaccharide (Cj7H» 0}, ) isolated from the poisonous mushroom 
Amanita muscaria. Treatment with an a-glucosidase converts trehalose to two molecules 
of glucose, but no reaction occurs when trehalose is treated with a B-glucosidase. When 
trehalose is methylated by dimethy] sulfate in mild base and then hydrolyzed, the only prod- 
uct is 2,3,4,6-tetra-O-methylglucose. Propose a complete structure and systematic name for 
trehalose. 


E 
PROBLEM 23-41 


Raffinose is a trisaccharide (CgH30 6) isolated from cottonseed meal. Raffinose does not reduce 
Tollens reagent, and it does not mutarotate. Complete hydrolysis of raffinose gives D-glucose, 
D-fructose, and D-galactose. When raffinose is treated with invertase, the products are D-fruc- 
tose and a reducing disaccharide called melibiose. Raffinose is unaffected by treatment with a 
B-galactosidase, but an a-galactosidase hydrolyzes it to D-galactose and sucrose. When raffinose 
is treated with dimethyl sulfate and base followed by hydrolysis, the products are 2,3,4-tri-O- 
methylglucose, 1,3,4,6-tetra-O-methylfructose, and 2,3,4,6-tetra-O-methylgalactose. Determine 
the complete structures of raffinose and melibiose, and give a systematic name for melibiose. 


23-13 Polysaccharides 


Polysaccharides (also called glycans) are carbohydrates that contain many mono- 
saccharide units joined by glycosidic bonds. They are one class of biopolymers, or 
naturally occurring polymers. Smaller polysaccharides, containing about three to ten 
monosaccharide units, are sometimes called oligosaccharides. Most polysaccharides 
have hundreds or thousands of simple sugar units linked together into long polymer 
chains. Except for units at the ends of chains, all the anomeric carbon atoms of poly- 
saccharides are involved in acetal glycosidic links. Therefore, polysaccharides give no 
noticeable reaction with Tollens reagent, and they do not mutarotate. 


23-13A Cellulose 


Cellulose, a polymer of D-glucose, is the most abundant organic material. Cellulose 
is synthesized by plants as a structural material to support the weight of the plant. 
Long cellulose molecules, called microfibrils, are held in bundles by hydrogen bond- 
ing between the many —OH groups of the glucose rings. About 50% of dry wood and 
about 90% of cotton fiber is cellulose. 

Cellulose is composed of D-glucose units linked by B-1,4' glycosidic bonds. This 
bonding arrangement (like that in cellobiose) is rather rigid and very stable, giving 
cellulose desirable properties for a structural material. Figure 23-16 shows a partial 
structure of cellulose. 

Humans and other mammals lack the B-glucosidase enzyme needed to hydrolyze 
cellulose, so they cannot use it directly for food. Several groups of bacteria and pro- 
tozoa can hydrolyze cellulose, however. Termites and ruminants maintain colonies of 
these bacteria in their digestive tracts. When a cow eats hay, these bacteria convert 
about 20% to 30% of the cellulose to digestible carbohydrates. 

Rayon is a fiber made from cellulose that has been converted to a soluble derivative 
and then regenerated. In the common viscose process, wood pulp is treated with carbon 
disulfide and sodium hydroxide to convert the free hydroxy groups to xanthates, which are 
soluble in water. The viscous solution (called viscose) is forced through a spinneret into 
an aqueous sodium bisulfate solution, where a fiber of insoluble cellulose is regenerated. 
Alternatively, the viscose solution can be extruded in sheets to give cellophane film. Rayon 
and cotton are both cellulose, yet rayon thread can be much stronger because it consists of 
long, continuously extruded fibers, rather than short cotton fibers spun together. 
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The acoustic properties of cellulose 
have never been surpassed by other 
substances. Here, a luthier holds a 
spruce front plate up to a light to 
show how the thickness is carefully 
graduated to enhance a pleasing 
sound. 


| B-glucosidic linkage | 


FIGURE 23-16 Partial structure of 
cellulose. Cellulose is a B-1,4' polymer 
of D-glucose, systematically named 
poly(1,4’-O-B-p-glucopyranoside). 
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TABLE 23-1 


Disaccharide Names (section) 


Component Monosaccharides 


Carbohydrates and Nucleic Acids 


Summary of Disaccharide Names, Component Monosaccharides, Glycosidic Linkages, and Occurrences 


Glycosidic Linkages Occurrences 


Cellobiose D-glucose B-1,4' Derived from cellulose 
(23-12A) 

Maltose D-glucose a-1,4’ Derived from starch 
(23-12A) 

Lactose D-galactose, D-glucose B-1,4' Natural component of 
(23-12A) mammalian milk 
Gentiobiose D-glucose B-1,6' Less common disaccharide 
(23-12B) present in honey 

Sucrose D-glucose, D-fructose Direct linkage of anomeric Table sugar 

(23-12C) carbon atoms is called 1,1’. 


Application: Dental Plaque 


Oral bacteria convert glucose, fructose, 
sucrose, and other common sugars into 
a polysaccharide called dextran. Dextran 
is an essential component of the plaque 
that forms around teeth and protects 
bacteria from the antibacterial compo- 
nents in saliva. The dextran chain consists 
of glucose molecules linked by a-1,6’ 
glucosidic linkages, with branches at a- 
1,3’ linkages. Candy makers use glucitol 
(“sorbitol”) and mannitol to sweeten 
“sugarless” candies and gum because 
bacteria cannot easily convert these 
sugar alcohols to the glucose they need 
to make dextran. 


Since fructose is a ketose, 
the glycosidic linkage is 
technically a-1, B-2'. 


| 
RO—C—S"|Nat* + 


ROH + CS, + NaOH —= H,O 
cellulose xanthate derivatives 
(viscose) 
i 
RO—C—S-|Na* + NaHSO, 75> ROH + CS, + NaSO, 
extruded into solution rayon 


(regenerated cellulose) 


PROBLEM 23-42 


Cellulose is converted to cellulose acetate by treatment with acetic anhydride and pyridine. 
Cellulose acetate is soluble in common organic solvents, and it is easily dissolved and spun 
into fibers. Show the structure of cellulose acetate. 


23-13B Starches: Amylose, Amylopectin, and Glycogen 


Plants use starch granules for storing energy. When the granules are dried and ground 
up, different types of starches can be separated by mixing them with hot water. About 
20% of the starch is water-soluble amylose, and the remaining 80% is water-insoluble 
amylopectin. When starch is treated with dilute acid or appropriate enzymes, it is pro- 
gressively hydrolyzed to maltose and then to glucose. 


Amylose Like cellulose, amylose is a linear polymer of glucose with 1,4’ gly- 
cosidic linkages. The difference is in the stereochemistry of the linkage. Amylose 
has a-1,4’ links, while cellulose has B-1,4’ links. A partial structure of amylose is 
shown in Figure 23-17. 

The subtle stereochemical difference between cellulose and amylose results in 
some striking physical and chemical differences. The @ linkage in amylose kinks the 
polymer chain into a helical structure. This kinking increases hydrogen bonding with 
water and lends additional solubility. As a result, amylose is soluble in water, and cel- 
lulose is not. Cellulose is stiff and sturdy, but amylose is not. Unlike cellulose, amylose 
is an excellent food source. The a-1,4’ glucosidic linkage is easily hydrolyzed by an 
a-glucosidase enzyme, found in all animals. 


a-glucosidic 
linkage 
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FIGURE 23-17 Partial structure of 
amylose. Amylose is an a-1,4’ polymer 
of glucose, systematically named 
poly(1,4’-O-a-b-glucopyranoside). 
Amylose differs from cellulose only in 
the stereochemistry of the glycosidic 
linkage. 


FIGURE 23-18 The starch-iodine 
complex of amylose. The amylose helix 
forms a dark blue charge-transfer 
complex with molecular iodine. 


The helical structure of amylose also serves as the basis for an interesting and 
useful reaction. The inside of the helix is just the right size and polarity to accept an 
iodine (I,) molecule. When iodine is lodged within this helix, a deep blue starch-iodine 
complex results (Figure 23-18). This is the basis of the starch-iodide test for oxidizers. 
The material to be tested is added to an aqueous solution of amylose and potassium 
iodide. If the material is an oxidizer, some of the iodide (I) is oxidized to iodine (I>), 
which forms the blue complex with amylose. 


Amylopectin Amylopectin, the insoluble fraction of starch, is also primarily an 
a-1,4" polymer of glucose. The difference between amylose and amylopectin lies in 
the branched nature of amylopectin, with a branch point about every 20 to 30 glucose 
units. Another chain starts at each branch point, connected to the main chain by an 
a-1,6' glycosidic linkage. A partial structure of amylopectin, including one branch 
point, is shown in Figure 23-19. 


Glycogen Glycogen is the carbohydrate that animals use to store glucose for read- 
ily available energy. A large amount of glycogen is stored in the muscles themselves, 
ready for immediate hydrolysis and metabolism. Additional glycogen is stored in the 
liver, where it can be hydrolyzed to glucose for secretion into the bloodstream, provid- 
ing an athlete with a “second wind.” 

The structure of glycogen is similar to that of amylopectin, but with more extensive 
branching. The highly branched structure of glycogen leaves many end groups available 
for quick hydrolysis to provide glucose needed for metabolism. 


23-13C Chitin: A Polymer of N-Acetylglucosamine 


Chitin (pronounced ki'-t’n, rhymes with Titan) forms the exoskeletons of insects. 
In crustaceans, chitin forms a matrix that binds calcium carbonate crystals into the 
exoskeleton. Chitin is different from the other carbohydrates we have studied. It is a 
polymer of N-acetylglucosamine, an amino sugar (actually an amide) that is common 
in living organisms. In N-acetylglucosamine, the hydroxy group on C2 of glucose is 
replaced by an amino group (forming glucosamine), and that amino group is acetylated. 


Application: Low-Carb Diets 


Low-carbohydrate diets restrict the intake 
of carbohydrates, sometimes resulting 

in rapid weight loss. The weight is lost 
because glycogen and fatty acids are 
burned to maintain blood glucose levels. 


This cicada is shedding its nymphal 
exoskeleton. Chitin lends strength and 
rigidity to the exoskeletons of insects, 
but it cannot grow and change shape 
with the insect. 
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a-1,6’ glucosidic linkage 
branch point 


H O ae 


FIGURE 23-19 Partial structure of amylopectin. Amylopectin is a branched a-1,4" polymer of glucose. At the 
branch points, there is a single a-1,6’ linkage that provides the attachment point for another chain. Glycogen has a 
similar structure, except that its branching is more extensive. 


Application: Insecticide 


Chitin synthase inhibitors are used com- 
mercially as insecticides because they 
prevent the formation of a new exoskel- 
eton and the shedding of the old one. 
The insect becomes trapped in an old 
exoskeleton that cannot grow. These 
inhibitors are highly toxic to insects and 
crustaceans, but relatively nontoxic to 
mammals. The most common chitin syn- 
thase inhibitors are substituted benzoyl- 
ureas such as diflubenzuron, which was 
first registered as an insecticide in 1976. 


diflubenzuron or Dimilin™ 


N-Acetylglucosamine, or 2-acetamido-2-deoxy-D-glucose 


H 6cu OH 
4 


Chitin is bonded like cellulose, except using N-acetylglucosamine instead of glu- 
cose. Like other amides, N-acetylglucosamine forms exceptionally strong hydrogen 
bonds between the amide carbonyl groups and N—H protons. The glycosidic bonds 
are B-1,4’ links, giving chitin structural rigidity, strength, and stability that exceed even 
those of cellulose. Unfortunately, this strong, rigid polymer cannot easily expand, so it 
must be shed periodically by molting as the animal grows. 


Chitin, or poly (1,4'-O-B-2-acetamido-2-deoxy- D-glucopyranoside), 
a B-1,4-linked polymer of N-acetylglucosamine 


H 
1 CH,OH iT CH,OH CHO mn 
/ 
ae O O O 
HO 
H | H 
7 =O 
B-glycosidic 
linkage CH, 
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TABLE 23-2. Summary of Polysaccharide Names, Component Monosaccharides, Glycosidic Linkages, and Occurrences 


Polysaccharide Names (section) Monosaccharide Monomers _ Glycosidic Linkages 


Occurrences 


Cellulose D-glucose B-1,4' Structural material of plants 
(23-13A) 
Amylose D-glucose a-1,4' Water-soluble component of starch 
(23-13B) 
Amylopectin D-glucose a-1,4’ with a-1,6’ branch Water-insoluble component 
(23-13B) points of starch 
Glycogen D-glucose a-1,4’ with a-1,6’ branch Readily available source of glucose 
(23-13B) points (more extensive for energy requirements 

branching than amylopectin) 
Chitin N-Acetylglucosamine B-1,4' Structural component of fungal cell 
(23-13C) walls and exoskeletons in many 


23-14 Nucleic Acids: Introduction 


Nucleic acids are substituted polymers of the aldopentose ribose that carry an organ- 
ism’s genetic information. A tiny amount of DNA in a fertilized egg cell determines 
the physical characteristics of the fully developed animal. The difference between a 
frog and a human is encoded in a relatively small part of this DNA. Each cell carries 
a complete set of genetic instructions that determine the type of cell, what its func- 
tion will be, when it will grow and divide, and how it will synthesize all the structural 
proteins, enzymes, fats, carbohydrates, and other substances the cell and the organism 
need to survive. 

The two major classes of nucleic acids are ribonucleic acids (RNA) and deoxyri- 
bonucleic acids (DNA). In a typical cell, DNA is found primarily in the nucleus, where 
it carries the permanent genetic code. The molecules of DNA are huge, with molecular 
weights up to 50 billion. When the cell divides, DNA replicates to form two copies for 
the daughter cells. DNA is relatively stable, providing a medium for transmission of 
genetic information from one generation to the next. 

RNA molecules are typically much smaller than DNA molecules, and they are 
more easily hydrolyzed and broken down. RNA commonly serves as a working copy 
of the nuclear DNA being decoded. Nuclear DNA directs the synthesis of messenger 
RNA, which leaves the nucleus to serve as a template for the construction of protein 
molecules in the ribosomes. After it has served its purpose, the messenger RNA is then 
enzymatically cleaved to its component parts, which become available for assembly 
into new RNA molecules to direct other syntheses. 

The backbone of a nucleic acid is a polymer of ribofuranoside rings (five-mem- 
bered rings of the sugar ribose) linked by phosphate ester groups. Each ribose unit 
carries a heterocyclic base that provides part of the information needed to specify a 
particular amino acid in protein synthesis. Figure 23-20 shows the ribose-phosphate 
backbone of RNA. 

DNA and RNA each contain four monomers, called nucleotides, that differ in the 
structure of the bases bonded to the ribose units. Yet this deceptively simple structure 
encodes complex information just as the 0 and 1 bits used by a computer encode com- 
plex programs. First we consider the structure of individual nucleotides, then the bond- 
ing of these monomers into single-stranded nucleic acids, and finally the base pairing 
that binds two strands into the double helix of nuclear DNA. 


organisms 


HIV (the AIDS virus, in green) is shown 
here attacking a T-4 lymphocyte (in 
red). HIV is an RNA virus whose genetic 
material must be translated to DNA 
before inserting itself into the host 
cell’s DNA. Several of the anti-AIDS 
drugs are directed toward stopping this 
reverse transcription of RNA to DNA. 
(Magnification 1000X) 
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FIGURE 23-20 A short segment 
of the RNA polymer. Nucleic acids 
are assembled on a backbone made 
up of ribofuranoside units linked by 
phosphate esters. 


Carbohydrates and Nucleic Acids 
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Application: Gout 


Mammals metabolize purines to form 
several waste products, including uric 
acid. Gout is caused by elevated levels of 
uric acid in the body, causing crystals of 
urate salts to precipitate in the joints. 


O 
H 
i NH 
o< || AL 
N 
y yo 
uric acid 


23-15 Ribonucleosides and Ribonucleotides 


Ribonucleosides are components of RNA based on glycosides of the furanose form 
of p-ribose. We have seen (Section 23-8) that a glycoside may have an aglycone 
(the substituent on the anomeric carbon) bonded by a nitrogen atom. A ribonucleo- 
side is a B-b-ribofuranoside (a B-glucosidase of D-ribofuranose) whose aglycone 
is a heterocyclic nitrogen base. The following structures show the open-chain and 
furanose forms of ribose, and a ribonucleoside with a generic base bonded through 
a nitrogen atom. 


CHO 


OH OH 


$-p-ribofuranose 


OH OH 


a ribonucleoside 


H-+-OH 
CH,OH 


D-ribose 


The four bases commonly found in RNA are divided into two classes: The 
monocyclic compounds cytosine and uracil are called pyrimidine bases because 
they resemble substituted pyrimidines, and the bicyclic compounds adenine and 
guanine are called purine bases because they resemble the bicyclic heterocycle 
purine (Section 16-9C). 


23-15 Ribonucleosides and Ribonucleotides 


a) 
- 
\ 


NH, a 
(3 i SN NY 
2 O O 
H H 


pyrimidine — cytosine (C) uracil (U) adenine (A) guanine (G) purine 
pyrimidine bases purine bases 


When bonded to ribose through the circled nitrogen atoms, the four heterocyclic 
bases make up the four ribonucleosides cytidine, uridine, adenosine, and guanosine 
(Figure 23-21). Notice that the two ring systems (the base and the sugar) are numbered 
separately, and the carbons of the sugar are given primed numbers. For example, the 
3’ carbon of cytidine is C3 of the ribose ring. 
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2 


cytidine (C) uridine (U) adenosine (A) guanosine (G) 


FIGURE 23-21 The four common ribonucleosides are cytidine, uridine, adenosine, and guanosine. 


PROBLEM 23-43 


Cytosine, uracil, and guanine have tautomeric forms with aromatic hydroxy groups. Draw 
these tautomeric forms. 


PROBLEM 23-44 


(a) An aliphatic aminoglycoside is relatively stable to base, but it is quickly hydrolyzed by 
dilute acid. Propose a mechanism for the acid-catalyzed hydrolysis. 


R R 
ee 
HO CH») O. H,O* 7 
H H ——~> R,NH) + sugar 
H H 
OH OH 


an aliphatic riboside 


(b) Ribonucleosides are not so easily hydrolyzed, requiring relatively strong acid. Using 
your mechanism for part (a), show why cytidine and adenosine (for example) are not 
so readily hydrolyzed. Explain why this stability is important for living organisms. 


Ribonucleotides Ribonucleic acid consists of ribonucleosides bonded together 
into a polymer. This polymer cannot be bonded by glycosidic linkages like those of 
other polysaccharides because the glycosidic bonds are already used to attach the 
heterocyclic bases. Instead, the ribonucleoside units are linked by phosphate esters. 
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cytidine monophosphate, 
CMP (cytidylic acid) 


53 2 
N~ NV~S N 2 
| 5 ‘ee 1 5 “ | J | 5 a | bi 
-O—P—O—CH, -O—P—O—CH, -O—P—O—CH, N" *NH, 
o- H 4H ie H H o- H 4H 
H H H H H H 
OH OH OH OH OH OH 
uridine monophosphate, adenosine monophosphate, guanosine monophosphate, 
UMP (uridylic acid) AMP (adenylic acid) GMP (guanidylic acid) 


FIGURE 23-22 Four common ribonucleotides. These are ribonucleosides esterified by phosphoric acid at their 5’ position, the 
—CH,OH at the end of the ribose chain. 


The 5’-hydroxy group of each ribofuranoside is esterified by phosphoric acid. A ribo- 
nucleoside that is phosphorylated at its 5’ carbon is called a ribonucleotide (‘“tied” 
to phosphate). The four common ribonucleotides, shown in Figure 23-22, are simply 
phosphorylated versions of the four common ribonucleosides. 

The phosphate groups of these ribonucleotides can exist in any of three ionization 
states, depending on the pH of the solution. At the nearly neutral pH of most organisms 
(pH = 7.4), there is one proton on the phosphate group. By convention, however, these 
groups are usually written completely ionized. 


1 1 T 
ai eee ais ais 
OH OH O- 
in acid nearly neutral in base 
(usually written) 


23-16 The Structures of RNA and DNA 


Ribonucleic acid (RNA) and deoxyribonucleic acid (DNA) are both biopolymers of 
nucleic acids, but they have minor structural differences that lead to major functional 
differences. All living cells use DNA as the primary genetic material that is passed 
from one generation to another. DNA directs and controls the synthesis of RNA, which 
serves as a short-lived copy of part of the much larger DNA molecule. Then, the cellular 
machinery translates the nucleotide sequence of the RNA molecule into a sequence of 
amino acids needed to make a protein. 


23-16A The Structure of Ribonucleic Acid 


Figure 23-23 shows how the individual ribonucleotide units are bonded into the RNA 
polymer. Each nucleotide has a phosphate group on its 5’ carbon (the end carbon 
of ribose) and a hydroxy group on the 3’ carbon. Two nucleotides are joined by a 
phosphate ester linkage between the 5’-phosphate group of one nucleotide and the 
3'-phosphate group of another. 

The RNA polymer consists of many nucleotide units bonded this way, with a phos- 
phate ester linking the 5’ end of one nucleoside to the 3’ end of another. A molecule 
of RNA always has two ends (unless it is in the form of a large ring). One end has a 
free 3’ group, and the other end has a free 5’ group. We refer to the ends as the 3’ end 
and the 5’ end, and we refer to directions of replication as the 3’ — 5’ direction and 
the 5’ — 3’ direction. Figures 23-20 and 23-23 show short segments of RNA with the 
3’ end and the 5’ end labeled. 
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BP end FIGURE 23-23 Phosphate linkage 
of nucleotides in RNA. Two nucleotides 
OH OH are joined by a phosphate linkage 
between the 5’-phosphate group of 
O=P—O- one and the 3’-hydroxy group of the 
other. 
O 
°CH O_|b 
ase 
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4H | HA! 
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23-16B Deoxyribose and the Structure of Deoxyribonucleic Acid 


All our descriptions of ribonucleosides, ribonucleotides, and ribonucleic acid also apply 
to the components of DNA. The principal difference between RNA and DNA is the 
presence of D-2-deoxyribose as the sugar in DNA instead of the D-ribose found in RNA. 
The prefix deoxy- means that an oxygen atom is missing, and the number 2 means it 
is missing from C2. 


'CHO 
5 
fay HOCH, 0... OH 
4H H>! 
oo H B z|_H 
OH OH H}~no OH 
5CH,OH 
D-2-deoxyribose B-b-2-deoxyribofuranose a deoxyribonucleoside 


Another key difference between RNA and DNA is the presence of thymine in 
DNA instead of the uracil in RNA. Thymine is simply uracil with an additional methyl] 
group. The four common bases of DNA are cytosine, thymine, adenine, and guanine. 


additional CH; 


NH, O NH, O 
H.C, UH H 
“SN 3 N N S N a 
ZA ZA 
| ° | ‘ r ON pe 
H H H H 
cytosine (C) thymine (T) adenine (A) guanine (G) 


pyrimidine bases purine bases 
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These four bases are incorporated into deoxyribonucleosides and deoxyribonucleotides 
similar to the bases in ribonucleosides and ribonucleotides. The following structures 
show the common nucleosides that make up DNA. The corresponding nucleotides are 
simply the same structures with phosphate groups at the 5’ positions. 

The structure of the DNA polymer is similar to that of RNA, except there are no 
hydroxy groups on the 2’ carbon atoms of the ribose rings. The alternating deoxyribose 
rings and phosphates act as the backbone, while the bases attached to the deoxyribose 
units carry the genetic information. The sequence of nucleotides is called the primary 
structure of the DNA strand. 


Four common deoxyribonucleosides that make up DNA 


OH H OH H OH H OH H 


deoxycytidine deoxythymidine deoxyadenosine deoxyguanosine 


23-16C Base Pairing 


Having discussed the primary structure of DNA and RNA, we now consider how the 
nucleotide sequence is reproduced or transcribed into another molecule. This infor- 
mation transfer takes place by an interesting hydrogen-bonding interaction between 
specific pairs of bases. 

Each pyrimidine base forms a stable hydrogen-bonded pair with only one of the 
two purine bases (Figure 23-24). Cytosine forms a base pair, joined by three hydrogen 


[— H CH; 
ribose -—-N. fe) aoa 
ZA ecco H Hee °O 
\_ 7 SS 
N N 


N. 
Sr eae eo \ ‘aa N N 
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guanine GiiC cytosine adenine AinT thymine 


Re web 


FIGURE 23-24 Base pairing in DNA and RNA. Each purine base forms a stable hydrogen-bonded pair with a specific pyrimidine base. 
Guanine forms a base pair with three hydrogen bonds to cytosine, and adenine forms a base pair with two hydrogen bonds to thymine (or 
uracil in RNA). The electrostatic potential maps show that hydrogen bonding takes place between electron-poor hydrogen atoms (blue and 
purple regions) and electron-rich nitrogen or oxygen atoms (red regions). (In these drawings, “ribose” means B-D-2-deoxyribofuranoside in 
DNA and £-b-ribofuranoside in RNA.) 


23-16 The Structures of RNA and DNA 


bonds, with guanine. Thymine (or uracil in RNA) forms a base pair with adenine, joined 
by two hydrogen bonds. The lengths of all these hydrogen bonds have to be the same in 
order to form a stable double-stranded structure. Guanine is said to be complementary to 
cytosine, and adenine is complementary to thymine. This base pairing was first suspected 
in 1950, when Erwin Chargaff of Columbia University noticed that various DNAs, taken 
from a wide variety of species, had about equal amounts of adenine and thymine and 
about equal amounts of guanine and cytosine. 


{ PROBLEM 23-45 


All of the rings of the four heterocyclic bases are aromatic. This is more apparent when the 
polar resonance forms of the amide groups are drawn, as is done for thymine at left. Redraw 
the hydrogen-bonded guanine-cytosine and adenine-thymine pairs shown in Figure 23-24, 
using the polar resonance forms of the amides. Show how these forms help to explain why 
the hydrogen bonds involved in these pairings are particularly strong. Remember that a 
hydrogen bond arises between an electron-deficient hydrogen atom and an electron-rich pair 
of nonbonding electrons. 


23-16D The Double Helix of DNA 


In 1953, James D. Watson and Francis C. Crick used X-ray diffraction patterns of DNA 
fibers to determine the molecular structure and conformation of DNA. They found that 
DNA contains two complementary polynucleotide chains held together by hydrogen 
bonds between the paired bases. Figure 23-25 shows a portion of the double strand of 
DNA, with each base paired with its complement. The two strands are antiparallel: 
One strand is arranged 3’ — 5’ from left to right, while the other runs in the opposite 
direction, 5' — 3’ from left to right. 

Watson and Crick also found that the two complementary strands of DNA are 
coiled into a helical conformation about 20 A in diameter, with both chains coiled 
around the same axis. The helix makes a complete turn for every ten residues, or about 
one turn in every 34 A of length. Figure 23-26 shows the double helix of DNA. In this 
drawing, the two sugar-phosphate backbones form the vertical double helix with the 
heterocyclic bases stacked horizontally in the center. Attractive stacking forces between 
the pi clouds of the aromatic pyrimidine and purine bases are substantial, further help- 
ing to stabilize the helical arrangement. 
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The work of English chemist 
Rosalind Franklin (1920-1958) 
was pivotal in the characteriza- 
tion of DNA. A highly skilled and 
meticulous X-ray crystallographer, 
she generated crucial data used 

to confirm the helical structure. 


However, her contribution was not 
acknowledged at the time. Apart 
from her role in this major discov- 
ery, she did significant work on the 
structure of coals and RNA viruses. 
Sadly, Franklin died of cancer at the 
age of just 37. 
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FIGURE 23-25  Antiparallel strands of DNA. DNA usually consists of two complementary strands, with all the base pairs hydrogen bonded 
together. The two strands are antiparallel, running in opposite directions. (In these drawings of DNA, “ribose” means B-D-2-deoxyribofuranoside.) 
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FIGURE 23-26 Double helix of 
DNA. Two complementary strands are 
joined by hydrogen bonds between the 
base pairs. This double strand coils into 
a helical arrangement. 
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FIGURE 23-27 Replication of the 
double strand of DNA. A new strand 
is assembled on each of the original 
strands, with the DNA polymerase 
enzyme forming the phosphate ester 
bonds of the backbone. 


Electron micrograph of double- 
stranded DNA that has partially 
uncoiled to show the individual strands. 
(Magnification 13,000X) 


When DNA undergoes replication (in preparation for cell division), an enzyme 
uncoils part of the double strand. Individual nucleotides naturally hydrogen bond to 
their complements on the uncoiled part of the original strand, and a DNA polymerase 
enzyme couples the nucleotides to form a new strand. This process is depicted sche- 
matically in Figure 23-27. A similar process transcribes DNA into a complementary 
molecule of messenger RNA for use by ribosomes as a template for protein synthesis. 
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23-17 Additional Functions of Nucleotides 


A great deal is known about replication of DNA and translation of the DNA/RNA 
sequence of bases into proteins. These exciting aspects of nucleic acid chemistry are part 
of the field of molecular biology, and they are covered in detail in biochemistry courses. 


23-17 Additional Functions of Nucleotides 


We generally think of nucleotides as the monomers that form DNA and RNA, yet these 
versatile biomolecules serve a variety of additional functions. Here we briefly consider 
a few additional uses of nucleotides. 


AMP: A Regulatory Hormone Adenosine monophosphate (AMP) also occurs in a 
cyclic form, where the 3’- and 5’-hydroxy groups are both esterified by the same 
phosphate group. This cyclic AMP is involved in transmitting and amplifying the 
chemical signals of other hormones. 


NH, 
N S 
a 
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Je (6) 2 
H H 
, H H 
OH OH O=—P——_O OH 
adenosine monophosphate (AMP) b. 
cyclic AMP 


NAD: A Coenzyme Nicotinamide adenine dinucleotide (NAD) is one of the principal 
oxidation—reduction reagents in biological systems. This nucleotide has the structure 
of two D-ribose rings (a dinucleotide) linked by their 5’ phosphates. The aglycone of 
one ribose is nicotinamide, and the aglycone of the other is adenine. A dietary defi- 
ciency of nicotinic acid (niacin) leads to the disease called pellagra, caused by the 
inability to synthesize enough nicotinamide adenine dinucleotide. 
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nicotinamide adenine dinucleotide 
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Application: Genetic Disease 


Adenosine deaminase replaces the C6 
amino group with a hydroxy group, an 
important step in purine metabolism. A 
genetic deficiency of the enzyme causes 
a severe immunodeficiency, called “baby 
in a bubble syndrome.” The child must 
live in a sterile environment until he or 
she can receive a bone marrow trans- 
plant to provide a new immune system. 


Application: Insomnia 


Adenosine may also act as a 
neurotransmitter that induces sleep. 
Caffeine blocks the adenosine 
receptor, resulting in wakefulness 
or insomnia. 
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The following equation shows how NAD* serves as the oxidizing agent in the biologi- 
cal oxidation of an alcohol. Just the nicotinamide portion of NAD shown takes part in the 
reaction. The enzyme that catalyzes this reaction is called alcohol dehydrogenase (ADH). 


a rap! 
| - ee ADH oo 
H,C—C—H + | —aees = CCH st + Ht 
SA + 
| 
sugar sugar 
ethanol NAD* acetaldehyde NADH (reduced) 
ATP: An Energy Source When glucose is oxidized in the living cell, the energy 
released is used to synthesize adenosine triphosphate (ATP), an anhydride of phos- 
phoric acid. As with most anhydrides, hydrolysis of ATP is highly exothermic. The 
hydrolysis products are adenosine diphosphate (ADP) and inorganic phosphate. 
NH, NH, 
N S N 
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HO t O i fe) i O—CH, o. N™ “N + HO > HO ji fe) i O—CH, o. N7 “N7 + a a 
O- Oo Oo H H Oo Oo H H Oo 
H H H H 
OH OH OH OH 
adenosine triphosphate (ATP) adenosine diphosphate (ADP) phosphate 


AH® = -31 kJ/mol (-7.3 kcal/mol) 


The highly exothermic nature of ATP hydrolysis is largely explained by the heats 
of hydration of the products. ADP is hydrated about as well as ATP, but inorganic 
phosphate has a large heat of hydration. Hydrolysis also reduces the electrostatic repul- 
sion of the three negatively charged phosphate groups in ATP. Hydrolysis of adenosine 
triphosphate (ATP) liberates 31 kJ (7.3 kcal) of energy per mole of ATP. This is the 
energy that muscle cells use to contract and all cells use to drive their endothermic 
chemical processes. 


Essential Terms 


aglycone A nonsugar residue bonded to the anomeric carbon of a glycoside (the acetal form of a sugar). 
Aglycones are commonly bonded to the sugar through oxygen or nitrogen. (p. 1249) 

aldaric acid (glycaric acid, saccharic acid) A dicarboxylic acid formed by oxidation of both end carbon atoms 
of a monosaccharide. (p. 1246) 

alditol (sugar alcohol) A polyalcohol formed by reduction of the carbonyl group of a monosaccharide. 
(p. 1245) 

aldonic acid (glyconic acid) A monocarboxylic acid formed by oxidation of the aldehyde group of an aldose. 
(p. 1246) 

aldose A monosaccharide containing an aldehyde carbonyl group. (p. 1233) 

amino sugar A sugar (such as glucosamine) in which a hydroxy group is replaced by an amino group. (p. 1265) 

anomeric carbon The hemiacetal carbon in the cyclic form of a sugar (the carbonyl carbon in the open-chain form). 
The anomeric carbon is easily identified because it is the only carbon with two bonds to oxygen 
atoms. (p. 1243) 

anomers Sugar stereoisomers that differ in configuration only at the anomeric carbon. Anomers are classified 
as a or B depending on whether the anomeric hydroxy group (or the aglycone in a glycoside) 
is trans (a) or cis (8) to the terminal — CH2OH. (p. 1242) 
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carbohydrates 
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chitin 

degradation 
deoxyribonucleic acid 
deoxy sugar 
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D series of sugars 
disaccharide 

enediol rearrangement 


epimers 
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furanose 
furanoside 
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glycosidic linkage 
glucosidic linkage: 


galactosidic linkage: 
Haworth projection 
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anomeric carbon 


4 


open-chain form $-b-glucopyranose 

(sugars) Polyhydroxy aldehydes and ketones, including their derivatives and polymers. Many 
have formula C,,(H20),, from which they received the name “hydrates of carbon” or “carbo- 
hydrates.” (p. 1233) 

A linear B-1,4' polymer of p-glucopyranose. Cellulose forms the cell walls of plants and is the 
major constituent of wood and cotton. (p. 1234) 

A B-1,4' polymer of N-acetylglucosamine that lends strength and rigidity to the exoskeletons 
of insects and crustaceans. (p. 1265) 

A reaction that causes loss of a carbon atom. (p. 1253) 

(DNA) A biopolymer of deoxyribonucleotides that serves as a template for the synthesis of 
ribonucleic acid. DNA is also the template for its own replication, through uncoiling and the 
pairing and enzymatic linking of complementary bases. (p. 1267) 

A sugar in which a hydroxy group is replaced by a hydrogen. Deoxy sugars are recognized by 
the presence of a methylene group or a methyl group. (p. 1271) 

The common dextrorotatory isomer of glucose, D-(+)-glucose. (p. 1244) 

All sugars whose asymmetric carbon atom farthest from the carbonyl group has the same con- 
figuration as the asymmetric carbon atom in D-(+)-glyceraldehyde. Most naturally occurring 
sugars are members of the D series. (p. 1235) 

A carbohydrate whose hydrolysis gives two monosaccharide molecules. (p. 1234) 

A base-catalyzed tautomerization that interconverts aldoses and ketoses with an enediol as an 
intermediate. This enolization also epimerizes C2 and other carbon atoms. (p. 1247) 

Two diastereomeric sugars differing only in the configuration at a single asymmetric carbon 
atom. The epimeric carbon atom is usually specified, as in “C4 epimers.” If no epimeric carbon 
is specified, it is assumed to be C2. The interconversion of epimers is called epimerization. 
(pp. 1237, 1248) 

Diastereomers having similar groups on the same side (erythro) or on opposite sides (threo) of 
the Fischer projection. This terminology was adapted from the names of the aldotetroses 
erythrose and threose. (p. 1237) 


COOH 


CH,OH 


p-erythrose 


CH,CH, 


erythro-2,3-dibromopentanoic acid 


CH,OH 


p-threose threo-3-chlorobutan-2-ol 


A five-membered cyclic hemiacetal form of a sugar. (p. 1242) 
A five-membered cyclic glycoside. (p. 1248) 
A glycoside derived from glucose. (p. 1248) 


A cyclic acetal form of a sugar. Glycosides are stable to base, and they are nonreducing sugars. 
Glycosides are generally furanosides (five-membered) or pyranosides (six-membered), and 
they exist in anomeric a and B forms. (p. 1248) 


A general term for an acetal bond from an anomeric carbon joining two monosaccharide units. 
(pp. 1259, 1260) 


A glycosidic linkage using an acetal bond from the anomeric carbon of glucose. 
A glycosidic linkage using an acetal bond from the anomeric carbon of galactose. 


A flat-ring representation of a cyclic sugar. The Haworth projection does not show the axial and 
equatorial positions of a pyranose, but it does show the cis and trans relationships. (p. 1239) 
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ketose 


Kiliani-Fischer synthesis 


L series of sugars 


monosaccharide 


mutarotation 


nucleoside 


nucleotide 


cytidine monophosphate, 
CMP (cytidylic acid) 


oligosaccharide 


polysaccharide 
primary structure 


pyranose 


pyranoside 


rayon 
reducing sugar 


ribonucleic acid 
ribonucleotide 
Ruff degradation 


starches 
amylose: 
amylopectin: 


glycogen: 
sugar 


Tollens test 


Carbohydrates and Nucleic Acids 


A monosaccharide containing a ketone carbonyl group. (p. 1233) 

A method for elongating an aldose at the aldehyde end. The aldose is converted into two epi- 
meric aldoses with an additional carbon atom. For example, Kiliani-Fischer synthesis converts 
b-arabinose to a mixture of D-glucose and D-mannose. (p. 1254) 

All sugars whose asymmetric carbon atom farthest from the carbonyl group has the same configu- 
ration as the asymmetric carbon atom in L-(—)-glyceraldehyde. Sugars of the L series are not 
common in nature. (p. 1235) 

A carbohydrate that does not undergo hydrolysis of glycosidic bonds to give smaller sugar 
molecules. (p. 1233) 

A spontaneous change in optical rotation that occurs when a pure anomer of a sugar in its hemiac- 
etal form equilibrates with the other anomer to give an equilibrium mixture with an averaged 
value of the optical rotation. (p. 1243) 

An N-glycoside of 8-b-ribofuranose or 8-D-deoxyribofuranose, where the aglycone is one of several 
derivatives of pyrimidine or purine. (p. 1268) 

A 5'-phosphate ester of a nucleoside. (p. 1269) 


uridine monophosphate, 
UMP (uridylic acid) 


adenosine monophosphate, 
AMP (adenylic acid) 


guanosine monophosphate, 
GMP (guanidylic acid) 


The four common ribonucleotides of RNA 


A carbohydrate whose hydrolysis gives about two to ten monosaccharide units, but not as many 
as a polysaccharide. (p. 1263) 


(glycan) A carbohydrate whose hydrolysis gives many monosaccharide molecules. (p. 1263) 


The primary structure of a nucleic acid is the sequence of nucleotides forming the polymer. This 
sequence determines the genetic characteristics of the nucleic acid. (p. 1272) 


A six-membered cyclic hemiacetal form of a sugar. (p. 1242) 

A six-membered cyclic glycoside. (p. 1248) 

A commercial fiber made from regenerated cellulose. (p. 1263) 

Any sugar that gives a positive Tollens test. Both ketoses and aldoses (in their hemiacetal forms) 
give positive Tollens tests. (p. 1247) 

(RNA) A biopolymer of ribonucleotides that controls the synthesis of proteins. The synthesis of RNA 
is generally controlled by and patterned after DNA in the cell. (p. 1267) 

The 5’-phosphate ester of a ribonucleoside, a component of RNA based on £-p-ribofuranose and 
containing one of four heterocyclic bases as the aglycone. (p. 1268) 

A method for shortening the chain of an aldose by one carbon atom by treatment with bromine 
water, followed by hydrogen peroxide and Fe2(SO,4)3. (p. 1253) 

A class of a-1,4' polymers of glucose used for carbohydrate storage in plants and animals. (p. 1264) 

A linear a-1,4' polymer of p-glucopyranose used for carbohydrate storage in plants. 

A branched a-1,4’ polymer of D-glucopyranose used for carbohydrate storage in plants. Branching 
occurs at a-1,6' glycosidic linkages. 

An extensively branched a-1,4' polymer of p-glucopyranose used for carbohydrate storage in 
animals. Branching occurs at a-1,6’ glycosidic linkages. 

(saccharide) A generic term for low-molecular-weight carbohydrates (mostly monosaccharides and 
disaccharides), especially those that are found in foods. A simple sugar is a monosaccharide. (p. 1233) 

A test for reducing sugars, employing the same silver-ammonia complex used as a test for alde- 
hydes. A positive test gives a silver precipitate, often in the form of a silver mirror. Tollens 
reagent is basic, and it promotes enediol rearrangements that interconvert ketoses and aldoses. 
Therefore, both aldoses and ketoses give positive Tollens tests if they are in their hemiacetal 
forms, in equilibrium with open-chain carbonyl structures. (p. 1247) 
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Essential Problem-Solving Skills in Chapter 23 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Draw the Fischer projections and the chair conformations of the anomers and epimers 
of glucose from memory. Identify and name these sugars based on how they differ 


from the structure of glucose. Problems 23-46 and 47 
2 Correctly name monosaccharides and disaccharides, and draw their structures from Problems 23-47, 48, 49, 53, 
their names. and 54 


3 Predict which carbohydrates mutarotate, which reduce Tollens reagent, and which 
undergo epimerization and isomerization under basic conditions. (Those with free 
hemiacetals will, but glycosides with full acetals will not.) Problems 23-52, 56, 57, and 60 


4 Predict the reactions of carbohydrates with oxidizing and reducing agents. Predict 
the reactions that convert their hydroxy groups to ethers or esters, and their carbonyl 


groups to acetals. Problems 23-50, 51, and 52 
5 Determine the structure of an unknown carbohydrate based on its reactions. Problems 23-51, 57, 58, 59, 
Determine its ring size from methylation followed by hydrolysis. and 60 
6 Draw the common types of glycosidic linkages, and identify these linkages in 
disaccharides and polysaccharides. Problems 23-53, 54, 55, and 58 
7 Recognize the structures of DNA and RNA, and draw the structures of the common 
ribonucleotides and deoxyribonucleotides. Problems 23-63, 64, and 66 


Study Problems 


23-46 


23-47 


23-48 


23-49 


23-50 


23-51 


Fructose is found in many fruits. From memory, draw fructose in 

(a) the Fischer projection of the open chain. 

(b) the most stable chair conformation of the most stable pyranose anomer. 

(c) the Haworth projection of the most stable pyranose anomer. 

Without referring to the chapter, draw the chair conformations of 

(a) a-D-mannopyranose (the C2 epimer of glucose). 

(b) $-p-allopyranose (the C3 epimer of glucose). 

(c) a-bD-galactopyranose (the C4 epimer of glucose). 

(d) N-formylglucosamine, glucose with the C2 oxygen atom replaced by a formylated amino group. 
Use Figure 23-3 (the D family of aldoses) to name the following aldoses. 


(a) the C2 epimer of D-xylose (b) the C3 epimer of D-erythrose (c) the C3 epimer of D-altrose 
(d) the enantiomer of D-talose (e) the C5 epimer of D-idose 
Classify the following monosaccharides. (Examples: D-aldohexose, L-ketotetrose.) 
(a) (+)-glucose (b) (—)-arabinose (c) L-fructose 
(d) CHO (e) | CH,OH (f) CHO (g) CHO 
HO—-H Cc=o H—-OH H—+—NHCOCH; 
HO——H H—— OH HO——H HO——H 
H—— OH H—— OH CH,OH H—— OH 
(+)-threose 
HO——H CH,OH H—— OH 
(—)-ribulose 
CH,0OH CH,OH 
(+)-gulose 


N-acetylglucosamine 
(a) Give the products expected when (—)-erythrose reacts with HCN. 
(b) What is the relationship between the products? How might they be separated? 
(c) Are the products optically active? Explain. 
The relative configurations of the stereoisomers of tartaric acid were established by the following syntheses: 
(1) D-(+)-glyceraldehyde als diastereomers A and B (separated) 


(2) Hydrolysis of A and B using aqueous Ba(OH), gave C and D, respectively. 
(3) HNO; oxidation of C and D gave (—)-tartaric acid and meso-tartaric acid, respectively. 
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(a) You know the absolute configuration of D-(+)-glyceraldehyde. Use Fischer projections to show the absolute configu- 
rations of products A, B, C, and D. 
(b) Show the absolute configurations of the three stereoisomers of tartaric acid: (+)-tartaric acid, (—)-tartaric acid, and 
meso-tartaric acid. 
23-52 Predict the products obtained when p-galactose reacts with each reagent. 


(a) Br, and H,O (b) NaOH, H,O (c) CH;OH, H* (d) Ag(NH;)4~ OH 

(e) Hp, Ni (f) excess Ac,O and pyridine (g) excess CH3I, Ag,O (h) NaBH, 

(i) Bry, HO, then HO, and Fe2(SO,); (j) (1) KCN/HCN; (2) Hp, Pd/BaSO,; (3) H307 (k) excess HIO, 
23-53 Draw the following sugar derivatives. 

(a) ethyl 6-p-glucopyranoside (b) 2,3,4,6-tetra-O-ethyl-p-mannopyranose 

(c) 1,3,6-tri-O-ethyl-p-fructofuranose (d) ethyl 2,3,4,6-tetra-O-methyl-6-p-galactopyranoside 


23-54 Draw the structures (using chair conformations of pyranoses) of the following disaccharides. 

(a) 4-O-(a-D-glucopyranosyl)-D-galactopyranose 

(b) a-p-fructofuranosyl-8-b-mannopyranoside 

(c) 6-O-(B-D-galactopyranosyl)-D-glucopyranose 

23-55 Erwin Chargaff’s discovery that DNA contains equimolar amounts of guanine and cytosine and also equimolar amounts of 
adenine and thymine has come to be known as Chargaff’s rule: 
G = CandA = T 

(a) Does Chargaff’s rule imply that equal amounts of guanine and adenine are present in DNA? That is, does G = A? 

(b) Does Chargaff’s rule imply that the sum of the purine residues equals the sum of the pyrimidine residues? That is, 
doesA +G=C+T? 

(c) Does Chargaff’s rule apply only to double-stranded DNA, or would it also apply to each individual strand if the 
double helical strand were separated into its two complementary strands? 

23-56 = Which of the sugars mentioned in Problems 23-53 and 23-54 are reducing sugars? Which ones would undergo 
mutarotation? 
23-57 — After a series of Kiliani—Fischer syntheses on (+)-glyceraldehyde, an unknown sugar is isolated from the reaction mixture. 

The following experimental information is obtained: 

(1) Molecular formula Cg Hj20¢ 

(2) Undergoes mutarotation. 

(3) Reacts with bromine water to give an aldonic acid. 

(4) Reacts with HNO; to give an optically active aldaric acid. 

(5) Ruff degradation followed by HNO; oxidation gives an optically inactive aldaric acid. 

(6) Two Ruff degradations followed by HNO; oxidation give meso-tartaric acid. 

(7) When the original sugar is treated with CH3I and Ag2O, a pentamethy! derivative is formed. Hydrolysis gives a 
tetramethyl] derivative with a free hydroxy group on CS. 

(a) Draw a Fischer projection for the open-chain form of this unknown sugar. Use Figure 23-3 to name the sugar. 

(b) Draw the most stable conformation of the most stable cyclic hemiacetal form of this sugar, and give the structure a 
complete systematic name. 

23-58 = An unknown reducing disaccharide is found to be unaffected by invertase enzymes. Treatment with an a-galactosidase 
cleaves the disaccharide to give one molecule of D-fructose and one molecule of D-galactose. When the disaccharide 

is treated with excess iodomethane and silver oxide and then hydrolyzed in dilute acid, the products are 

2,3,4,6-tetra-O-methylgalactose and 1,3,4-tri-O-methylfructose. Propose a structure for this disaccharide, and give its 

complete systematic name. 
23-59 (a) Which of the p-aldopentoses will give optically active aldaric acids on oxidation with HNO; ? 

(b) Which of the p-aldotetroses will give optically active aldaric acids on oxidation with HNO; ? 

(c) Sugar X is known to be a p-aldohexose. On oxidation with HNO3, X gives an optically inactive aldaric acid. When 
X is degraded to an aldopentose, oxidation of the aldopentose gives an optically active aldaric acid. Determine the 
structure of X. 

(d) Even though sugar X gives an optically inactive aldaric acid, the pentose formed by degradation gives an optically 
active aldaric acid. Does this finding contradict the principle that optically inactive reagents cannot form optically 
active products? 

(e) Show what product results if the aldopentose formed from degradation of X is further degraded to an aldotetrose. 
Does HNO; oxidize this aldotetrose to an optically active aldaric acid? 

23-60 = When the gum of the shrub Sterculia setigera is subjected to acidic hydrolysis, one of the water-soluble components of the 
hydrolysate is found to be tagatose. The following information is known about tagatose: 
(1) Molecular formula Cg H,20¢ 
(2) Undergoes mutarotation. 
(3) Does not react with bromine water. 
(4) Reduces Tollens reagent to give D-galactonic acid and D-talonic acid. 


*23-61 


23-62 


23-63 


23-64 


23-65 


*23-66 
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(5) Methylation of tagatose (using excess CH3I and Ag,O) followed by acidic hydrolysis gives 
1,3,4,5-tetra-O-methyltagatose. 
(a) Draw a Fischer projection structure for the open-chain form of tagatose. 
(b) Draw the most stable conformation of the most stable cyclic hemiacetal form of tagatose. 
Some protecting groups can block two OH groups of a carbohydrate at 


6 

the same time. One such group is shown here, protecting the 4-OH and uO 

6-OH groups of B-D-glucose. - O 

(a) What type of functional group is involved in this blocking group? O 

(b) What did glucose react with to form this protected compound? HO OH 
OH 


(c) When this blocking group is added to glucose, a new chiral center is 
formed. Where is it? 
Draw the stereoisomer that has the other configuration at this chiral center. What is the relationship between these two 
stereoisomers of the protected compound? 
(d) Which of the two stereoisomers in part (c) do you expect to be the major product? Why? 
(e) A similar protecting group, called an acetonide, can block 
reaction at the 2’ and 3’ oxygens of a ribonucleoside. This HO 
protected derivative is formed by the reaction of the nucleo- O H* 
side with acetone under acid catalysis. From this information, ae ro — > 0+? 
draw the protected product formed by the reaction. 
An important protecting group developed specifically for polyhy- 
droxy compounds like nucleosides is the tetraisopropyldisiloxanyl group, abbreviated TIPDS, that can protect two alcohol 
groups in a molecule. 


O. base 


OH OH 


HO 


i-Pr i-Pr base 
| | Et,N 
i-Pr —Si—O-WSi-—i-Pr- + —> 
Cl Cl H 
OH OH 
TIPDS chloride a ribonucleoside 


(a) The TIPDS group is somewhat hindered around the Si atoms by the isopropyl groups. Which OH is more likely to 
react first with TIPDS chloride? Show the product with the TIPDS group on one oxygen. 

(b) Once the TIPDS group is attached at the first oxygen, it reaches around to the next closest oxygen. Show the final 
product with two oxygens protected. 

(c) The unprotected hydroxy group can now undergo reactions without affecting the protected oxygens. Show the 
product after the protected nucleoside from (b) is treated with tosyl chloride and pyridine, followed by NaBr, ending 
with deprotection with Bu,NF. 

Draw the structures of the following nucleotides. 

(a) adenosine triphosphate (ATP) 

(b) deoxythymidine monophosphate (dTMP) 

(c) cyclic adenosine monophosphate (cAMP) 

Draw the structure of a four-residue segment of DNA with the following sequence. 

(3’end) A-T-G-C (5’ end) 


Retroviruses like HIV, the pathogen responsible for AIDS, incorporate an RNA template that is copied into DNA during 

infection. The reverse transcriptase enzyme that copies RNA into DNA is relatively nonselective and error-prone, leading 

to a high mutation rate. Its lack of selectivity is exploited by the anti-HIV drug AZT (3'-azido-2',3'-dideoxythymidine), 

which becomes phosphorylated and is incorporated by reverse transcriptase into DNA, where it acts as a chain terminator. 

Mammalian DNA polymerases are more selective, having a low affinity for AZT, so its toxicity is relatively low. 

(a) Draw the structures of AZT and natural deoxythymidine. 

(b) Draw the structure of AZT 5’-triphosphate, the derivative that inhibits reverse transcriptase. 

Exposure to nitrous acid (see Section 19-16), sometimes found in cells, can convert cytosine to uracil. 

(a) Propose a mechanism for this conversion. 

(b) Explain how this conversion would be mutagenic upon replication. 

(c) DNA generally includes thymine, rather than uracil (found in RNA). Based on this fact, explain why the nitrous-acid- 
induced mutation of cytosine to uracil is more easily repaired in DNA than it is in RNA. 
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*23-67 —_H. G. Khorana won the Nobel Prize in Medicine in 1968 for developing the synthesis of DNA and RNA and for helping 
to unravel the genetic code. Part of the chemistry he developed was the use of selective protecting groups for the 5’ OH 
group of nucleosides. 


HO~Ws OQ _ base 


OCH, 
OH OH 
i ia 
Ph ee nico \ cor nco-€ \—c—on 
Ph Ph Ph 
trityl, triphenylmethy] ether MMT, monomethoxytrityl ether DMT, dimethoxytrityl ether 


The trityl ether derivative of just the 5’ OH group is obtained by reaction of the nucleoside with trityl chloride, 
MMT chloride, or DMT chloride and a base like Et;N. The trityl ether derivative can be removed in dilute aqueous acid. 
DMT derivatives hydrolyze fastest, followed by MMT derivatives, and trityl derivatives slowest. 

(a) Draw the product with the trityl derivative on the 5’ oxygen. 

(b) Explain why the trityl derivative is selective for the 5’ OH group. Why doesn’t it react at 2’ or 3’? 

(c) Why is the DMT group easiest to remove under dilute acid conditions? Why does the solution instantly turn orange 
when acid is added to a DMT derivative? 


4 Amino Acids, Peptides, and Proteins 


24-1 Introduction 


Proteins are the most abundant organic molecules in animals, playing important roles 
in all aspects of cell structure and function. Proteins are biopolymers of a-amino 
acids, so named because the amino group is bonded to the a carbon atom, next to the 
carbonyl] group. The physical and chemical properties of a protein are determined by 
its constituent amino acids. The individual amino acid subunits are joined by amide 
linkages called peptide bonds. Figure 24-1 (next page) shows the general structure of 


an a-amino acid and a protein. 


Proteins have an amazing range of structural and catalytic properties as a result 
of their varying amino acid composition. Because of this versatility, proteins serve an 
astonishing variety of functions in living organisms. Some of the functions of the major 


classes of proteins are outlined in Table 24-1. 


TABLE 24-1 Examples of Protein Functions 
Class of Protein Example 


structural proteins collagen, keratin 


Function of Example 


strengthen tendons, skin, hair, nails 


enzymes DNA polymerase 


replicates and repairs DNA 


transport proteins hemoglobin 


transports O to the cells 


contractile proteins actin, myosin 


cause contraction of muscles 


protective proteins antibodies complex with foreign proteins 
hormones insulin regulates glucose metabolism 
toxins snake venoms incapacitate prey 


Goals for Chapter 24 


11 Name amino acids and peptides, 
and draw the structures from their 
names. Explain why the naturally 
occurring amino acids are called 
L-amino acids. 


2 Identify which amino acids are 
acidic, which are basic, and which 
are neutral. Use the isoelectric point 
to predict the charge on an amino 
acid at a given pH. 


3 Show how to synthesize amino 
acids from simpler compounds, 
and show how to combine amino 
acids in the proper sequence to 
synthesize a peptide. 


4 Use information from terminal 
residue analysis and partial 
hydrolysis to determine the 
structure of an unknown peptide. 


5 Identify the levels of protein struc- 
ture, and explain how a protein's 
structure affects its properties. 


<4 Spider web is composed mostly of 
ibroin, a protein with pleated-sheet 
secondary structure (Section 24-12). 
The pleated-sheet arrangement allows 
or multiple hydrogen bonds between 
molecules, conferring great strength. 
Spider silk has a tensile strength about 
he same as steel, but it weighs six 
imes less. 


PROBLEM-SOLVING HINT 


Proteins are the third type of 
biopolymer described in this book. 
The three types of biopolymers are 
the following: 

1. Polysaccharides (glycans, 


starches) are polymers of simple 
sugars. 

. DNA and RNA are polymers of 
nucleic acids. 

. Peptides and proteins are 
polymers of amino acids. 
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a carbon atom i 
H,N —_ a —C—OH 


a-amino group R— side chain 


an a@-amino acid 


O O O O O 


| | | | | 
H,N—CH—C—OH H,N—CH—C—OH H,N—CH—C—OH H,N—CH—C—OH H,N—CH—C—OH 
| | | | | 
CH; CH,OH H CH,SH CH(CH3)5 


alanine serine glycine cysteine valine 


several individual amino acids 


peptide bonds 
O O 0\ O O 
| | | II | | 


’— NH— CH—C—NH—CH— C— NH— CH—C—NH— CH—C—NH—CH—C—3 


| | | | | 
CH, CH,OH H CH,SH CH(CH;), 


a short section of a protein 


FIGURE 24-1 Structure of a general protein and its constituent amino acids. The amino acids are joined by amide linkages called 
peptide bonds. 


The study of proteins is one of the major branches of biochemistry, and there is no clear 
division between the organic chemistry of proteins and their biochemistry. In this chapter, 
we begin the study of proteins by learning about their constituents, the amino acids. We 
also discuss how amino acid monomers are linked into the protein polymer, and how the 
properties of a protein depend on those of its constituent amino acids. These concepts are 
needed for the further study of protein structure and function in a biochemistry course. 


24-2 Structure and Stereochemistry of the 
a-Amino Acids 


The term amino acid might mean any molecule containing both an amino group and 
any type of acid group; however, the term is almost always used to refer to an a-amino 
carboxylic acid. The simplest a-amino acid is aminoacetic acid, called glycine. Other 
common amino acids have side chains (symbolized by R) substituted on the a carbon 


atom. For example, alanine is the amino acid with a methyl! side chain. 


| ! ! 
H,N—CH,—C — OH NC On Ue 8 
R CH, 


glycine a substituted amino acid alanine (R = CH,) 


Except for glycine, the a-amino acids are all chiral. In all of the chiral amino acids, 
the chiral center is the asymmetric a carbon atom. Nearly all the naturally occurring 
amino acids are found to have the (S) configuration at the a carbon atom. Figure 24-2 
shows a Fischer projection of the (S$) enantiomer of alanine, with the carbon chain along 
the vertical and the carbonyl carbon at the top. Notice that the configuration of (S)-alanine 
is similar to that of L-(—)-glyceraldehyde, with the amino group on the left in the Fischer 
projection. Because their stereochemistry is similar to that of L-(—)-glyceraldehyde, the 


naturally occurring (S)-amino acids are classified as L-amino acids. 


24-2 Structure and Stereochemistry of the a-Amino Acids 


ici ia ie 
C.., C.,, C “yy 
H,N~ \/CH, HO~ \’CH,OH H,N~ W’R 
~ H H H 
COOH CHO COOH 
H,N H HO H H,N H 
CH, CH,OH R 
L-alanine L-(—)-glyceraldehyde an L-amino acid 


(S)-alanine (S)-glyceraldehyde (S) configuration 
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FIGURE 24-2 Almost all the 
naturally occurring amino acids 
have the (S) configuration. They are 
called L-amino acids because their 
stereochemistry resembles that of 
L-(—)-glyceraldehyde. 


Although D-amino acids are occasionally found in nature, we usually assume the 
amino acids under discussion are the common L-amino acids. Remember once again 
that the D and L nomenclature, like the R and S designation, gives the configuration of 
the asymmetric carbon atom. It does not imply the sign of the optical rotation, (+) or 
(—), which must be determined experimentally. 

Amino acids combine many of the properties and reactions of both amines and 
carboxylic acids. The combination of a basic amino group and an acidic carboxyl 
group in the same molecule also results in some unique properties and reactions. The 
side chains of some amino acids have additional functional groups that lend interesting 
properties and undergo reactions of their own. 


24-2A The Standard Amino Acids of Proteins 


The standard amino acids are 20 common qa-amino acids that are found in nearly all 
proteins. The standard amino acids differ from each other in the structure of the side 
chains bonded to their a carbon atoms. All the standard amino acids are L-amino acids. 
Table 24-2 shows the 20 standard amino acids, grouped according to the chemical 
properties of their side chains. Each amino acid is given a three-letter abbreviation and 
a one-letter symbol (green) for use in writing protein structures. 


TABLE 24-2 The Twenty Standard Amino Acids 


Application: Antibiotics 


Bacteria require specific enzymes, called 
racemases, to interconvert 

D- and L-amino acids. Mammals do not 
use D-amino acids, so compounds that 
block racemases do not affect mammals 
and show promise as antibiotics. 


Functional Group Isoelectric 
Name Symbol Abbreviation Structure in Side Chain Point 
side chain is nonpolar, H or alkyl 
glycine G Gly se em none 6.0 
H 
alanine A Ala H,N— ‘i —COOH alkyl group 6.0 
CH, 
*valine Vv Val 0s ads alkyl group 6.0 
cH” Oe or 
*leucine L Leu H,N— i — COOH alkyl group 6.0 
CH,—CH—CH, 
i 
*isoleucine I Tle alkyl group 6.0 


H,N—CH—COOH 


CH,—CH—CH,CH, 


(continued ) 
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TABLE 24-2 (continued) 


Functional Group Isoelectric 
Name Symbol Abbreviation Structure in Side Chain Point 
*phenylalanine r Phe H,N—CH—COOH aromatic group Ee) 
proline P Pro HN = CH — COOH rigid cyclic structure 6.3 
H,C. -CH 
aT? 
CH, 
side chain contains an —OH 
serine S Ser H,N— rie —COOH hydroxy group Sad 
CH,—OH 
*threonine IE Thr H,N— ra —COOH hydroxy group 5.6 
HO—CH—CH, 
tyrosine x Tyr H,N—CH— COOH phenolic OH group 521 
side chain contains sulfur 
cysteine Cc Cys H,N— ia — COOH thiol 5.0 
CH,—SH 
*methionine M Met H,N— i —COOH sulfide 5.7 
CH,—CH,—S—CH, 
side chain contains nonbasic nitrogen 
asparagine N Asn H,N— Na — COOH amide 5.4 
CH,— ‘ —NH, 
O 
glutamine Q Gln H,N— vis — COOH amide 5.7 
CH,—CH,—C—NH, 
O 
*tryptophan WwW Trp H,N— ib —COOH indole 5.9 
CH, 
ll 
N 
H 
side chain is acidic 
aspartic acid D Asp H,N— ae — COOH carboxylic acid 2.8 
CH,—COOH 
glutamic acid E Glu H,N— i —COOH carboxylic acid 3 


CH, —CH,— COOH 


(continued ) 


24-2 Structure and Stereochemistry of the a-Amino Acids 


TABLE 24-2 (continued) 


Functional Group Isoelectric 
Name Symbol Abbreviation Structure Point 
side chain is basic 
*lysine K Lys a a ach amino group 9.7 
CH,—CH,— CH, —CH,— NH, 
*arginine R Arg H,N Ee oe guanidino group 10.8 
CH, —CH,—CH, —-NH—C —NH, 
Nu 
7.6 


*histidine H His ae imidazole ring 


*essential amino acid 


Notice in Table 24-2 how proline is different from the other standard amino acids. 
Its amino group is fixed in a ring with its a carbon atom. This cyclic structure lends 
additional strength and rigidity to proline-containing peptides. 


proline ( \4coon 


2 
N_ f£ 


i S@anino gon) 


i 


, 
PROBLEM 24-1 


Draw three-dimensional representations of the following amino acids. 
(a) L-alanine (b) L-leucine (c) D-serine (d) p-glutamine 
\ 


é 
PROBLEM 24-2 


Most naturally occurring amino acids have chiral centers (the asymmetric @ carbon atoms) 

that are named (S) by the Cahn—Ingold—Prelog convention (Section 5-3). The common 

naturally occurring form of cysteine has a chiral center that is named (R), however. 

(a) What is the relationship between (R)-cysteine and ($)-alanine? Do they have the opposite 
three-dimensional configuration (as the names might suggest) or the same configuration? 

(b) (S)-Alanine is an L-amino acid (Figure 24-2). Is (R)-cysteine a D-amino acid or an 
L-amino acid? 


24-2B Essential Amino Acids 


Humans can synthesize about half of the amino acids needed to make proteins. Other 
amino acids, called the essential amino acids, must be provided in the diet. The ten 
essential amino acids, starred (*) in Table 24-2, are the following: 


arginine (Arg) valine (Val) methionine (Met) leucine (Leu) 
threonine (Thr) phenylalanine (Phe) histidine (His) isoleucine (Ile) 
lysine (Lys) tryptophan (Trp) 


Proteins that provide all the essential amino acids in about the right proportions 
for human nutrition are called complete proteins. Examples of complete proteins 
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Application: Gelatin 


Gelatin is made from collagen, which is 
a structural protein composed primarily 
of glycine, proline, and hydroxyproline. 
As a result, gelatin has low nutritional 
value because it lacks many of the 
essential amino acids. 


are those in meat, fish, milk, and eggs. About 50 g of complete protein per day is 
adequate for adult humans. 

Proteins that are severely deficient in one or more of the essential amino acids are 
called incomplete proteins. If the protein in a person’s diet comes mostly from one 
incomplete source, the amount of human protein that can be synthesized is limited by 
the amounts of the deficient amino acids. Plant proteins are generally incomplete. Rice, 
corn, and wheat are all deficient in lysine. Rice also lacks threonine, and corn also lacks 
tryptophan. Beans, peas, and other legumes have the most complete proteins among the 
common plants, but they are deficient in methionine. 

Vegetarians can achieve an adequate intake of the essential amino acids if they eat 
many different plant foods. Plant proteins can be chosen to be complementary, with 
some foods supplying amino acids that others lack. For example, rice and beans are 
often combined because rice is low in lysine but high in methionine, and beans are low 
in methionine but high in lysine. An alternative is to supplement the vegetarian diet 
with a rich source of complete protein such as milk or eggs. 


va 


PROBLEM 24-3 


The herbicide glyphosate (Roundup®) kills plants by inhibiting an enzyme needed for syn- 

thesis of phenylalanine. Deprived of phenylalanine, the plant cannot make the proteins it 

needs, and it gradually weakens and dies. Although a small amount of glyphosate is deadly 

to a plant, its human toxicity is quite low. Suggest why this powerful herbicide has little 
| effect on humans. 


24-2C Rare and Unusual Amino Acids 


In addition to the standard amino acids, other amino acids are found in protein in 
smaller quantities. For example, 4-hydroxyproline and 5-hydroxylysine are hydroxyl- 
ated versions of standard amino acids. These are called rare amino acids, even though 
they are commonly found in collagen. 


5 4 2 1 


6 5 3. 2 
a 
OH NH, 


4-hydroxyproline 5-hydroxylysine 


Some of the less common D enantiomers of amino acids are also found in nature. 
For example, D-glutamic acid is found in the cell walls of many bacteria, and D-serine 
is found in earthworms. Some naturally occurring amino acids are not a-amino acids: 
y-Aminobutyric acid (GABA) is one of the neurotransmitters in the brain, and B-alanine 
is a constituent of the vitamin pantothenic acid. 


COOH COOH 
Ne B a B a 
uta, uta, eee ct GOOF oe 
CH,CH,COOH CH,OH NH, NH, 
b-glutamic acid D-serine y-aminobutyric acid f-alanine 


24-3 Acid-Base Properties of Amino Acids 


Although we commonly write amino acids with an intact carboxyl (— COOH) group 
and amino (—NH,) group, their actual structure is ionic and depends on the pH. 
The carboxyl] group loses a proton, giving a carboxylate ion, and the amino group is 
protonated to an ammonium ion. This structure is called a dipolar ion or a zwitterion 
(German for “dipolar ion’). 


24-3 Acid-Base Properties of Amino Acids 


i | 
HN—CH—C—OH = HN—CH—C—0 


R R 
uncharged structure dipolar ion, or zwitterion 
(minor component) (major component) 


The dipolar nature of amino acids gives them some unusual properties: 
1. Amino acids have high melting points, generally over 200 °C. 
H;N—CH,—CO0O- 
glycine, mp 262 °C 
2. Amino acids are more soluble in water than they are in ether, dichloromethane, 
and other common organic solvents. 


3. Amino acids have much larger dipole moments (j.) than simple amines or 
simple acids. 


H3;N—CH,— COO- CH, CH, CH, NH, CH; — CH, — COOH 
glycine, uw = 14D propylamine, w = 1.4D propionic acid, w = 1.7D 


4. Amino acids are less acidic than most carboxylic acids and less basic than 
most amines. In fact, the acidic part of the amino acid molecule is the —NH3 
group, not a —-COOH group. The basic part is the —-COO™ group, and not a 


free —-NH) group. 
i 
R—COOH R—NH, H,N — CH — COO- 
pk, =5 pkp =4 pK, = 10 
pK = 12 


Because amino acids contain both acidic (— NH; ) and basic (— COO _) groups, 
they are amphoteric (having both acidic and basic properties). The predominant 
form of the amino acid depends on the pH of the solution. In an acidic solution, the 
—COO' group is protonated to a free —-COOH group, and the molecule has an 
overall positive charge. As the pH is raised, the —-COOH loses its proton at about 
pH 2. This point is called pK,;, the first acid-dissociation constant. As the pH is raised 
further, the —NH3 group loses its proton at about pH 9 or 10. This point is called 
pX,2, the second acid-dissociation constant. Above this pH, the molecule has an overall 
negative charge. 


+ ~OH + ~OH 
H,N =e — COOH ae H,N — is —COO- —— HN — a —COO- 
R R R 


cationic in acid pK, =2 neutral pK,, = 9-10 anionic in base 


Figure 24-3 shows a titration curve for glycine. The curve starts at the bottom 
left, where glycine is entirely in its cationic form. Base is slowly added, and the pH is 
recorded. At pH 2.3, half of the cationic form has been converted to the zwitterionic 
form. At pH 6.0, essentially all the glycine is in the zwitterionic form. At pH 9.6, 
half of the zwitterionic form has been converted to the basic form. From this graph, 
we can see that glycine is mostly in the cationic form at pH values below 2.3, mostly 
in the zwitterionic form at pH values between 2.3 and 9.6, and mostly in the anionic 
form at pH values above 9.6. By varying the pH of the solution, we can control 
the charge on the molecule. This ability to control the charge of an amino acid is 
useful for separating and identifying amino acids by electrophoresis, as described in 
Section 24-4. 
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FIGURE 24-3 A titration curve for 
glycine. The pH controls the charge 
on glycine: cationic below pH 2.3; 
zwitterionic between pH 2.3 and 

9.6; and anionic above pH 9.6. The 
isoelectric pH is 6.0. 


12 0.5 1 1.5 2 


- <H,N—CH,—C—O- 


10 anionic above pH 9.6 
- 7 
pK yy = 9.6 
8 = 
Le O 
Isoelectric + | = 
pH 6fF point = 6.0 + H3N — CH, —C—O 
| zwitterionic near the 
isoelectric point 
4 L— 
2h \ O 
pK, = 2.3 + | 
~< | HN — CH, — C—O 
0 cationic below pH 2.3 


0.5 1 1.5 2 
Equivalents of “OH added 


24-4 Isoelectric Points and Electrophoresis 


An amino acid bears a positive charge in acidic solution (low pH) and a negative 
charge in basic solution (high pH). There must be an intermediate pH where the 
amino acid is evenly balanced between the two forms, as the dipolar zwitterion with 
a net charge of zero. This pH is called the isoelectric pH or the isoelectric point, 
abbreviated pI. 


+ OH + OH 
H,N— ia — COOH <a H,N — ‘a — COO- <a H,N — it — COO- 


R R 
low pH isoelectric pH high pH 
(cationic in acid) (neutral) (anionic in base) 


The isoelectric points of the standard amino acids are given in Table 24-2. Notice 
that the isoelectric pH depends on the amino acid structure in a predictable way. 


acidic amino acids: aspartic acid (2.8), glutamic acid (3.2) 
neutral amino acids: (5.0 to 6.3) 
basic amino acids: lysine (9.7), arginine (10.8), histidine (7.6) 


The side chains of aspartic acid and glutamic acid contain acidic carboxyl groups. These 
amino acids have acidic isoelectric points around pH 3. An acidic solution is needed to 
prevent deprotonation of the second carboxylic acid group and to keep the amino acid 
in its neutral isoelectric state. 

Basic amino acids (histidine, lysine, and arginine) have isoelectric points at pH 
values of 7.6, 9.7, and 10.8, respectively. These values reflect the weak basicity of the 
imidazole ring, the intermediate basicity of an amino group, and the strong basicity of 
the guanidino group. A basic solution is needed in each case to prevent protonation of 
the basic side chain to keep the amino acid electrically neutral. 

The other amino acids are considered neutral, with no strongly acidic or basic 
side chains. Their isoelectric points are slightly acidic (from about 5 to 6) because the 
—NH; group is slightly more acidic than the —COO™ group is basic. 
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we 
PROBLEM 24-4 


Draw the structure of the predominant form of 

(a) isoleucine at pH 11. (b) proline at pH 2. 

(c) arginine at pH 7. (d) glutamic acid at pH 7. 

L (e) a mixture of alanine, lysine, and aspartic acid at (i) pH 6; (ii) pH 11; (aii) pH 2. 


fe 
PROBLEM 24-5 PROBLEM-SOLVING HINT 


Draw the resonance forms of a protonated guanidino group, and explain why arginine has At its isoelectric point (pl), an amino 
acid has a net charge of zero, with 
NH3 and COO" balancing each 
other. In a more acidic solution 


such a strongly basic isoelectric point. 


( PROBLEM 24-6 (lower pH), the carboxyl group 


becomes protonated, and the net 
charge is positive. In a more basic 
solution (higher pH), the amino 
group loses its proton, and the net 
charge is negative. 


Although tryptophan contains a heterocyclic amine, it is considered a neutral amino acid. 
Explain why the indole nitrogen of tryptophan is more weakly basic than one of the imidazole 
nitrogens of histidine. 

N 


Electrophoresis uses differences in isoelectric points to separate mixtures of 
amino acids (Figure 24-4). A streak of the amino acid mixture is placed in the 
center of a layer of acrylamide gel or a piece of filter paper wet with a buffer 
solution. Two electrodes are placed in contact with the edges of the gel or paper, 
and a potential of several thousand volts is applied across the electrodes. Positively 
charged (cationic) amino acids are attracted to the negative electrode (the cathode), 
and negatively charged (anionic) amino acids are attracted to the positive electrode 
(the anode). An amino acid at its isoelectric point has no net charge, so it does 
not move. 

As an example, consider a mixture of alanine, lysine, and aspartic acid in a buffer 
solution at pH 6. Alanine is at its isoelectric point, in its dipolar zwitterionic form with 
a net charge of zero. A pH of 6 is more acidic than the isoelectric pH for lysine (9.7), 
so lysine is in the cationic form. Aspartic acid has an isoelectric pH of 2.8, so it is in 
the anionic form. 


FIGURE 24-4 A simplified picture 
of the electrophoretic separation of 
alanine, lysine, and aspartic acid at 
Beginning cathode pH 6. Cationic lysine is attracted to 

- » the cathode; anionic aspartic acid is 
attracted to the anode. Alanine is at its 
isoelectric point, so it does not move. 


wet with pH 6 buffer Solution 


streak containing Ala, Lys, Asp 


End cathode 


| Asp” moves toward the positive charge 
Ala does not move 
Lys* moves toward the negative charge 
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Structure at pH 6 


H,N— oH —coo- H,N— CH —coo- H,N—CH—coo- 
CH, (CH,),—NH? CH,—Coo- 


alanine (charge 0) lysine (charge +1) aspartic acid (charge -1) 


When a voltage is applied to a mixture of alanine, lysine, and aspartic acid at pH 6, 
alanine does not move. Lysine moves toward the negatively charged cathode, and 
aspartic acid moves toward the positively charged anode (Figure 24-4). After a period 
of time, the separated amino acids are recovered by cutting the paper or scraping the 
bands out of the gel. If electrophoresis is being used as an analytical technique (to deter- 
mine the amino acids present in the mixture), the paper or gel is treated with a reagent 
such as ninhydrin (Section 24-7C) to make the bands visible. Then the amino acids are 
identified by comparing their positions with those of standards. 


Z 
PROBLEM 24-7 
Draw the electrophoretic separation of Ala, Lys, and Asp at pH 9.7. 
Ne 


Z 
PROBLEM 24-8 
Draw the electrophoretic separation of Trp, Cys, and His at pH 6.0. 
\ 


24-5 Synthesis of Amino Acids 


Naturally occurring amino acids can be obtained by hydrolyzing proteins and separating 
the amino acid mixture. Even so, it is often less expensive to synthesize the pure amino 
acid. In some cases, an unusual amino acid or an unnatural enantiomer is needed, and it 
must be synthesized. In this chapter, we consider four methods for making amino acids. 
All these methods are extensions of reactions we have already studied. 


24-5A Reductive Amination 


Reductive amination of ketones and aldehydes is one of the best methods for synthesiz- 
ing amines (Section 19-18). It also forms amino acids. When an a-ketoacid is treated 
with ammonia, the ketone reacts to form an imine. The imine is reduced to an amine 
by hydrogen and a palladium catalyst. Under these conditions, the carboxylic acid is 
not reduced. 


N—H NH, 
| excess NH, | H, | 
R—C— COOH —_> R—C—COO-*NH, ea > R—CH— COO- 
a-ketoacid imine a-amino acid 


This entire synthesis is accomplished in one step by treating the a-ketoacid with 
ammonia and hydrogen in the presence of a palladium catalyst. The product is a race- 
mic a-amino acid. The following reaction shows the synthesis of racemic phenylalanine 
from 3-pheny]l-2-oxopropanoic acid. 


O NH, 
| NH,, H, | 
Ph —CH,—C — COOH Ph —CH,—CH — COO- ‘NH, 
3-phenyl-2-oxopropanoic acid (D,L)-phenylalanine (ammonium salt) 
(30%) 


We call reductive amination a biomimetic (“mimicking the biological process’) 
synthesis because it resembles the biological synthesis of amino acids. The biosynthesis 
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begins with reductive amination of a-ketoglutaric acid (an intermediate in the metabolism 
of carbohydrates), using ammonium ion as the aminating agent and NADH as the reduc- 
ing agent. The product of this enzyme-catalyzed reaction is the pure L enantiomer of 
glutamic acid. 


H H 7 ‘ 
I em its 
HOOC—CH,CH,—C—COo- + *NH, + || | eis» HOOC—CH,CH,—CH—COO- + 
a-ketoglutaric acid a al 4 Ht L-glutamic acid 
aides 
NADH 


Biosynthesis of other amino acids uses L-glutamic acid as the source of the amino 
group. Such a reaction, moving an amino group from one molecule to another, is 
called a transamination, and the enzymes that catalyze these reactions are called 
transaminases. For example, the following reaction shows the biosynthesis of aspartic 
acid using glutamic acid as the nitrogen source. Once again, the enzyme-catalyzed 
biosynthesis gives the pure L enantiomer of the product. 


i 
HOOC — CH,CH,— CH — COO- HOOC — CH,CH,—C — COO- 
L-glutamic acid a-ketoglutaric acid 
+ transaminase 4: 
I bis 
HOOC — CH,—C — COO- HOOC — CH,—CH — COO- 
oxaloacetic acid L-aspartic acid 


PROBLEM 24-9 


Show how the following amino acids might be formed in the laboratory by reductive amina- 
tion of the appropriate a-ketoacid. 
(a) phenylalanine (b) cysteine (c) serine (d) alanine 


24-5B Amination of an a-Halo Acid 


The Hell—Volhard—Zelinsky reaction (Section 22-6) is an effective method for intro- 
ducing bromine at the @ position of a carboxylic acid. The racemic a-bromo acid 
is converted to a racemic a-amino acid by direct amination, using a large excess 
of ammonia. 


O Br O NH, O 
| (1) Br/PBr, | | NH, | 
R—CH,—C—OH ~———.—> R—CH—C—OH —————— > R—CH—C—O-'NH, 
oo. : (2) H,O . (large excess) . . 
carboxylic acid a-bromo acid (D,L)-a-amino acid 


(ammonium salt) 


In Section 19-11, we saw that direct alkylation is often a poor synthesis of 
amines, giving large amounts of overalkylated products. In this case, however, the 
reaction gives acceptable yields because a large excess of ammonia is used, 
making ammonia the nucleophile that is most likely to displace bromine. Also, the 
adjacent carboxylate ion in the product reduces the nucleophilicity of the amino 
group. The following sequence shows bromination of 3-phenylpropanoic acid, 
followed by displacement of bromide ion, to form the ammonium salt of racemic 
phenylalanine. 
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Br NH, 
(1) Br,/PBr; | excess NH; | 
Ph —CH,—CH,— COOH (2) HO > Ph—CH,—CH— COOH > Ph—CH,—CH —COO-*NH, 
3-phenylpropanoic acid : (D,L)-phenylalanine (salt) 
(30-50%) 


PROBLEM 24-10 


Show how you would use bromination followed by amination to synthesize the following 
amino acids. 
(a) glycine (b) leucine (c) glutamic acid 


24-5C The Strecker Synthesis 


The first known synthesis of an amino acid occurred in 1850 in the laboratory of Adolph 
Strecker in Tiibingen, Germany. Strecker added acetaldehyde to an aqueous solution of 
ammonia and HCN. The product was a-amino propionitrile, which Strecker hydrolyzed 
to racemic alanine. 


The Strecker synthesis of alanine 


O NH, *NH, 
| H,0 | H,0* | - 
CH,—C—H + NH, + HCN > CH,—C—H —> CH,—C—H 
C==N COOH 
acetaldehyde a-amino propionitrile (D,L)-alanine 
(60%) 


The Strecker synthesis can form a large number of amino acids from appropriate 
aldehydes. The mechanism is shown next. First, the aldehyde reacts with ammonia 
to give an imine. The imine is a nitrogen analogue of a carbonyl group, and it is 
electrophilic when protonated. Attack of cyanide ion on the protonated imine gives 
the a-amino nitrile. This mechanism is similar to that for formation of a cyanohydrin 
(Section 18-14), except that in the Strecker synthesis cyanide ion attacks an imine rather 
than the aldehyde itself. 


Step 1: The aldehyde reacts with ammonia to form the imine (mechanism in Section 18-14). 


N—H 
Ht 
R—C—H + :NH, == R—C—H + HO 
aldehyde imine 


Step 2: Cyanide ion attacks the protonated imine. 
cae: | A. « Hf ss 
a NT NH, 
£ q | 
R—C—H ——= R—C—H — R—C—H 


=CN CN 


a-amino nitrile 


PROBLEM-SOLVING HINT 


In the Strecker synthesis, the 
aldehyde carbon becomes the a car- 


In a separate step, hydrolysis of the a-amino nitrile (Section 21-7D) gives an 
a-amino acid. 


bon of the amino acid. Therefore, R R 


you begin with R—CHO, where R is | = H,0* + | 
the side chain of the amino acid. H,N —CH —C=N H,N — CH — COOH 


a-amino nitrile a-amino acid (acidic form) 
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SOLVED PROBLEM 24-1 


Show how you would use a Strecker synthesis to make isoleucine. 


SOLUTION 
Isoleucine has a sec-butyl group for its side chain. Recall that CH; —CHO undergoes Strecker synthesis to give alanine, with CH; 
as the side chain. Therefore, sec-butyl— CHO should give isoleucine. 


CH, O CH, NH, CH, *NH, 
| NH, HCN | | H,0* | | 
CH,;CH,CH— C— H = = CH,CH,CH 7 H —> ae aaa H 
sec-butyl — CHO 2 = 
(2-methylbutanal) C=N COOH 
(D,L)-isoleucine 


PROBLEM 24-11 


(a) Show how you would use a Strecker synthesis to make phenylalanine. 
(b) Propose a mechanism for each step in the synthesis in part (a). 


PROBLEM 24-12 


Show how you would use a Strecker synthesis to make 
(a) leucine. (b) valine. (c) aspartic acid. 


SUMMARY Syntheses of Amino Acids 


1. Reductive amination (Section 24-5A) 


N—H NH, 
| excess NH3 | H 
R— C—COOH > R-—C—COO *NH, Pd > R—CH—COO- 
a-ketoacid imine a-amino acid 


2. Amination of an a-haloacid (Section 24-5B) 


Br O 

(1) Br,/PBr, | || 

> R—CH—C—OH — 
(2) H,O (large excess) 


NH, 


carboxylic acid a-bromo acid (p,L)-a-amino salt 
(ammonium salt) 


3. The Strecker synthesis (Section 24-5C) 
a *NH, 
R—C—H R—C—H 


C=N COOH 
aldehyde a-amino nitrile a-amino acid 


24-6 Resolution of Amino Acids 


All of the laboratory syntheses of amino acids described in Section 24-5 (except for 
those that use enzymes) produce racemic products. In most cases, only the L enantiomers 
are biologically active. The D enantiomers may even be toxic. Pure L enantiomers are 
needed for peptide synthesis if the product is to have the activity of the natural material. 
Therefore, we must be able to resolve a racemic amino acid into its enantiomers. 
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In many cases, amino acids can be resolved by the methods we have already 
discussed (Section 5-16). If a racemic amino acid is converted to a salt with an optically 
pure chiral acid or base, two diastereomeric salts are formed. These salts can be 
separated by physical means such as selective crystallization or chromatography. Pure 
enantiomers are then regenerated from the separated diastereomeric salts. Strychnine 
and brucine are naturally occurring optically active bases, and tartaric acid is used as 
an optically active acid for resolving racemic mixtures. 

Enzymatic resolution is also used to separate the enantiomers of amino acids. 
Enzymes are chiral molecules with specific catalytic activities. For example, when an 
acylated amino acid is treated with an enzyme like hog kidney acylase or carboxypep- 
tidase, the enzyme cleaves the acy] group from just the molecules having the natural (L) 
configuration. The enzyme does not recognize D-amino acids, so they are unaffected. 
The resulting mixture of acylated D-amino acid and deacylated L-amino acid is easily 
separated. Figure 24-5 shows how this selective enzymatic deacylation is accomplished. 


PROBLEM 24-13 


Suggest how you would separate the free L-amino acid from its acylated D enantiomer in 
Figure 24-5. 


COOH 
H,N— i H 
R 
L-amino acid 
COOH 
hn i NH, 
R 


D-amino acid 


———— —————— 


racemic amino acid 


O COOH COOH 


| 

CH, —C—NH : H i—c—H 
| 
i R R 


L is deacylated 


acylase 


COOH O COOH O 


| | | | 
H—C—NH—C—CH, H—C—NH—C—CH, 


R R 


D is unaffected 


acylated (easily separated mixture) 


FIGURE 24-5 Selective enzymatic deacylation. An acylase enzyme (such as hog kidney acylase or carboxypeptidase) 
deacylates only the natural t-amino acid. 


24-7 Reactions of Amino Acids 


Amino acids undergo many of the standard reactions of both amines and carboxylic 
acids. Conditions for some of these reactions must be carefully selected, however, so 
that the amino group does not interfere with a carboxyl group reaction, and vice versa. 
We will consider two of the most useful reactions: esterification of the carboxyl group 
and acylation of the amino group. These reactions are often used to protect either the 
carboxy] group or the amino group while the other group is being modified or coupled 
to another amino acid. Amino acids also undergo reactions that are specific to the 
a-amino acid structure. One of these unique amino acid reactions is the formation of a 
colored product on treatment with ninhydrin, discussed in Section 24-7C. 


24-7A Esterification of the Carboxyl Group 


Like monofunctional carboxylic acids, amino acids are esterified by treatment with a large 
excess of an alcohol and an acidic catalyst (often gaseous HCl). Under these acidic condi- 
tions, the amino group is present in its protonated (— NH3) form, so it does not interfere 
with esterification. The following example illustrates esterification of an amino acid. 
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1 wy 
H,N—CH—C—O- H,N—CH—C—O—CH,Ph 
HCO cH es oC ca 
SESE 
ae ey) wen yr rte 
CH; er CH; 
proline proline benzyl ester 
(90%) 


Esters of amino acids are often used as protected derivatives to prevent the carboxyl 
group from reacting in some undesired manner. Methyl, ethyl, and benzyl esters are the 
most common protecting groups. Aqueous acid hydrolyzes the ester and regenerates 
the free amino acid. 


O 
+ | H,0* + | 
H,N — CH —C— OCH,CH, —z H,N— CH—C—OH + CHLCH = OH 
CH,—Ph CH,—Ph 


phenylalanine ethyl ester phenylalanine 


Benzyl esters are particularly useful as protecting groups because they can be removed 
either by acidic hydrolysis or by neutral hydrogenolysis (“breaking apart by addition 
of hydrogen’). Catalytic hydrogenation cleaves the benzyl ester, converting the benzyl 
group to toluene and leaving the deprotected amino acid. Although the mechanism of 
this hydrogenolysis is not well known, it apparently hinges on the ease of formation of 
benzylic intermediates. 


1 
HN ond : OCH, a ee ca C—OH + cu) 


CH,—Ph CH,—Ph 


phenylalanine benzyl ester phenylalanine toluene 


PROBLEM 24-14 


| Propose a mechanism for the acid-catalyzed hydrolysis of phenylalanine ethy] ester. 


# 
PROBLEM 24-15 


| Give equations for the formation and hydrogenolysis of glutamine benzy] ester. 


24-7B Acylation of the Amino Group: Formation of Amides 


Just as an alcohol esterifies the carboxyl group of an amino acid, an acylating agent con- —_ Decarboxylation is an important reaction 
verts the amino group to an amide. Acylation of the amino group is often done to protect — of amino acids in many biological pro- 
it from unwanted nucleophilic reactions. A wide variety of acid chlorides and anhydrides cesses. Histamine, which causes runny 
are used for acylation. Benzyl chloroformate acylates the amino group to give abenzyloxy- __ noses and itchy eyes, is synthesized in 
carbony! derivative, often used as a protecting group in peptide synthesis (Section 24-10). the body by decarboxylation of histi- 
dine (shown at right). The enzyme that 


1 catalyzes this reaction is called histidine 
H,N—CH—COOH CH,—C—NH—CH—COOH Geestiomeee: 
oe . ee CH,CH,NH> 
‘a NH (<u-4 ha ‘a NH oe 
N _/ (acetic anhydride) N —j N casas 


histidine N-acetylhistidine 
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O 


| ° 
7 PhCH,OC — Cl | 
H,N—CH— COOH ; > PhCH,O—C—NH—CH—COOH 
(benzyl chloroformate) = 
CH,CH(CH,), CH,CH(CH,), 
leucine N-benzyloxycarbonyl leucine 
(90%) 


The amino group of the N-benzyloxycarbonyl! derivative is protected as the amide 
half of a carbamate ester (a urethane, Section 21-16), which is more easily hydrolyzed 
than most other amides. In addition, the ester half of this urethane is a benzyl ester 
that undergoes hydrogenolysis. Catalytic hydrogenolysis of the N-benzyloxycarbonyl 
amino acid gives an unstable carbamic acid that quickly decarboxylates to give the 
deprotected amino acid. 


O H O H 
H,, Pd | | CO, 
CH,—_O—C—N—CH— COOH CH, }|HO—C—N—CH—COOH 
: | : | — HN—CH—COOH 


CH, CH, 
| | ae 
CH(CH,) CH(CH;) 
3)2 32 CH(CH,), 
N-benzyloxycarbonyl leucine toluene a carbamic acid leucine 


PROBLEM 24-16 


Give equations for the formation and hydrogenolysis of N-benzyloxycarbony] methionine. 


24-7C Reaction with Ninhydrin 


Ninhydrin is a common reagent for visualizing spots or bands of amino acids that 
have been separated by chromatography or electrophoresis. When ninhydrin reacts 
with an amino acid, one of the products is a deep violet, resonance-stabilized anion 
called Ruhemann’s purple. Ninhydrin produces this same purple dye regardless of 
the structure of the original amino acid. The side chain of the amino acid is lost as 
an aldehyde. 


Reaction of an amino acid with ninhydrin 


O O Oo 
OH pyridine 
eae ee % 2 ta N + CO, 
. OH + R—CHO 
O O 
amino acid ninhydrin Ruhemann’s purple 


The reaction of amino acids with ninhydrin can detect amino acids on a wide vari- 
ety of substrates. For example, if a kidnapper touches a ransom note with his fingers, the 
dermal ridges on his fingers leave traces of amino acids from skin secretions. Treatment 
of the paper with ninhydrin and pyridine causes these secretions to turn purple, forming 
a visible fingerprint. 


PROBLEM 24-17 


Use resonance forms to show delocalization of the negative charge in the Ruhemann’s purple 
anion. 


24-8 Structure and Nomenclature of Peptides and Proteins 


SUMMARY Reactions of Amino Acids 


1. Esterification of the carboxyl group (Section 24-7A) 


O 


+ Ht + 
H3N—-CH—C—_O- + R’—OH ——>_ H,N—-CH—-C—O—R’ +  H,O 
amino acid alcohol amino ester 


2. Acylation of the amino group: formation of amides (Section 24-7B) 


R O O O R O 


| | | | | 
H,N—CH—C—OH + R’—C—X > R—C—NH—CH—C—OH + H—X 


amino acid acylating agent acylated amino acid 


3. Reaction with ninhydrin (Section 24-7C) 


pyridine 
H,N— ih —COOH + ———- 


R 
amino acid ninhydrin Ruhemann’s purple 


4. Formation of peptide bonds (Sections 24-8 and 24-10) 
peptide bond 


O 
+ | + | loss of H,O + 
H3N—CH—C—O-— + H3N —CH —C —O- ——— > H,3N—CH—C—NH—CH—C—O- 
R! R2 R! R2 


Amino acids also undergo many other common reactions of amines and acids. 


24-8 Structure and Nomenclature of Peptides 
and Proteins 


Amino acids are the monomers that combine to form polymers: peptides and proteins. 
Peptide hormones and the various types of proteins (Section 24-11) are essential to life 
at the molecular level. 


24-8A Peptide Structure 


The most important reaction of amino acids is the formation of peptide bonds. Amines 
and acids can condense, with the loss of water, to form amides. Industrial processes 
often make amides simply by mixing the acid and the amine, and then heating the 
mixture to drive off water. 


1 1 1 
oe + h oe 
R—C—OH + H,N—R’ > R—C—O HN—R —“> R—C—NH—R’ + H,O 
acid amine salt amide 


Recall from Section 21-13 that amides are the most stable acid derivatives. This 
stability is partly due to the strong resonance interaction between the nonbonding elec- 
trons on nitrogen and the carbonyl group. The amide nitrogen is no longer a strong base, 
and the C—N bond has restricted rotation because of its partial double-bond charac- 
ter. Figure 24-6 shows the resonance forms we use to explain the partial double-bond 
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FIGURE 24-6 Resonance 
stabilization of an amide accounts 

for its enhanced stability, the weak 
basicity of the nitrogen atom, and the 
restricted rotation of the C—N bond. 
In a peptide, the amide bond is called 
a peptide bond. It holds six atoms in a 
plane: the C and O of the carbonyl, the 
N and its H, and the two associated a 
carbon atoms. 


amide plane 


character and restricted rotation of an amide bond. In a peptide, this partial double-bond 
character results in six atoms being held rather rigidly in a plane. 

Having both an amino group and a carboxy! group, an amino acid is ideally 
suited to form an amide linkage. Under the proper conditions, the amino group of one 
molecule condenses with the carboxy] group of another. The product is an amide called 
a dipeptide because it consists of two amino acids. The amide linkage between the 
amino acids is called a peptide bond. Although it has a special name, a peptide bond 
is just like other amide bonds we have studied. 


peptide bond 


R? H OG Re 
i | \s Z I) Neg 
H,N. 6C + C aN Ch 
ee ee tf. Ss loss of H,O Nu se ey 
Cc O H,N C=oO- ——> c —O- 
4 | 4% | | 
H R! O H H O 


In this manner, any number of amino acids can be bonded in a continuous chain. 
A peptide is a compound containing two or more amino acids linked by amide bonds 
between the amino group of each amino acid and the carboxy! group of the neighboring 
amino acid. Each amino acid unit in the peptide is called a residue. A polypeptide is a 
peptide containing many amino acid residues but usually having a molecular weight of 
less than about 5000. Proteins contain more amino acid units, with molecular weights 
ranging from about 5000 to about 40,000,000. The term oligopeptide is occasionally used 
for peptides containing about 4 to 10 amino acid residues. Figure 24-7 shows the structure 
of the nonapeptide bradykinin, a human hormone that helps to control blood pressure. 

The end of the peptide with the free amino group (— NH; is called the N-terminal 
end or the N terminus, and the end with the free carboxyl group (—-COO ) is called 
the C-terminal end or the C terminus. Peptide structures are generally drawn with the 
N terminus at the left and the C terminus at the right, as bradykinin is drawn in Figure 24-7. 


NH 


Cc 
+YoN 
H,N NH, 


Arg Pro Pro 


H CH, ot CH 
+ ge \ 
HLN NH, 
Gly Phe Ser Pro Phe Arg 


FIGURE 24-7 The human hormone bradykinin is a nonapeptide with a free —NH}3 at its N terminus and a free —COO™ at its C 


terminus. 
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24-8B Peptide Nomenclature 


The names of peptides reflect the names of the amino acid residues involved in the 
amide linkages, beginning at the N terminus. All except the last are given the -y/ suffix 
of acyl groups. For example, the following dipeptide is named alanylserine. The alanine 
residue has the -y/ suffix because it has acylated the nitrogen of serine. 


alanyl serine 
Ala-Ser 


Bradykinin (Figure 24-7) is named as follows (without any spaces): 
arginyl prolyl prolyl glycyl phenylalanyl seryl prolyl phenylalany! arginine 


This is a cumbersome and awkward name. A shorthand system is more convenient, rep- 
resenting each amino acid by its three-letter abbreviation. These abbreviations, given in 
Table 24-2, are generally the first three letters of the name. Once again, the amino acids 
are arranged from the N terminus at the left to the C terminus at the right. Bradykinin 
has the following abbreviated name: 


Arg-Pro-Pro-Gly-Phe-Ser-Pro-Phe-Arg 


Single-letter symbols (also given in Table 24-2) are widely used as well. Using single 
letters, we symbolize bradykinin by 


RPPGFSPFR 


PROBLEM 24-18 


Draw the complete structures of the following peptides: 
(a) Thr-Phe-Met (b) serylarginylglycylphenylalanine (c) IMQDK _  (d) ELVIS 


24-8C Disulfide Linkages 


Amide linkages (peptide bonds) form the backbone of the amino acid chains we call 
peptides and proteins. A second kind of covalent bond is possible between any cysteine 
residues present. Cysteine residues can form disulfide bridges (also called disulfide 
linkages) that can join two chains or link a single chain into a ring. 

Mild oxidation joins two molecules of a thiol into a disulfide, forming a disulfide 
linkage between the two thiol molecules. This reaction is reversible, and a mild reduc- 
tion cleaves the disulfide. 

[oxidation] 


R—SH + HS—R == —> R—S—S—R + H,O 


[reduction] 


ES: 
two molecules of thiol disulfide Application: Hormone 


Orexin A (from the Greek orexis, “appe- 
Similarly, two cysteine sulfhydryl (— SH) groups are oxidized to give a disulfide-linked tite) is a 33-amino-acid neuropeptide 


pair of amino acids. This disulfide-linked dimer of cysteine is called cystine. Figure 24-8 with two intramolecular disulfide bridges. 

shows the formation of a cystine disulfide bridge linking two peptide chains. Orexin A is a powerful stimulant for 
Two cysteine residues may form a disulfide bridge within a single peptide chain, — fg0q intake and gastric juice secretion. 

making a ring. Figure 24-9 shows the structure of human oxytocin, a peptide hormone that scientists are studying orexin A to learn 

causes contraction of uterine smooth muscle and induces labor. Oxytocin is anonapeptide — nore about the regulation of appetite 

with two cysteine residues (at positions | and 6) linking part of the molecule in a large ang eating, hoping to learn more about 

ring. In drawing the structure of a complicated peptide, arrows are often used to connect causes and potential treatments for 

the amino acids, showing the direction from N terminus to C terminus. Notice that the C anorexia nervosa. 

terminus of oxytocin is a primary amide (Gly - NH) rather than a free carboxy! group. 
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FIGURE 24-8 Cystine, a dimer of O ~*~ ‘a O 
cysteine, results when two cysteine peptide | Tl 
7 idi icy Iti chain 
residues are oxidized to form a disulfide NH—CH—C NH—CH—C 
bridge. | 
CH, CH, 
| [O] 
SH (oxidize) S 
~ 2 7 < + H,O 
SH (H] S 
| (reduce) 
CH, CH, 
| 
eee NA — CH — Cae —~~7 NH— CH—C 
peptide | | 
chain O O 
a \ 
two cysteine residues cystine disulfide bridge 
O 
CH, 0 
| 2 i CECH — NH, 
AL ge 5 
CH,CH, CH A 
4 Cc 
a x 
O=C NH 1 
HO ~C)- CH,— CH CH — CH,— C—NH, 
NH C=O 
O=C NH O 
| 
HN} CH—CH,—S-+S—CH,—CH ‘ +N — CH i + NH a eae —+|C—NH, 
cy \ 
N terminus 2 o ote ° C terminus 
cystine disulfide bridge pas (amide form) 
H;C CH, 
lle => a 
Tyr Asn 
Cys—S—S—Cys — Pro — Leu— Gly: NH, 


N terminus C terminus | (amide form) 


FIGURE 24-9 Structure of human oxytocin. A disulfide linkage holds part of the molecule in a large ring. 


Figure 24-10 shows the structure of insulin, a more complex peptide hormone that 
regulates glucose metabolism. Insulin is composed of two separate peptide chains: the 
A chain, containing 21 amino acid residues, and the B chain, containing 30. The A 
and B chains are joined at two positions by disulfide bridges, and the A chain has an 
additional disulfide bond that holds six amino acid residues in a ring. The C-terminal 


amino acids of both chains occur as primary amides. 
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N terminus A chain 


C terminus 


Gly > Ile > Val > Glu > Gln > Cys — S— S— Cys > Ser > Leu > Tyr > Gln > Leu > Glu > Asn > Tyr > Cys > Asn*NH, 


Y 4 | 
Cys Val S 
“ala > Sei” ia a a al / eaeiaaal iene 
i | 
S Val Glu > Ala > Leu Tyr > Leu Val > Cys > Gly > Glu 
Asn > Gln > His > Leu > Cys > Gly > Ser > His > Leu Arg 
Val : Y 
4 B chain NH,°Ala ~- Lys <- Pro ~- Thr <- Tyr <- Phe < Phe <-Gly 
Phe 


C terminus 
N terminus 


FIGURE 24-10 Structure of insulin. Two chains are joined at two positions by disulfide bridges, and a third disulfide bond holds the A 


chain in a ring. 


Disulfide bridges are commonly manipulated in the process of giving hair a 
permanent wave. Hair is composed of protein, which is made rigid and tough partly by 
disulfide bonds. When hair is treated with a solution of a thiol such as sodium thiogly- 
colate (HS — CH, — COONa), the disulfide bridges are reduced and cleaved. The hair 
is wrapped around curlers, and the disulfide bonds are allowed to re-form, either by air 
oxidation or by application of a neutralizer (dilute H2O7). The disulfide bonds re-form 
in new positions, holding the hair in the bent conformation enforced by the curlers. 


24-9 Peptide Structure Determination 


Insulin is a relatively simple protein, yet it is a complicated organic structure. How is it 
possible to determine the complete structure of a protein with hundreds of amino acid 
residues and a molecular weight of many thousands? Chemists have developed clever 
ways to determine the exact sequence of amino acids in a protein. We will consider 
some of the most common methods. 


24-9A Cleavage of Disulfide Linkages 


The first step in structure determination is to break all the disulfide bonds, opening 
any disulfide-linked rings and separating the individual peptide chains. The individual 
peptide chains are then purified and analyzed separately. 

Cystine bridges are easily cleaved by reducing them to the thiol (cysteine) form. These 
reduced cysteine residues have a tendency to reoxidize and re-form disulfide bridges, 
however. A more permanent cleavage involves oxidizing the disulfide linkages with per- 
oxyformic acid (Figure 24-11). This oxidation converts the disulfide bridges to sulfonic 
acid (—SO3H) groups. The oxidized cysteine units are called cysteic acid residues. 


24-9B Determination of the Amino Acid Composition 


Once the disulfide bridges have been broken and the individual peptide chains have 
been separated and purified, the structure of each chain must be determined. The first 
step is to determine which amino acids are present and in what proportions. To analyze 
the amino acid composition, the peptide chain is completely hydrolyzed by boiling it for 
24 hours in 6 M HCI. The resulting mixture of amino acids (the hydrolysate) is placed 
on the column of an amino acid analyzer, diagrammed in Figure 24-12. 

In the amino acid analyzer, the components of the hydrolysate are dissolved in an 
aqueous buffer solution and separated by passing them down an ion-exchange column. 
The solution emerging from the column is mixed with ninhydrin, which reacts with 
amino acids to give the purple ninhydrin color. The absorption of light is recorded and 
printed out as a function of time. 


Application: Permanent Wave 


Reduction of the disulfide bridges in hair, 
followed by re-oxidation while held by 
curlers, re-forms the disulfide bridges 

in new positions. These new disulfide 
bridges hold the hair in the curved shape 
of the curlers. 
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FIGURE 24-11 Oxidation of a 
protein by peroxyformic acid cleaves 
all the disulfide linkages by oxidizing 
cystine to cysteic acid. 


i 1 
NH—CH—C NH—=CH—C€ 
eae i ae) cysteic acid 
S H—C—OOH SO3H 
——_——> 
S SO3H 
CH, CH) cysteic acid 
ee NH—CH—C 
oO O 


FIGURE 24-12 In an amino acid 
analyzer, the hydrolysate passes 
through an ion-exchange column. The 
solution emerging from the column 

is treated with ninhydrin, and its 
absorbance is recorded as a function 
of time. Each amino acid is identified 
by the retention time required to pass 
through the column. 


ee 
—_— hydrolysate 


ion-exchange resin 


ninhydrin 
solution 


different amino acids 
move at different 
speeds 


| 


Hdl 


time ——> 


intensity of absorption 


recorder 


The time required for each amino acid to pass through the column (its retention time) 
depends on how strongly that amino acid interacts with the ion-exchange resin. The retention 
time of each amino acid is known from standardization with pure amino acids. The amino 
acids present in the sample are identified by comparing their retention times with the known 
values. The area under each peak is nearly proportional to the amount of the amino acid 
producing that peak, so we can determine the relative amounts of amino acids present. 

Figure 24-13 shows a standard trace of an equimolar mixture of amino 
acids, followed by the trace produced by the hydrolysate from human bradykinin 
(Arg-Pro-Pro-Gly-Phe-Ser-Pro-Phe-Arg). 
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standard FIGURE 24-13 Use of an amino 
acid analyzer to determine the 
composition of human bradykinin. The 
bradykinin peaks for Pro, Arg, and Phe 
are larger than those in the standard 
equimolar mixture because bradykinin 
has three Pro residues, two Arg 
residues, and two Phe residues. 

FEF HF PHP HP VP YWHP of gh Wr Wy’ 


bradykinin 
BS 
= 
Zz 
s @ 
= $ & time ——> a we 


Sequencing the Peptide: Terminal Residue Analysis The amino acid analyzer deter- 
mines the amino acids present in a peptide, but it does not reveal their sequence: the 
order in which they are linked together. The peptide sequence is destroyed in the hydro- 
lysis step. To determine the amino acid sequence, we must cleave just one amino acid 
from the chain and leave the rest of the chain intact. The cleaved amino acid can be 
separated and identified, and the process can be repeated on the rest of the chain. The 
amino acid may be cleaved from either end of the peptide (either the N terminus or the 
C terminus), so we will consider one method used for each end. This general method 
for peptide sequencing is called terminal residue analysis. 


24-9C Sequencing from the N Terminus: The Edman Degradation 


The most efficient method for sequencing peptides is the Edman degradation. A pep- 
tide is treated with phenyl] isothiocyanate, followed by acid hydrolysis. The products 
are the shortened peptide chain and a heterocyclic derivative of the N-terminal amino 
acid called a phenylthiohydantoin. 

This reaction takes place in three stages. First, the free amino group of the 
N-terminal amino acid reacts with phenylisothiocyanate to form a phenylthiourea. 
Second, the phenylthiourea cyclizes to a thiazolinone and expels the shortened peptide 
chain. Third, the thiazolinone isomerizes to the more stable phenylthiohydantoin. 


Step 1: Nucleophilic attack by the free amino group on phenyl isothiocyanate, 
followed by a proton transfer, gives a phenylthiourea. 


= feted « AS . §: 
ee ace Pr—Nege™ Ph—NH—C7™ 
a ae — HN 


~ Sl 
R' O R' O R! 


| 
i ek — aa 
O 


a phenylthiourea 


Step 2: Treatment with HCl induces cyclization to a thiazolinone and expulsion of the 
shortened peptide chain. 


HP ‘ine bial iki 
ee eee = oy 
OG Se eet HC —e— NH peptide H—C—CANE, a os + H,N 
¥ O 
RK’ 700. R' OH R':0\ R! + H,O* 


protonated phenylthiourea H,0: a thiazolinone 
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Step 3: In acid, the thiazolinone isomerizes to the more stable phenylthiohydantoin. 


S 
NHPh || 
Pe 1a aN Ne 
:N 5... \ / _ 
H—C—C 
a \ I 
R! O R! O 
thiazolinone a phenylthiohydantoin 


The phenylthiohydantoin derivative is identified by chromatography, by compar- 
ing it with phenylthiohydantoin derivatives of the standard amino acids. This gives the 
identity of the original N-terminal amino acid. The rest of the peptide is cleaved intact, 
and further Edman degradations are used to identify additional amino acids in the chain. 
This process is well suited to automation, and several types of automatic sequencers 
have been developed. 

Figure 24-14 shows the first two steps in the sequencing of oxytocin. Before 
sequencing, the oxytocin sample is treated with peroxyformic acid to convert the 
disulfide bridge to cysteic acid residues. 


Step 1: Cleavage and determination of the N-terminal amino acid 


(1) Ph—N=C=S 


H,N—CH—C—NH—Tyr 
| 


‘ie 
SO3H 


cysteic acid 


aa ss 
Ile — Gln — peptide Q) H,o* > = N—Ph + H,N—Tyr—Ie— Gln — peptide 


cysteic acid 
phenylthiohydantoin 


Step 2: Cleavage and determination of the second amino acid (the new N-terminal amino acid) 


H,N—CH—C—NH 


| 
oC) CH, 


S 
| 
_ (1) Ph—N=C=S f% 
Ile — Gln — peptide ; > HN N—Ph + H,N—Ue— Gln— peptide 
(2) H,0 \ / a 
CH—C 


| No 
wo) cH, 


tyrosine phenylthiohydantoin 


FIGURE 24-14 The first two steps in sequencing oxytocin. Each Edman degradation cleaves the N-terminal amino acid and forms 
its phenylthiohydantoin derivative. The shortened peptide is available for the next step. 


In theory, Edman degradations could sequence a peptide of any length. In practice, 
however, the repeated cycles of degradation cause some internal hydrolysis of the peptide, 
with loss of sample and accumulation of by-products. After about 50 cycles of degrada- 
tion, further accurate analysis becomes impossible. A small peptide such as bradykinin 
can be completely determined by Edman degradation, but larger proteins must be broken 
into smaller fragments (Section 24-9E) before they can be completely sequenced. 


PROBLEM 24-19 


Draw the structure of the phenylthiohydantoin derivatives of 
(a) alanine. (b) tryptophan. (c) lysine. (d) proline. 
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- 
PROBLEM 24-20 
| Show the third and fourth steps in the sequencing of oxytocin. Use Figure 24-14 as a guide. 


e 
PROBLEM 24-21 


The Sanger method for N-terminus determination is a less common alternative to the Edman degradation. In the Sanger method, 
the peptide is treated with the Sanger reagent, 2,4-dinitrofluorobenzene, and then hydrolyzed by reaction with 6 M aqueous HCl. The 
N-terminal amino acid is recovered as its 2,4-dinitropheny] derivative and identified. 


The Sanger method 


R! 
derivative 


NO, 


1 
O,N F + H,N—CH—C—NH-tpeptide 
if 

NO, peptide 
2,4-dinitrofluorobenzene 
(Sanger reagent) 

1 

ON C ) NH ii C—NH~— peptide 


6 M HCL, heat 
a 


(a) Propose a mechanism for the reaction of the N terminus of the peptide with 2,4-dinitrofluorobenzene. 
(b) Explain why the Edman degradation is usually preferred over the Sanger method. 
K 


ON pee eee 


R! 
NO, + amino acids 
2,4-dinitropheny] derivative 


24-9D C-Terminal Residue Analysis 


There is no efficient method for sequencing several amino acids of a peptide starting 
from the C terminus. In many cases, however, the C-terminal amino acid can be identi- 
fied using the enzyme carboxypeptidase, which cleaves the C-terminal peptide bond. The 
products are the free C-terminal amino acid and a shortened peptide. Further reaction 
cleaves the second amino acid that has now become the new C terminus of the shortened 
peptide. Eventually, the entire peptide is hydrolyzed to its individual amino acids. 


peptide 


carboxypeptidase 


| | 
NH—CH—C—NH ie C=O 
R" -1 R" 


HO 


peptide 


| | 
NH—CH—C—OH + a ee 


R" -1 R" 
~ free amino acid 


(further cleavage) 


A peptide is incubated with the carboxypeptidase enzyme, and the appearance of a ; 
F sq ; : ; sane Application: Blood Clotting 
free amino acids is monitored. In theory, the amino acid whose concentration increases 
first should be the C terminus, and the next amino acid to appear should be the second _ The selective enzymatic cleavage of 
residue from the end. In practice, different amino acids are cleaved at different rates, Proteins is critical to many biological 
making it difficult to determine amino acids past the C terminus and occasionally the Processes. For example, the clotting of 
second residue in the chain. 


blood depends on the enzyme thrombin 
cleaving fibrinogen at specific points to 


24-9E Breaking the Peptide into Shorter Chains: Partial Hydrolysis produce fibrin, the protein that forms a 


Before a large protein can be sequenced, it must be broken into smaller chains, not 


clot. 


longer than about 30 amino acids. Each of these shortened chains is sequenced, and 
then the entire structure of the protein is deduced by fitting the short chains together 
like pieces of a jigsaw puzzle. 

Partial cleavage can be accomplished either by using dilute acid with a shortened 
reaction time or by using enzymes, such as trypsin and chymotrypsin, that break bonds 
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between specific amino acids. The acid-catalyzed cleavage is not very selective, leading 
Frederick Sanger (1918-2013) to a mixture of short fragments resulting from cleavage at various positions. Enzymes 


was an English biochemist who is are more selective, giving cleavage at predictable points in the chain. 
the only person to have won the 


Nobel Prize in chemistry twice. He 
was first awarded the Nobel Prize 
in 1958 for his groundbreaking 
work on the primary structure 

of proteins, especially insulin. 
Sanger introduced the “dideoxy” CHYMOTRYPSIN: Cleaves the chain at the carboxyl groups of the aromatic 
chain-termination method for amino acids phenylalanine, tyrosine, and tryptophan. 


TRYPSIN: Cleaves the chain at the carboxyl groups of the basic amino acids 
lysine and arginine. 


sequencing DNA molecules, which 
is known today as the Sanger 


method. For his significant scien- Let’s use oxytocin (Figure 24-9) as an example to illustrate the use of partial 
tific contributions, Sanger received hydrolysis. Oxytocin could be sequenced directly by C-terminal analysis and a series 
the Nobel Prize again in 1980 of Edman degradations, but it provides a simple example of how a structure can be 
(which he shared with American pieced together from fragments. Acid-catalyzed partial hydrolysis of oxytocin (after 
biochemist Walter Gilbert). cleavage of the disulfide bridge) gives a mixture that includes the following peptides: 


Tle-Gln-Asn-Cys Gln-Asn-Cys-Pro Pro-Leu-Gly - NH, Cys-Tyr-Ile-Gln-Asn Cys-Pro-Leu-Gly 


When we match the overlapping regions of these fragments, the complete sequence of 
oxytocin appears: 


Application: Meat Tenderizer Cys-Tyr-Ile-Gln-Asn 


Proteolytic (protein-cleaving) enzymes Te-Gln-Asn-Cys 

also have applications in consumer prod- Gln-Asn-Cys-Pro 

ucts. For example, papain (from papaya Cys-Pro-Leu-Gly 
extract) serves as a meat tenderizer. It Pro-Leu-Gly - NH2 
cleaves the fibrous proteins, making the 
meat less tough. Cys-Tyr-Ile-Gln-Asn-Cys-Pro-Leu-Gly - NH; 


The two Cys residues in oxytocin may be involved in disulfide bridges, either linking 
two of these peptide units or forming a ring. By measuring the molecular weight of 
oxytocin, we can show that it contains just one of these peptide units; therefore, the Cys 
residues must link the molecule in a ring. 


Complete structure 


PROBLEM 24-22 
Show where trypsin and chymotrypsin would cleave the following peptide. 
Tyr-Ile-Gln-Arg-Leu-Gly-Phe-Lys-Asn-Trp-Phe-Gly-Ala-Lys-Gly-Gln-Gln - NH, 


PROBLEM 24-23 


After treatment with peroxyformic acid, the peptide hormone vasopressin is partially hydro- 
lyzed. The following fragments are recovered. Propose a structure for vasopressin. 


Phe-Gln-Asn Pro-Arg-Gly - NH, Cys-Tyr-Phe 
Asn-Cys-Pro-Arg Tyr-Phe-Gln-Asn 


24-10 Laboratory Peptide Synthesis 


Total synthesis of peptides is rarely an economical method for their commercial 
production. Important peptides are usually derived from biological sources. For example, 
insulin for diabetics was originally taken from pig pancreas. Now, recombinant DNA 
techniques have improved the quality and availability of peptide pharmaceuticals. It 
is possible to extract the piece of DNA that contains the code for a particular protein, 
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insert it into a bacterium, and induce the bacterium to produce the protein. Genetically [37ers 


modified strains of Escherichia coli have been developed to produce human insulin that 


does not cause dangerous reactions in people who are allergic to pork products. 
Laboratory peptide synthesis is still an important area of chemistry, however. 


Genetically-modified organisms 
produce a growing number 
of life-saving pharmaceutical 


If the synthetic peptide turns out to be the same as the natural peptide, it proves 
that the proposed structure is correct. Also, the synthesis provides a larger amount 
of the material for further biological testing. Synthetic peptides can be made 
with altered amino acid sequences to compare their biological activity with the 
natural peptides. These comparisons can point out the critical areas of the peptide, 
which may suggest causes and treatments for genetic diseases involving similar 
abnormal peptides. 

Peptide synthesis requires the formation of amide bonds between the proper amino 
acids in the proper sequence. With simple acids and amines, we would form an amide 
bond simply by converting the acid to an activated derivative (such as an acyl halide 
or anhydride) and adding the amine. 


I I 


: 
R—C—X + HN—R —>» R—C—NH—R’ + H—X 


(X is a good leaving group, preferably electron-withdrawing) 


Amide formation is not so easy with amino acids, however. Each amino acid has 
both an amino group and a carboxy] group. If we activate the carboxyl group, it reacts 
with its own amino group. If we mix some amino acids and add a reagent to make 
them couple, they form every conceivable sequence. Also, some amino acids have 
side chains that might interfere with peptide formation. For example, glutamic acid 
has an extra carboxyl! group, and lysine has an extra amino group. As a result, peptide 
synthesis always involves both activating reagents to form the desired peptide bonds 
and protecting groups to block the formation of undesired bonds. 

Chemists have developed many specific techniques for synthesizing peptides. 
Before 1963, they used typical solution techniques. These solution-phase methods 
involved adding reagents to solutions of growing peptide chains and purifying the 
products as needed. The chemists would apply protecting groups, add activating groups, 
couple an amino acid to the growing peptide, and then laboriously purify the product. 
In 1963, Robert Bruce Merrifield of Rockefeller University developed a method for 
synthesizing peptides without having to purify the intermediates. He did this by attach- 
ing the growing peptide chains to solid polystyrene beads. After each amino acid is 
added, the excess reagents are washed away by rinsing the beads with solvent. This 
solid-phase method \ends itself to automation, and Merrifield built a machine that can 
add several amino acid units while running unattended. Using this machine, Merrifield 
synthesized ribonuclease (124 amino acids) in just 6 weeks, obtaining an overall yield 
of 17%. Merrifield’s work in solid-phase peptide synthesis won the Nobel Prize in 
Chemistry in 1984. 

Merrifield’s method synthesizes the peptide starting from the C terminus and 
working toward the N terminus, which is the opposite of the way we usually draw 
peptides. First, the protected C-terminal amino acid is attached to the polymer bead. 
For this reaction, its —-NH) group must be protected so that it does not react. The 
protecting group is removed, and then the next protected amino acid is coupled to the 
first. Many more deprotection and coupling reactions occur until the entire peptide 
is formed. At that point, it is cleaved from the polymer bead. Here is a summary of 
the process: 


1. Attach the protected C-terminal amino acid to the bead, and then deprotect. 
R" Oo R® 


O O 
- | = - | deprotect | | 
NH—CH—C—O- + @ aa ——+ H,N—CH—C—O0—-@ 
group group 


products. Important GMO proteins 


include insulin from bacteria and 


antithrombin (anticoagulant) from 
goat's milk. Hemophiliac factor VIII (to 
allow clotting) and tissue plasmino- 
gen activator (tPA, to dissolve clots) 
are proteins produced by genetically 
modified cultured cells. Vaccines for 
diseases such as hepatitis, plague, 
cholera, influenza, dysentery, and 
Ebola are produced by genetically 
modified yeasts and plants such as 


tobacco. 


R® 
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2. Couple the next protected amino acid, and then deprotect. (Repeat many times.) 


R? 
| | . 
H,N—CH—C—O—-@ RY Oo R” 
1. coupling agent | | | | (repeat) 
—————— H N—CH—C—NH—CH—C—0o—@ —_—> 
ge o 2. deprotect 2 


| i elongated peptide 
protecting |_NH—CH—C—O- 
group : . 
next amino acid 


3. After adding all the residues, cleave the finished peptide from the bead. 


R' Oo R” iO R' oO 
Le We |e | | HF te le Wee 
HN—Ci—C= aq -SH—CH-—C—0=@ —{...° EN-—CcS 
first amino acid | residues residues 
final peptide 


Many different reagents are available for each of these steps, but we will consider 
only one set of reagents. The general principles are the same regardless of the specific 
reagents. 


24-10A The Individual Reactions 


Three reactions are crucial for solid-phase peptide synthesis. These reactions attach the 
first protected amino acid to the solid support, deprotect each amino group for its turn 
to react, and form the peptide bonds between the amino acids. 


Attaching the Peptide to the Solid Support +The solid-phase synthesis is done in the 
reverse direction, right-to-left as we draw the peptide. It starts with the C terminus 
and builds toward the N terminus. The first step is to attach the /ast amino acid 
(the C terminus) to the solid support. 

The solid support is a special polystyrene bead in which some of the aromatic 
rings have chloromethyl groups. This polymer, often called the Merrifield 
resin, is made by copolymerizing styrene with a few percent of p-(chloromethyl) 
styrene. 


Formation of the Merrifield resin 


CH,Cl CH,Cl CH,Cl 


Oe 2. 7 Q ¢ 


+CH—CH,—CH—CH,—CH—CH,+ 
H H H H 


styrene p-(chloromethyl)styrene polymer abbreviation 


Like other benzyl] halides, the chloromethyl groups on the polymer are reac- 
tive toward Sy2 attack. The carboxyl group of an N-protected amino acid displaces 
chloride, giving an amino acid ester of the polymer. In effect, the polymer serves as 
the alcohol part of an ester protecting group for the carboxyl end of the C-terminal 
amino acid. The amino group must be protected, or it would attack the chloromethyl 
groups. 


24-10 Laboratory Peptide Synthesis 1311 


Attachment of the C-terminal amino acid 


H H 1 


ar . 
protecting |_ ; protecting | ir ¢y—_c—6— CH, Cr 
group | . “= hate 2 | ° 


© oO © O 
@) @) 


Once the C-terminal amino acid is fixed to the polymer, the chain is built on the 
amino group of this amino acid. 


Using the 9-Fluorenylmethoxycarbonyl (Fmoc) Protecting Group The most common 
protecting group for the —-NHp groups of amino acids and peptides is currently the 
Fmoc group. Its structure is shown below, with the structure of a protected amino acid. 
We will generally refer to it by its abbreviation, Fmoc. 


O O 
! RO RO 
Cc | | Cc | | 


2 cao” “ci + Hint —co=—c—o ) CH,O” \NH—CH—C—OH 
unprotected ————-> 
() amino acid () + HCl 
Fmoc-Cl 
(9-fluorenylmethoxycarbony] chloride) protected Fmoc-amino acid 


The protected amino acid no longer has a nucleophilic — NH) group; that group is 
now an amide, part of a urethane (carbamate ester). The Fmoc protecting group is easily 
removed by very mildly basic conditions. The most common reagent for its removal is 
a solution of piperidine in DMF (N,N-dimethylformamide). 


Rr 0 (‘NH R Oo 
| 


| | piperidine 
w=ti=—C—-on No 


protected Fmoc-amino acid deprotected amino acid 


Chemists who synthesize peptides generally do not make their own Fmoc-protected 
amino acids. Because they use all their amino acids in protected form, they buy and use 
commercially available Fmoc amino acids. 


Use of DCC as a Peptide Coupling Agent = The final reaction needed for the Merrifield 
procedure is the peptide bond-forming condensation. When a mixture of an amine and 
an acid is treated with N,N’-dicyclohexylcarbodiimide (abbreviated DCC), the amine 
and the acid couple to form an amide. The molecule of water lost in this condensation 
converts DCC to N,N’'-dicyclohexylurea (DCU). 


1 1 ie 
+ oe oe 
R—C—O- + H,N—R’ + (Beem) > R—C—NH—R’ + (ew) 


acid amine N,N’-dicyclohexylcarbodiimide (DCC) amide N,N’-dicyclohexylurea (DCU) 
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The mechanism for DCC coupling is not as complicated as it may seem. The 
carboxylate ion adds to the strongly electrophilic carbon of the diimide, giving an 
activated acy] derivative of the acid. This activated derivative reacts readily with the 
amine to give the amide. In the final step, DCU serves as an excellent leaving group. 
The cyclohexane rings are miniaturized for clarity. 


Formation of an activated acyl derivative 


td ci tl 
i H—NH,—R’ 
0 >  R-C-O6-CL 2“ R—C—0—€ 


Coupling with the amine and loss of DCU 


oO N 107 N ‘oO :N 
| | Le el . 
—C—0—C. — R-c+6—C —> R-C. »H 70+C —> R—C—NHR 


. ide (peptid 
R’ —NH, R’—NH, Zi aenoeteseHos? 
R’ + DCU 


At the completion of the synthesis, the ester bond to the polymer is cleaved by 
anhydrous HF. Because this is an ester bond, it is more easily cleaved than the amide 
bonds of the peptide. 


R 


Cleavage of the finished peptide 
CHE 


; | | 
[ie evel eve PUR peptide ;-C —O—CH, ae peptide;-C—OH + 


Remember that solid-phase peptide 

synthesis goes C > N. 

1. Attach the Fmoc-protected (P) 
C terminus to the bead first. 


. Couple each amino acid by 


removing the Fmoc group from (P) 
the N terminus, and then add the 
next Fmoc-protected amino acid 
with DCC. PROBLEM 24-24 

. Cleave (HF) the finished peptide 
from the bead. 


Propose a mechanism for the coupling of acetic acid and aniline using DCC as a coupling 
agent. 


24-10B An Example of Solid-Phase Peptide Synthesis 


Now we present an example to illustrate how these procedures are combined in the 
Merrifield solid-phase peptide synthesis. We will consider the synthesis of a simple 
tripeptide that has no problematic side chains requiring additional protecting groups. 


Ala-Val-Phe 
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The solid-phase synthesis proceeds in the opposite direction from the way we write 


the peptide structure. The first step is attachment of the N-protected C-terminal amino 
acid (Fmoc-phenylalanine) to the polymer. 


O O 


| | 
Fmoc +—NH oH c—o- + CHa —— NH a C=—0—ch; 


Ph—CH, O Ph—CH) oO 


Fmoc-Phe (P) Fmoc-Phe—(P) (P) 


Piperidine cleaves the Fmoc protecting group of phenylalanine so that its amino 
group can be coupled with the next amino acid. 


« *NH 
O O 


| piperidine + | 
| Fmoc +-NH—CH—C—O—CH, * H.N—ca—c—o—cH, 
| DMF | 


Ph—CH), © Ph—CH) O 


Fmoc -Phe—(P ) (P) Phe—(P) (P) 


The second amino acid (valine) is added in its N-protected Fmoc form so that it 
cannot couple with itself. Addition of DCC couples the valine carboxyl group with the 
free —NH, group of phenylalanine. 


| | 
Os [ Foe J NH—CH—C—NH—CH—C—O—CH, + DCU 


i 
Fmoc +—NH a C=—O- + H,N ‘ie 


O—CH, | | 
(CH,),CH Ph— = (CH,),CH Ph—CH, @ 
Fmoc-Val ~o® Fmoc-Val-Phe—(P) (P) 


To couple the final amino acid (alanine), the chain is first deprotected by treatment 
with piperidine. Then the N-protected Fmoc-alanine and DCC are added. 


Step 1: Deprotection 
« *=NH 
O O O 


! | piperidine + | | 
Fmoc 7—NH ie C—NH i C—O-CH. DMF H,N—CH— C—NH—CH—C—O—CH, 


(CH,),CH Ph—CH, @ (CH,),CH Ph—CH, OS 


Fmoc-Val-Phe—(P ) (P) Val-Phe—(P) (P) 
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Step 2: Coupling 


DCC 


| | | | 
(CH3)CH Ph—CH, O CH; (CH3),CH Ph—CH, @ 


Val-Phe—(P) (?) Fmoc-Ala-Val-Phe—(P ) (P) 


O 
NH—cCH—C—0- 
. 3 cu-to 
: | , | | 
H3N— CH—C— NH—CH—C—O—CH, —> Se eee ee DCU 


If we were making a longer peptide, the addition of each subsequent amino acid 
would require the repetition of two steps: 


1. Use piperidine in DMF to deprotect the amino group at the end of the growing chain. 
2. Add the next Fmoc-amino acid, using DCC as a coupling agent. 


Once the peptide is completed, the final Fmoc protecting group must be removed, 
and the peptide must be cleaved from the polymer. Anhydrous HF cleaves the ester 
linkage that bonds the peptide to the polymer, and it also removes the Fmoc protecting 
group. In our example, the following reaction occurs: 


O 
| | | HF + | | | 

[ Foe --NH—CH—C—NH—CH—C—NH—CH—C—O— CH, > HN a C—NH—CH—C—NH a C—OH 

CH, (CH3),CH Ph—CH), © CH, (CH3),CH Ph—CH, 


Ala-Val-Phe 


Fmoc-Ala-Val-Phe—(P) (P) Be ®(C)-cur 


7 
PROBLEM 24-25 
Show how you would synthesize Leu-Gly-Ala-Val-Phe starting with Fmoc-Ala-Val-Phe—(P). 
Ne 


- 
PROBLEM 24-26 
L Show how solid-phase peptide synthesis would be used to make Ile-Gly-Asn. 


24-11 Classification of Proteins 


Proteins may be classified according to their chemical composition, their shape, 
or their function. Protein composition and function are treated in detail in a 
biochemistry course. For now, we briefly survey the types of proteins and their 
general classifications. 

Proteins are grouped into simple and conjugated proteins according to their 
chemical composition. Simple proteins are those that hydrolyze to give only 
amino acids. All the protein structures we have considered so far are simple 
proteins. Examples are insulin, ribonuclease, oxytocin, and bradykinin. Conjugated 
proteins are bonded to a nonprotein prosthetic group such as a sugar, a nucleic 
acid, a lipid, or some other group. Table 24-3 lists some examples of conjugated 
proteins. 


24-12 


TABLE 24-3 Classes of Conjugated Proteins 


Class Prosthetic Group Examples 

glycoproteins carbohydrates y-globulin, interferon 
nucleoproteins nucleic acids ribosomes, viruses 
lipoproteins fats, cholesterol high-density lipoprotein 
metalloproteins a complexed metal hemoglobin, cytochromes 


Proteins are classified as fibrous or globular depending on whether they form 
long filaments or coil up on themselves. Fibrous proteins are stringy, tough, and 
usually insoluble in water. They function primarily as structural parts of the organism. 
Examples of fibrous proteins are a-keratin in hooves and fingernails, and collagen in 
tendons. Globular proteins are folded into roughly spherical shapes. They usually 
function as enzymes, hormones, or transport proteins. Enzymes are protein-containing 
biological catalysts; an example is ribonuclease, which cleaves RNA. Hormones help 
to regulate processes in the body. An example is insulin, which regulates glucose levels 
in the blood and its uptake by cells. Transport proteins bind to specific molecules and 
transport them in the blood or through the cell membrane. An example is hemoglobin, 
which transports oxygen in the blood from the lungs to the tissues. 


24-12 Levels of Protein Structure 


Proteins show four distinct levels of structure: 


1. the covalent-bonded structure; 

2. the hydrogen-bonded local arrangement into an a-helix or a pleated sheet; 
3. the complete 3-dimensional conformation; and 

4. the association of two or more peptide units in the active protein. 


Each level has a role in determining the overall function of the protein. 


24-12A Primary Structure 


Up to now, we have discussed the primary structure of proteins. The primary structure 
is the covalently bonded structure of the molecule. This definition includes the sequence 
of amino acids, together with any disulfide bridges. All the properties of the protein 
are determined, directly or indirectly, by the primary structure. Any folding, hydrogen 
bonding, or catalytic activity depends on the proper primary structure. 


24-12B Secondary Structure 


Although we often think of peptide chains as linear structures, they tend to form 
orderly hydrogen-bonded arrangements. In particular, the carbonyl oxygen atoms form 
hydrogen bonds with the amide (N— H) hydrogens. This tendency leads to orderly 
patterns of hydrogen bonding: the @ helix and the pleated sheet. These hydrogen-bonded 
arrangements, if present, are called the secondary structure of the protein. 

When a peptide chain winds into a helical coil, each carbonyl oxygen can 
hydrogen-bond with an N—H hydrogen on the next turn of the coil. Many proteins 
wind into an @ helix (a helix that looks like the thread on a right-handed screw) with 
the side chains positioned on the outside of the helix. For example, the fibrous protein 
a keratin is arranged in the a-helical structure, and most globular proteins contain 
segments of a helix. Figure 24-15 shows the a-helical arrangement. 

Segments of peptides can also form orderly arrangements of hydrogen bonds by lining 
up side-by-side. In this arrangement, each carbonyl group on one chain forms a hydrogen 
bond with an N—H hydrogen on an adjacent chain. This arrangement may involve 
many peptide molecules lined up side-by-side, resulting in a two-dimensional sheet. 


Levels of Protein Structure 
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C= gray 
N = blue 
O=red 
R = green 


FIGURE 24-15 Thea helical arrangement. The peptide chain curls into a helix so that each peptide carbonyl group is hydrogen- 
bonded to an N—H hydrogen on the next turn of the helix. Side chains are symbolized by green atoms in the space-filling structure. 


The bond angles between amino acid units are such that the sheet is pleated (creased), 
with the amino acid side chains arranged on alternating sides of the sheet. Silk fibroin, the 
principal fibrous protein in the silks of insects and arachnids, has a pleated-sheet secondary 
structure. Figure 24-16 shows the pleated-sheet structure. 


FIGURE 24-16 The pleated-sheet 
arrangement. Each peptide carbonyl 
group is hydrogen-bonded to an N—H 
hydrogen on an adjacent peptide 
chain. 


A protein may or may not have the same secondary structure throughout its length. 
Some parts may be curled into an a helix, while other parts are lined up in a pleated 
sheet. Parts of the chain may have no orderly secondary structure at all. Such a struc- 
tureless region is called a random coil. Most globular proteins, for example, contain 
segments of a@ helix or pleated sheet separated by kinks of random coil, allowing the 
molecule to fold into its globular shape. 


24-12C Tertiary Structure 


The tertiary structure of a protein is its complete three-dimensional conformation. 
Think of the secondary structure as a spatial pattern in a local region of the molecule. 
Parts of the protein may have the a-helical structure, while other parts may have the 
pleated-sheet structure, and still other parts may be random coils. The tertiary structure 
includes all the secondary structure and all the kinks and folds in between. The tertiary 
structure of a typical globular protein is represented in Figure 24-17. 


random coil 


C terminus 


+NH, — N terminus 


FIGURE 24-17 The tertiary structure of a typical globular protein includes segments of a helix 
with segments of random coil at the points where the helix is folded. 


Coiling of an enzyme can give three-dimensional shapes that produce important 
catalytic effects. Polar, hydrophilic (water-loving) side chains are oriented toward the 
outside of the globule. Nonpolar, hydrophobic (water-hating) groups are arranged 
toward the interior. Coiling in the proper conformation creates an enzyme’s active site, 
the region that binds the substrate and catalyzes the reaction. A reaction taking place 
at the active site in the interior of an enzyme may occur under essentially anhydrous, 
nonpolar conditions—while the whole system is dissolved in water! 


24-12D Quaternary Structure 


Quaternary structure refers to the association of two or more peptide chains in the 
complete protein. Not all proteins have quaternary structure. The ones that do are 
those that associate together in their active form. For example, hemoglobin, the oxygen 
carrier in mammalian blood, consists of four peptide chains fitted together to form a 
globular protein. Figure 24-18 summarizes the four levels of protein structure. 


24-13 Protein Denaturation 


For a protein to be biologically active, it must have the correct structure at all levels. 
The sequence of amino acids must be right, with the correct disulfide bridges linking 
the cysteines on the chains. The secondary and tertiary structures are important as 
well. The protein must be folded into its natural conformation, with the appropriate 
areas of a helix and pleated sheet. For an enzyme, the active site must have the right 
conformation, with the necessary side-chain functional groups in the correct positions. 
Conjugated proteins must have the right prosthetic groups, and multichain proteins 
must have the right combination of individual peptides. 

With the exception of the covalent primary structure, all these levels of structure 
are maintained by weak solvation and hydrogen-bonding forces. Small changes in the 
environment can cause a chemical or conformational change resulting in denaturation: 
disruption of the normal structure and loss of biological activity. Many factors can 
cause denaturation, but the most common ones are heat and pH. 
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Tertiary structures of proteins are deter- 
mined by X-ray crystallography. A single 
crystal of the protein is bombarded with 
X rays, whose wavelengths are appropri- 
ate to be diffracted by the regular atomic 
spacings in the crystal. A computer then 
determines the locations of the atoms in 
the crystal. 
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FIGURE 24-18 A schematic 
comparison of the levels of protein 
structure. Primary structure is the 
covalently bonded structure, including 
the amino acid sequence and any 
disulfide bridges. Secondary structure 
refers to the areas of a helix, pleated 
sheet, or random coil. Tertiary structure 
refers to the overall conformation of 
the molecule. Quaternary structure 
refers to the association of two or more 
peptide chains in the active protein. 
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Irreversible denaturation of egg albumin. 
The egg white does not become clear 
and runny again when it cools. 


24-13A Reversible and Irreversible Denaturation 


The cooking of egg white is an example of protein denaturation by high tempera- 
ture. Egg white contains soluble globular proteins called albumins. When egg white is 
heated, the albumins unfold and coagulate to produce a solid rubbery mass. Different 
proteins have different abilities to resist the denaturing effect of heat. Egg albumin is 
quite sensitive to heat, but bacteria that live in geothermal hot springs have developed 
proteins that retain their activity in boiling water. 

When a protein is subjected to an acidic pH, some of the side-chain carboxyl! groups 
become protonated and lose their ionic charge. Conformational changes result, leading 
to denaturation. In a basic solution, amino groups become deprotonated, similarly 
losing their ionic charge, causing conformational changes and denaturation. 

Milk turns sour because of the bacterial conversion of carbohydrates to lactic acid. 
When the pH becomes strongly acidic, soluble proteins in milk are denatured and pre- 
cipitate. This process is called curdling. Some proteins are more resistant to acidic and 
basic conditions than others. For example, most digestive enzymes such as amylase and 
trypsin remain active under acidic conditions in the stomach, even at a pH of about 1. 

In many cases, denaturation is irreversible. When cooked egg white is cooled, it 
does not become uncooked. Curdled milk does not uncurdle when it is neutralized. 
Denaturation may be reversible, however, if the protein has undergone only mild dena- 
turing conditions. For example, a protein can be salted out of solution by a high salt 
concentration, which denatures and precipitates the protein. When the precipitated 
protein is redissolved in a solution with a lower salt concentration, it usually regains 
its activity together with its natural conformation. 


24-13B Prion Diseases 


Up through 1980, people thought that all infectious diseases were caused by microbes 
of some sort. They knew about diseases caused by viruses, bacteria, protozoa, and 
fungi. There were some strange diseases, however, for which no one had isolated and 
cultured the pathogen. Creutzfeldt—Jakob Disease (CJD) in humans, scrapie in sheep, 
and transmissible encephalopathy in mink (TME) all involved a slow, gradual loss 


of mental function and eventual death. The brains of the victims all showed unusual 
plaques of amyloid protein surrounded by spongelike tissue. 

Workers studying these diseases thought there was an infectious agent involved (as 
opposed to genetic or environmental causes) because they knew that scrapie and TME 
could be spread by feeding healthy animals the ground-up remains of sick animals. 
They had also studied kuru, a disease much like CJD among tribes in which family 
members showed their respect for the dead by eating their brains. These diseases were 
generally attributed to “slow viruses” that were yet to be isolated. 

In the 1980s, neurologist Stanley B. Prusiner (of the University of California at 
San Francisco) made a homogenate of scrapie-infected sheep brains; systematically 
separated out all the cell fragments, bacteria, and viruses; and found that the remain- 
ing material was still infectious. He separated out the proteins and found a protein 
fraction that was still infectious. He suggested that scrapie (and presumably similar 
diseases) is caused by a protein infectious agent that he called prion protein. This 
conclusion contradicted the established principle that contagious diseases require a 
living pathogen. Many skeptical workers repeated Prusiner’s work in hopes of finding 
viral contaminants in the infectious fractions, and most of them finally came to the 
same conclusion. Prusiner received the 1998 Nobel Prize in Medicine or Physiology 
for this work. 

Since Prusiner’s work, prion diseases have become more important because of 
their threat to humans. Beginning in 1996, some cows in the United Kingdom devel- 
oped “‘mad cow disease” and would threaten other animals, wave their heads, fall 
down, and eventually die. The disease, called bovine spongiform encephalopathy, 
or BSE, was probably transmitted to cattle by feeding them the remains of scrapie- 
infected sheep. The most frightening aspect of the BSE outbreak was that people could 
contract a fatal disease, called new-variant Creutzfeldt-Jakob Disease (vCJD) from 
eating the infected meat. Since that time, a similar disease, called chronic wasting 
disease, or CWD, has been found in wild deer and elk in the Rocky Mountains. All 
of these (presumed) prion diseases are now classified as transmissible spongiform 
encephalopathies, or TSEs. 

The most widely accepted theory of prion diseases suggests that the infectious 
prion protein has the same primary structure as a normal protein found in nerve cells, 
but it differs in its tertiary structure. In effect, it is a misfolded, denatured version 
of a normal protein that polymerizes to form the amyloid protein plaques seen in 
the brains of infected animals. When an animal ingests infected food, the polymer- 
ized protein resists digestion. Because it is simply a misfolded version of a normal 
protein, the infectious prion does not provoke the host’s immune system to attack 
the pathogen. 

When the abnormal prion interacts with the normal version of the protein on 
the membranes of nerve cells, the abnormal protein somehow induces the normal 
molecules to change their shape. This is the part of the process we know the least 
about. (We might think of it like crystallization, in which a seed crystal induces 
other molecules to crystallize in the same conformation and crystal form.) These 
newly misfolded protein molecules then induce more molecules to change shape. 
The polymerized abnormal protein cannot be broken down by the usual protease 
enzymes, so it builds up in the brain and causes the plaques and spongy tissue 
associated with TSEs. 

We once thought that a protein with the correct primary structure, placed in the 
right physiological solution, would naturally fold into the correct tertiary structure 
and stay that way. We were wrong. We now know that protein folding is a care- 
fully controlled process in which enzymes and chaperone proteins promote correct 
folding as the protein is synthesized. Prion diseases have shown that there are many 
factors that cause proteins to fold into natural or unnatural conformations, and that 
the folding of the protein can have major effects on its biological properties within 
an organism. 
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Micrograph of normal human brain 
tissue. The nuclei of neurons appear as 
dark spots. 


Brain tissue of a patient infected 
with vCJD. Note the formation of 
(white) vacuole spaces and (dark, 
irregular) plaques of prion protein. 
(Magnification 200X) 
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Essential Terms 


active site 
amino acid 


biomimetic synthesis 


complete proteins 


conjugated protein 


C terminus 


denaturation 


disulfide linkage 


Edman degradation 


electrophoresis 


enzymatic resolution 


enzyme 
essential amino acids 


fibrous proteins 
globular proteins 


a helix 


hydrogenolysis 


isoelectric point, pl 


The region of an enzyme that binds the substrate and catalyzes the reaction. (p. 1317) 

Literally, any molecule containing both an amino group (—NH;) and a carboxyl group (— COOH). 
The term usually means an a-amino acid, with the amino group on the carbon atom next to the 
carboxyl group. (p. 1284) 

A laboratory synthesis that is patterned after a biological synthesis. For example, the synthesis of 
amino acids by reductive amination resembles the biosynthesis of glutamic acid. (p. 1292) 

Proteins that provide all the essential amino acids in about the right proportions for human nutrition. 
Examples include those in meat, fish, milk, and eggs. Incomplete proteins are severely deficient in 
one or more of the essential amino acids. Most plant proteins are incomplete. (p. 1287) 

A protein that contains a nonprotein prosthetic group such as a sugar, nucleic acid, lipid, or metal ion. 
(p. 1314) 

(C-terminal end) The end of the peptide chain with a free or derivatized carboxyl group. As the peptide 
is written, the C terminus is usually on the right. The amino group of the C-terminal amino acid 
links it to the rest of the peptide. (p. 1300) 

An unnatural alteration of the conformation or the ionic state of a protein. Denaturation generally 
results in precipitation of the protein and loss of its biological activity. Denaturation may be revers- 
ible, as in salting out a protein, or irreversible, as in cooking an egg. (p. 1317) 

(disulfide bridge) A bond between two cysteine residues formed by mild oxidation of their thiol groups 
to a disulfide. (p. 1301) 

A method for removing and identifying the N-terminal amino acid from a peptide without destroying 
the rest of the peptide chain. The peptide is treated with phenyl isothiocyanate, followed by a mild 
acid hydrolysis to convert the N-terminal amino acid to its phenylthiohydantoin derivative. The 
Edman degradation can be used repeatedly to determine the sequence of many residues beginning 
at the N terminus. (p. 1305) 

A procedure for separating charged molecules by their migration in a strong electric field. The direc- 
tion and rate of migration are governed largely by the average charge on the molecules. (p. 1291) 

The use of enzymes to separate enantiomers. For example, the enantiomers of an amino acid can be 
acylated and then treated with hog kidney acylase. The enzyme hydrolyzes the acyl group from 
the natural L-amino acid, but it does not react with the p-amino acid. The resulting mixture of the 
free L-amino acid and the acylated b-amino acid is easily separated. (p. 1296) 

A protein-containing biological catalyst. Many enzymes also include prosthetic groups, nonprotein 
constituents that are essential to the enzyme’s catalytic activity. (p. 1315) 

Ten standard amino acids that are not biosynthesized by humans and must be provided in the diet. 
(p. 1287) 


A class of proteins that are stringy, tough, thread-like, and usually insoluble in water. (p. 1315) 


A class of proteins that are relatively spherical in shape. Globular proteins generally have lower 
molecular weights and are more soluble in water than fibrous proteins. (p. 1315) 


A helical peptide conformation in which the carbonyl groups on one turn of the helix are hydrogen- 
bonded to N—H hydrogens on the next turn. Extensive hydrogen bonding stabilizes this helical 
arrangement. (p. 1315) 


Cleavage of a bond by the addition of hydrogen. For example, catalytic hydrogenolysis cleaves benzyl 
esters. (p. 1297) 


O 


O 
| H,, Pd | 
R—C—O—CH, C ) > R—C—O—H + H—CH, 


benzyl ester acid toluene 


(isoelectric pH) The pH at which an amino acid (or protein) does not move under electrophoresis. This 
is the pH where the average charge on its molecules is zero, with most of the molecules in their 
zwitterionic form. (p. 1290) 


L-amino acid 


N terminus 


oligopeptide 
peptide 


peptide bonds 
pleated sheet 
polypeptide 

primary structure 
prion protein 
prosthetic group 
protein 

quaternary structure 


random coil 


residue 
Sanger method 


secondary structure 


sequence 


simple proteins 
solid-phase peptide 
synthesis 


standard amino acids 
Strecker synthesis 
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An amino acid having a stereochemical configuration similar to that of L-(—)-glyceraldehyde. Most 
naturally occurring amino acids have the L configuration. (p. 1284) 


COOH CHO COOH 
H H 


CH; CH,OH 


L-alanine L-(—)-glyceraldehyde 
(S)-alanine (S)-glyceraldehyde 


an L-amino acid 
(S) configuration 


(N-terminal end) The end of the peptide chain with a free or derivatized amino group. As the 
peptide is written, the N terminus is usually on the left. The carboxyl group of the N-terminal 
amino acid links it to the rest of the peptide. (p. 1300) 


A small polypeptide, containing about four to ten amino acid residues. (p. 1300) 


Any polymer of amino acids linked by amide bonds between the amino group of each amino acid 
and the carboxyl group of the neighboring amino acid. The terms dipeptide, tripeptide, etc. 
may specify the number of amino acids in the peptide. (p. 1300) 


Amide linkages between amino acids. (p. 1283) 


A two-dimensional peptide conformation with the peptide chains lined up side-by-side. The carbonyl 
groups on each peptide chain are hydrogen-bonded to N—H hydrogens on the adjacent chain, 
and the side chains are arranged on alternating sides of the sheet. (p. 1315) 


A peptide containing many amino acid residues. Although proteins are polypeptides, the term 
polypeptide is commonly used for molecules with lower molecular weights than proteins. (p. 1300) 


The covalently bonded structure of a protein; the sequence of amino acids, together with any 
disulfide bridges. (p. 1315) 


A protein infectious agent that is thought to promote misfolding and polymerization of normal 
protein molecules, leading to amyloid plaques and destruction of nerve tissue. (p. 1319) 


The nonprotein part of a conjugated protein. Examples of prosthetic groups are sugars, lipids, 
nucleic acids, and metal complexes. (p. 1314) 


A biopolymer of amino acids. Proteins are polypeptides with molecular weights higher than about 
5000 amu. (p. 1300) 


The association of two or more peptide chains into a composite protein. (p. 1317) 


A type of protein secondary structure in which the chain is neither curled into an a helix nor lined 
up in a pleated sheet. In a globular protein, the kinks that fold the molecule into its globular 
shape are usually segments of random coil. (p. 1316) 


An amino acid unit of a peptide. (p. 1300) 


A method for determining the N-terminal amino acid of a peptide. The peptide is treated with 
2,4-dinitrofluorobenzene (Sanger’s reagent), and then completely hydrolyzed. The derivatized 
amino acid is easily identified, but the rest of the peptide is destroyed in the hydrolysis. (p. 1307) 


The local hydrogen-bonded arrangement of a protein. The secondary structure is generally the 
a helix, pleated sheet, or random coil. (p. 1315) 

As a noun, the order in which amino acids are linked together in a peptide. As a verb, to determine 
the sequence of a peptide. (p. 1305) 

Proteins composed of only amino acids (having no prosthetic groups). (p. 1314) 

A method in which the C-terminal amino acid is attached to a solid support (polystyrene beads) 
and the peptide is synthesized in the C — N direction by successive coupling of protected amino 
acids. When the peptide is complete, it is cleaved from the solid support. (p. 1309) 

The 20 a-amino acids found in nearly all naturally occurring proteins. (p. 1285) 

Synthesis of a-amino acids by reaction of an aldehyde with ammonia and cyanide ion, followed by 
hydrolysis of the intermediate a-amino nitrile. (p. 1294) 


NH, *NH; 
30 | H,0* 
> R—C—H > R—C—H 


H. 


C=N COOH 
aldehyde a-amino nitrile a-amino acid 


Strecker synthesis of an amino acid 
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terminal residue analysis Sequencing a peptide by removing and identifying the residue at the N terminus or at the C terminus. 
(p. 1305) 

tertiary structure The complete three-dimensional conformation of a protein. (p. 1316) 

transamination Transfer of an amino group from one molecule to another. Transamination is a common method for the 
biosynthesis of amino acids, often involving glutamic acid as the source of the amino group. (p. 1293) 

zwitterion (dipolar ion) A structure with an overall charge of zero but having a positively charged substituent 
and a negatively charged substituent. Most amino acids exist in zwitterionic forms. (p. 1288) 


O O 


+ | 
eee a 
R R 


uncharged structure dipolar ion, or zwitterion 
(minor component) (major component) 


Essential Problem-Solving Skills in Chapter 24 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Correctly name amino acids and peptides, and draw the structures from their names. Problems 24-28, 34, and 35 


2 Use perspective drawings and Fischer projections to show the stereochemistry of p- and 
L-amino acids. Explain why the naturally occurring amino acids are called L-amino acids. Problems 24-32 and 46 


3 Explain which amino acids are acidic, which are basic, and which are neutral. Use the 
isoelectric point to predict whether a given amino acid will be positively charged, 
negatively charged, or neutral at a given pH. Problems 24-27 and 34 


4 Show how to make a given amino acid using one of the following syntheses: reductive 
amination, HVZ followed by ammonia, and the Strecker synthesis. Problems 24-29, 30, 32, and 33 


5 Predict products of the acylation and esterification of amino acids, and their reaction 
with ninhydrin. Problems 24-29 and 31 


6 Use information from terminal residue analysis and partial hydrolysis to determine the 
structure of an unknown peptide. Problems 24-36, 37, 39, 43, and 44 


7 Show how you would use solid-phase synthesis to make a given peptide. Use 
appropriate protecting groups to prevent unwanted couplings. Problems 24-38 and 45 


8 Discuss and identify the four levels of protein structure (primary, secondary, tertiary, 
and quaternary). Explain how the structure of a protein affects its properties and how 
denaturation changes the structure. 


Study Problems 


24-27 (a) The isoelectric point (pI) of phenylalanine is pH 5.5. Draw the structure of the major form of phenylalanine at pH 
values of 1, 5.5, and 11. 

(b) The isoelectric point of histidine is pH 7.6. Draw the structures of the major forms of histidine at pH values of 1, 4, 
7.6, and 11. Explain why the nitrogen in the histidine ring is a weaker base than the a-amino group. 

(c) The isoelectric point of glutamic acid is pH 3.2. Draw the structures of the major forms of glutamic acid at pH values 
of 1, 3.2, 7, and 11. Explain why the side-chain carboxylic acid is a weaker acid than the acid group next to the 
a-carbon atom. 

24-28 — Draw the complete structure of the following peptide. 
Met-Ser-Gln +: NH, 


24-29 


24-30 


24-31 


24-32 


24-33 


24-34 


24-35 


24-36 


24-37 
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Predict the products of the following reactions. 


(a) O (b) O CH; 
| | H,, Pd 
OH pyridine Ph — CH,— O— C— NH— CH— COOH ——> 
Tle + a 
OH heat 
O 
1) excess Ac,O 
(c) Lys + excess (CH3CO),0 ——> ean ( 2 
te) OL) proline (2) hog kidney acylase, H,O ° 
(e) CHO H,0* 
| NH,, HCN (f) product from part (e) —~—> 
CH,CH,—CH —CH, ————> 
3 HO 
(g) 4-methylpentanoic acid + Br,/PBr; ———> (h) product from part (g) + excess NH; ——> 


Show how you would synthesize any of the standard amino acids from each starting material. You may use any necessary 
reagents. 


(a) 1 (b) 1 (c) | 
Pee A ele H,C— C— OH i Mie 
CH, on CH, 
Show how you would convert glycine to the following derivatives. Show the structure of the product in each case. 
(a) glycine isopropyl ester (b) N-benzoylglycine 
(c) N-benzyloxycarbonylglycine (d) tert-butyloxycarbonylglycine 
Suggest a method for the synthesis of the natural L enantiomer of alanine from the readily available L enantiomer of lactic acid. 
O 
HO 
HW 5 OH 
CH, 


L-lactic acid 
Show how you would use the Strecker synthesis to make isoleucine. What stereochemistry would you expect in your 
synthetic product? 
Write the complete structures for the following peptides. Tell whether each peptide is acidic, basic, or neutral. 


(a) methionylthreonine (b) threonylmethionine 
(c) arginylaspartyllysine (d) Glu-Cys-Gln 
The following structure is drawn in an unconventional manner. 

CH, O O 


| | 
CH,CH,—CH — CH — NH—C —CH— CH,CH,—C — NH, 


CONH, NH— CO— CH,NH, 
(a) Label the N terminus and the C terminus. (b) Label the peptide bonds. 
(c) Identify and label each amino acid present. (d) Give the full name and the abbreviated name. 


Aspartame (Nutrasweet®) is a remarkably sweet-tasting dipeptide ester. Complete hydrolysis of aspartame gives phenyl 
alanine, aspartic acid, and methanol. Mild incubation with carboxypeptidase has no effect on aspartame. Treatment of 
aspartame with pheny] isothiocyanate, followed by mild hydrolysis, gives the phenylthiohydantoin of aspartic acid. 
Propose a structure for aspartame. 

A molecular weight determination has shown that an unknown peptide is a pentapeptide, and an amino acid analysis 
shows that it contains the following residues: one Gly, two Ala, one Met, one Phe. Treatment of the original pentapeptide 
with carboxypeptidase gives alanine as the first free amino acid released. Sequential treatment of the pentapeptide with 
phenyl] isothiocyanate followed by mild hydrolysis gives the following derivatives: 


first time second time third time 
Ph—N NH Ph—N NH Ph—N NH 
O H CH,Ph O H CH, O 


Propose a structure for the unknown pentapeptide. 
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24-38 Show the steps and intermediates in the synthesis of Leu-Ala-Phe by the solid-phase process. 
24-39 Peptides often have functional groups other than free amino groups at the N terminus and other than carboxy] groups at the 
C terminus. 
(a) A tetrapeptide is hydrolyzed by heating with 6 M HCl, and the hydrolysate is found to contain Ala, Phe, Val, and Glu. 
When the hydrolysate is neutralized, the odor of ammonia is detected. Explain where this ammonia might have been 
incorporated in the original peptide. 
(b) The tripeptide thyrotropic hormone releasing factor (TRF) has the full name pyroglutamylhistidylprolinamide. 
The structure appears here. Explain the functional groups at the N terminus and at the C terminus. 


_ re O O te 
no. | H ||  / ~CH) 

| je C N C N 

C ~ _—CH2 
0” N CH, HC 


\ / 
N N O 
es 2 | 
(c) On acidic hydrolysis, an unknown pentapeptide gives glycine, alanine, valine, leucine, and isoleucine. No odor of 
ammonia is detected when the hydrolysate is neutralized. Reaction with pheny] isothiocyanate followed by mild 
hydrolysis gives no phenylthiohydantoin derivative. Incubation with carboxypeptidase has no effect. Explain these 
findings. 
24-40 Lipoic acid is often found near the active sites of enzymes, usually bound to the peptide by a long, flexible amide linkage 
with a lysine residue. 


COOH C 


lipoic acid bound to lysine residue 


(a) Is lipoic acid a mild oxidizing agent or a mild reducing agent? Draw it in both its oxidized and reduced forms. 

(b) Show how lipoic acid might react with two Cys residues to form a disulfide bridge. 

(c) Give a balanced equation for the hypothetical oxidation or reduction, as you predicted in part (a), of an aldehyde by 
lipoic acid. 


O 
COOH H,0 


R—C—H + ——> 
S=S 


24-41 Histidine is an important catalytic residue found at the active sites of many enzymes. In many cases, histidine appears to 
remove protons or to transfer protons from one location to another. 

(a) Show which nitrogen atom of the histidine heterocycle is basic and which is not. 

(b) Use resonance forms to show why the protonated form of histidine is a particularly stable cation. 

(c) Show the structure that results when histidine accepts a proton on the basic nitrogen of the heterocycle and then is 
deprotonated on the other heterocyclic nitrogen. Explain how histidine might function as a pipeline to transfer protons 
between sites within an enzyme and its substrate. 

24-42 Metabolism of arginine produces urea and the rare amino acid ornithine. Ornithine has an isoelectric point close to 10. 

Propose a structure for ornithine. 

24-43 Glutathione (GSH) is a tripeptide that serves as a mild reducing agent to detoxify peroxides and maintain the cysteine 
residues of hemoglobin and other red blood cell proteins in the reduced state. Complete hydrolysis of glutathione gives 

Gly, Glu, and Cys. Treatment of glutathione with carboxypeptidase gives glycine as the first free amino acid released. 

Treatment of glutathione with 2,4-dinitrofluorobenzene (Sanger reagent, Problem 24-21, page 1307), followed by 

complete hydrolysis, gives the 2,4-dinitropheny] derivative of glutamic acid. Treatment of glutathione with phenyl 

isothiocyanate does not give a recognizable phenylthiohydantoin, however. 

(a) Propose a structure for glutathione consistent with this information. Why would glutathione fail to give a normal 
product from Edman degradation, even though it gives a normal product from the Sanger reagent followed by 
hydrolysis? 

(b) Oxidation of glutathione forms glutathione disulfide (GSSG). Propose a structure for glutathione disulfide, and write 
a balanced equation for the reaction of glutathione with hydrogen peroxide. 
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24-44 Complete hydrolysis of an unknown basic decapeptide gives Gly, Ala, Leu, Ile, Phe, Tyr, Glu, Arg, Lys, and Ser. Terminal 
residue analysis shows that the N terminus is Ala and the C terminus is Ile. Incubation of the decapeptide with chymotryp- 
sin gives two tripeptides, A and B, and a tetrapeptide, C. Amino acid analysis shows that peptide A contains Gly, Glu, Tyr, 
and NHs; peptide B contains Ala, Phe, and Lys; and peptide C contains Leu, Ile, Ser, and Arg. Terminal residue analysis 
gives the following results. 


N terminus C terminus 
A Gln Tyr 
B Ala Phe 
Cc Arg Ile 


Incubation of the decapeptide with trypsin gives a dipeptide D, a pentapeptide E, and a tripeptide F. Terminal residue 
analysis of F shows that the N terminus is Ser and the C terminus is Ile. Propose a structure for the decapeptide and for 
fragments A through F. 

24-45 There are many methods for activating a carboxylic acid in preparation for coupling with an amine. The following method 
converts the acid to an N-hydroxysuccinimide (NHS) ester. 


0 0 0 0 6 
O AK age px 
RX + EC O—N =. O-N + FC OH 
0 0 


OH 
NHS ester 


(a) Explain why an NHS ester is much more reactive than a simple alkyl ester. 
(b) Propose a mechanism for the reaction shown. 
(c) Propose a mechanism for the reaction of the NHS ester with an amine, R— NH). 

24-46 Sometimes chemists need the unnatural D enantiomer of an amino acid, often as part of a drug or an insecticide. Most 
L-amino acids are isolated from proteins, but the D-amino acids are rarely found in natural proteins. D-amino acids can be 
synthesized from the corresponding L-amino acids. The following synthetic scheme is one of the possible methods. 


COOH COOH 
oe, _NaNO, , intermediate 1 NaN , intermediate 2 Fb , vs 
RCI Pd R* 

H)N H H NH) 
L configuration D configuration 


(a) Draw the structures of intermediates | and 2 in this scheme. 
(b) How do we know that the product is entirely the unnatural D configuration? 
24-47 —_ A student took the proton NMR spectrum of phenylalanine in D,O solution, and had the instrument suppress the DOH 
solvent peak. The spectrum is shown below. The integrated relative areas of the peaks are 5:1:1:1. 
(a) Draw the structure of phenylalanine as it exists in D2O solution. (There is a large excess of D2O, and any exchange- 
able protons in phenylalanine will exchange with the solvent.) 
(b) Assign the peaks in the spectrum to the protons in the structure. 
(c) Why don’t we see the — NH, or — COOH protons in the spectrum? 
(d) What is the relationship between the two protons that generate nearly mirror-image multiplets at 3.1 and 3.3? 
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Goals for Chapter 25 


1 Classify simple and complex 
lipids. Identify waxes, triglycerides, 
phospholipids, steroids, 
prostaglandins, and terpenes. 


2 Explain how unsaturations 
affect the properties of fats and 
oils. Compare the properties 

of saturated fats with those of 
polyunsaturated oils and partially 
hydrogenated vegetable oils. 


3 Predict the reactions of lipids 
under basic hydrolysis and with 
standard organic reagents. 


4& Compare soaps and detergents, 
and explain how they emulsify 
nonpolar substances in water. 


> Whale oil was the most important 
product of 19th-century commercial 
whaling. In their quest for oil, whalers 
hunted many species nearly to extinction. 
The oil of baleen whales, such as 

the humpback whale (Megaptera 
novaeangliae) pictured, is composed 
entirely of triglycerides. Whale oil was 
used primarily as a lamp oil until it was 
replaced by kerosene, which was cheaper 
and easier to obtain. Whale oil was also 
used as a specialized lubricant for moving 
mechanical parts, including early auto- 
matic transmission fluid. Synthetic oils and 
lubricants are now available for all of these 
applications, and there is no need for 
whale oil or other whale products. 
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25-1 Introduction 


What do the following have in common? An athlete is disqualified from the Olympics 
for illegal use of anabolic steroids. You spray a bread pan with canola oil to keep the 
bread from sticking. Your mother is rushed to surgery to remove a gallbladder packed 
with cholesterol. You wax your shiny new car with carnauba wax. Your father is treated 
with a prostaglandin to lower his blood pressure. An artist uses turpentine to clean her 
brushes after painting the brilliant autumn colors. 

All these actions involve the use, misuse, or manipulation of lipids. Steroids, pros- 
taglandins, fats, oil, waxes, terpenes, and even the colorful carotenes in the falling 
leaves are all lipids. In our study of organic chemistry, we have usually classified 
compounds according to their functional groups. Lipids, however, are classified by 
their solubility: Lipids are substances that can be extracted from cells and tissues by 
nonpolar organic solvents. 

Lipids include many types of compounds containing a wide variety of functional 
groups. You could easily prepare a solution of lipids by grinding a T-bone steak in a 
blender and then extracting the puree with chloroform or diethyl ether. The resulting 
solution of lipids would contain a multitude of compounds, many with complex struc- 
tures. To facilitate the study of lipids, chemists have divided this large family into two 
major classes: complex lipids and simple lipids. 

Complex lipids are those that are easily hydrolyzed to simpler constituents. Most 
complex lipids are esters of long-chain carboxylic acids called fatty acids. The two 
major groups of fatty acid esters are waxes and glycerides. Waxes are esters of long- 
chain alcohols, and glycerides are esters of glycerol. 

Simple lipids are those that are not easily hydrolyzed by aqueous acid or base. This 
term often seems inappropriate because many so-called “simple” lipids are quite complex 
molecules. We will consider three important groups of simple lipids: steroids, prosta- 
glandins, and terpenes. Figure 25-1 shows some examples of complex and simple lipids. 
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Examples of complex lipids Examples of simple lipids FIGURE 25-1 Examples of lipids. 
Complex lipids contain ester functional 
O groups that can be hydrolyzed to acids 
_n_pn_ and alcohols. Simple lipids are not 
air a a ci H.C easily hydrolyzed. 
| O 3 
CH—O—C—(CH,),,CH, HC 
| fe) 
CH,— O—C—(CH,), CH, | HO 
tristearin, a fat cholesterol, a steroid 
1 
CH,(CH,),, -O—C— (CH,),CH, 
spermaceti (cetyl palmitate), a wax a-pinene, a terpene 
25-2 Waxes 


Waxes are esters of long-chain fatty acids with long-chain alcohols. They occur widely in 
nature and serve a number of purposes in plants and animals. Spermaceti (Figure 25-1), 
found in the head of the sperm whale, probably helps to regulate the animal’s buoyancy for 
deep diving. It may also serve to amplify high-frequency sounds for locating prey. Beeswax 
is a mixture of waxes, hydrocarbons, and alcohols that bees use to form their honeycomb. 
Carnauba wax is a mixture of waxes of very high molecular weights. The carnauba plant 
secretes this waxy material to coat its leaves to prevent excessive loss of water by evapora- 
tion. Waxes are also found in the protective coatings of insects’ exoskeletons, mammals’ 
fur, and birds’ feathers. In contrast to these waxes, the “paraffin wax” used to seal preserves 
is not a true wax; rather, it is a mixture of high-molecular-weight alkanes. 


| | 
CH(CH,),,-O—C—(CH)),,CH, -CHCH),—-O—C—(CH)),.CH, 


a component of beeswax a component of carnauba wax 


For many years, natural waxes were used in making cosmetics, adhesives, varnishes, 
and waterproofing materials. Synthetic materials have now replaced natural waxes for 
most of these uses. 


25-3 Triglycerides 


Glycerides are simply fatty acid esters of the triol glycerol. The most common glycerides 
are triglycerides (triacylglycerols), in which all three of the glycerol —-OH groups 
have been esterified by fatty acids. For example, tristearin (Figure 25-1) is a component 
of beef fat in which all three —-OH groups of glycerol are esterified by stearic acid, 
CH3(CH2);6COOH. Most naturally occurring triglycerides are mixed triglycerides, 
containing two or three different fatty acids. 

Triglycerides are commonly called fats if they are solid at room temperature and oils 
if they are liquid at room temperature. Most triglycerides derived from mammals are fats, 
such as beef tallow or lard. Although these fats are solid at room temperature, the warm 
body temperature of the living animal keeps them somewhat fluid, allowing for move- 
ment. In plants and cold-blooded animals, triglycerides are generally oils, such as corn 
oil, peanut oil, or fish oil. A fish requires liquid oils rather than solid fats because it would 
have difficulty moving if its triglycerides solidified whenever it swam in a cold stream. 


Plant leaves often have a wax coating to 
prevent excessive loss of water. 
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Name 


Saturated acids 
lauric acid 


Carbons Structure 


Fats and oils are commonly used for long-term energy storage in plants and 
animals. Fat is a more efficient source of long-term energy than carbohydrates because 
metabolism of a gram of fat releases about 9 food Calories (kcal), but each gram of 
sugar, starch, or protein releases only about 4 food Calories of energy. An average 
70-kg adult male stores about 4000 kJ (about 1000 kcal) of readily available energy as 
glycogen (0.2 kg), and about 600,000 kJ (about 140,000 kcal) of long-term energy as 
fat (15 kg)—enough to supply his resting metabolic needs for nearly 3 months! 

The fatty acids of common triglycerides are long, unbranched carboxylic acids with 
about 12 to 20 carbon atoms. Most fatty acids contain even numbers of carbon atoms 
because they are derived from two-carbon acetic acid units. Some of the common fatty acids 
have saturated carbon chains, while others have one or more carbon-carbon double bonds. 
Table 25-1 shows the structures of some common fatty acids derived from fats and oils. 


PROBLEM 25-1 


Trimyristin, a solid fat present in nutmeg, is hydrolyzed to give one equivalent of glycerol 
and three equivalents of myristic acid. Give the structure of trimyristin. 


Table 25-1 shows that saturated fatty acids have melting points that increase gradu- 
ally with their molecular weights. The presence of a cis double bond lowers the melting 
point, however. Notice that the 18-carbon saturated acid (stearic acid) has a melting 
point of 70 °C, while the 18-carbon acid with a cis double bond (oleic acid) has a melt- 
ing point of 4 °C. This lowering of the melting point results from the unsaturated acid’ s 
“kink” at the position of the double bond (Figure 25-2). Kinked molecules cannot pack 
as tightly together in a solid as the uniform zigzag chains of a saturated acid. 

A second double bond lowers the melting point further (linoleic acid, mp —5 °C), and 
a third double bond lowers it still further (linolenic acid, mp —11 °C). The trans double 
bonds in eleostearic acid (mp 49 °C) have a smaller effect on the melting point than the 
cis double bonds of linolenic acid. The geometry of a trans double bond is similar to the 
zigzag conformation of a saturated acid, so it does not kink the chain as much as a cis 
double bond. 


TABLE 25-1 Structures and Melting Points of Some Common Fatty Acids 


Melting Point (°C) 


RIP DG 
12 a4 


myristic acid 


14 BOP DL 59 


palmitic acid 


stearic acid 


H VW AS IO AY UA AO lai ai 
18 LPP LFF FSF 70 


arachidic acid 


a0 PALA AAA mn 


Unsaturated acids 


18 LLL OD aed EOI OS 58 4 


oleic acid 

linoleic acid 18 — _= COOH =5 
linolenic acid 18 COOH -11 
eleostearic acid 18 aN A A ON a te 49 
arachidonic acid 20 _~49 


ELE. @ & @ 4 


COOH 


LOGO GOOG OG OF OT OL GE 


stearic acid, mp 70 °C 
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COOH 


oleic acid, mp 4 °C 


FIGURE 25-2 Comparison of stearic acid and oleic acid. The cis double bond in oleic acid lowers the melting point by 66 °C. 


The melting points of fats and oils also depend on the degree of unsaturation 
(especially cis double bonds) in their fatty acids. A triglyceride derived from satu- 
rated fatty acids has a higher melting point because it packs more easily into a solid 
lattice than a triglyceride derived from kinked, unsaturated fatty acids. Figure 25-3 
shows typical conformations of triglycerides containing saturated and unsaturated 
fatty acids. Tristearin (mp 72 °C) is a saturated fat that packs well in a solid lattice. 
Triolein (mp —4 °C) has the same number of carbon atoms as tristearin, but triolein 
has three cis double bonds causing kinked conformations that prevent optimum pack- 
ing in the solid state. 

Most saturated triglycerides are fats because they are solid at room temperature. 
Most triglycerides with several unsaturations are oils because they are liquid at room 
temperature. The term polyunsaturated simply means there are several double bonds 
in the fatty acids of the triglyceride. 

Most naturally occurring fats and oils are mixtures of triglycerides containing a 
variety of saturated and unsaturated fatty acids. Even the individual triglycerides are 
often mixed, containing two or three different fatty acids. In general, oils from plants 
and cold-blooded animals contain more unsaturations than fats from warm-blooded 
animals. Table 25-2 gives the approximate composition of the fatty acids obtained from 
hydrolysis of some common fats and oils. 


O 
| SSO OO” 

Choc 

| oO 
Yee” 

CH—O—C 


cH, —0—c 
| (e) 

I 
CH—-O—C 


Oo = 
| | 
CH, —O—C 
~ 
triolein, mp a ee 


FIGURE 25-3 Unsaturated 
triglycerides have lower melting points 
because their unsaturated fatty acids 
do not pack as well in a solid lattice. 
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TABLE 25-2 Fatty Acid Composition of Some Fats and Oils, Percent by Weight 


Saturated Fatty Acids Unsaturated Fatty Acids 
Source Lauric Myristic Palmitic Stearic Oleic Linoleic —_Linolenic 
beef fat 0 6 27 14 49 2, 0 
lard 0 1 24 9 47 10 0 
human fat 1 3 27 8 48 10 0 
herring oil 0 5 14 3 0 0 30° 
corn oil 0 1 10 3 50 34 
olive oil 0 0.1 7 2 84 5 
soybean oil 0.2 0.1 10 2 29 51 7 
canola oil 0 0 2 7 54 30 7 
linseed oil 0 0.2 7 1 20 20 52 


* Contains large amounts of even more highly unsaturated fatty acids. 


25-3A Hydrogenation of Triglycerides; Trans Fats 


For many years, /ard (a soft, white solid obtained by rendering pig fat) was commonly 
used for cooking and baking. Although vegetable oil could be produced more cheaply 
and in greater quantities, consumers were unwilling to use vegetable oils because they 
were accustomed to using white, creamy lard. Then vegetable oils were treated with 
hydrogen gas and a nickel catalyst, reducing some of the double bonds to produce a 
creamy, white vegetable shortening that resembles lard. This “partially hydrogenated 
vegetable oil” largely replaced lard for cooking and baking. Margarine is a similar 
material with butyraldehyde added to give it a taste like that of butter. 

More recently, consumers have learned that polyunsaturated vegetable oils may be 
more healthful, prompting many to switch to natural vegetable oils. Consumers are also con- 
cerned with the presence of unnatural trans fatty acids in “partially hydrogenated vegetable 
oil.” During the hydrogenation process, the catalyst lowers the activation energy of both the 
forward (hydrogenation) and reverse (dehydrogenation) processes. The naturally occurring 
cis double bonds in vegetable oils can hydrogenate and the products can dehydrogenate. 
The double bonds end up in random positions, with either cis or trans stereochemistry. The 
white, creamy product has fewer double bonds overall, but some of the remaining double 
bonds may be in positions or stereochemical configurations that do not occur in nature. 

Based on the latest research, the FDA has concluded that trans fats (fats containing 
trans fatty acids) are associated with an increased risk of coronary heart disease. The 
FDA now requires listing the amounts of trans fats on food labels, and it recommends 
a nationwide ban on trans fats. An increasing number of national and local govern- 
ments have already banned or restricted the use of partially hydrogenated vegetable 
oils containing trans fats in food. 


PROBLEM 25-2 


Give an equation for the complete hydrogenation of trilinolein using an excess of hydrogen. 
Name the product, and predict approximate melting points for the starting material and the 
product. 


25-3B Transesterification of Fats and Oils to Biodiesel 


Most diesel engines can run on cooking oil once they are warm, but cooking oil is not 
sufficiently volatile to start a cold diesel engine. A base-catalyzed transesterification, 
using methanol as the alcohol and NaOH as the catalyst, converts fats and oils to the 
methyl esters of the three individual fatty acids. With molecular weights about a third 


25-4 Saponification of Fats and Oils: Soaps and Detergents 


of the original triglyceride, these methyl] esters are more volatile and work well in diesel 
engines. The mixture of fatty acid methyl esters is called biodiesel. 


O 
d 
OOOO 
CH,—O~ 6 
O 3 CH30H I 
I NaOH 


(transesterification) 3 


a triglyceride 


Biodiesel potentially offers environmental advantages over conventional diesel fuel. 
Most important, it converts waste cooking oil into a useful product, reducing the amount 
of waste going into landfills and replacing some of the petroleum that must be burned. 
Also, biodiesel comes from biomass that has been recently synthesized from atmospheric 
carbon dioxide, so the cycle of its production and use might not add as much carbon 
dioxide to the atmosphere as does the burning of petroleum-based diesel fuels. 

Several countries have enacted laws mandating the use of biodiesel in blended 
diesel fuels, hoping to slow the increase in atmospheric carbon dioxide that is thought 
to contribute to global warming. But complex problems rarely have such simple solu- 
tions. The supply of waste fats and oils is not enough to produce the biodiesel required 
by these laws. Converting new food-grade fats and oils to biodiesel is economically 
unsound because food-grade oils sell for several times the price of diesel fuel. Fuel 
suppliers have turned to the world market for vegetable oils, encouraging the clearing 
of rain forests in tropical countries to produce palm oil and soybean oil for transesteri- 
fication to biodiesel. 


PROBLEM 25-3 


Give an equation for the complete transesterification of triolein using an excess of methanol 
as the alcohol and sodium hydroxide as the catalyst. 


25-4 Saponification of Fats and Oils: Soaps and 
Detergents 


Saponification is the base-promoted hydrolysis of the ester linkages in fats and oils 
(review Section 21-7B). One of the products is soap, and the word saponification is 
derived from the Latin word saponis, meaning “soap.” Saponification was discovered 
before 500 B.c., when people found that a curdy material resulted when animal fat was 
heated with wood ashes. Alkaline substances in the ashes promote hydrolysis of the 
ester linkages of the fat. Soap is currently made by boiling animal fat or vegetable oil 
with a solution of sodium hydroxide. The following reaction shows the formation of 
soap from tristearin, a component of beef fat. 


CH,—OH 
cH,—o—C—(CH,), CH CH—oH 
1 : CH,—OH 
CH—O—C—(CH,),,CH; + 3 NaOH 7" glycerol 
O 


CH,—G—C—(C&,),,CH, + 3Na* -O—C—(CH,),,CH, 


methyl esters (biodiesel) 


+ HOCH,— CHOH— CH,OH 


glycerol 


tristearin, a fat sodium stearate, a soap 
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Chemically, a soap is the sodium or potassium salt of a fatty acid. The nega- 
tively charged carboxylate group is hydrophilic (“attracted to water”), and the long 
hydrocarbon chain is hydrophobic (“repelled by water’’) and lipophilic (“attracted 
to oils”). The electrostatic potential map of the stearate ion is shown in Figure 25-4. 
Notice the high electron density (red) around the negatively charged carboxylate 
end of the molecule. The carboxylate oxygen atoms share the negative charge and 
participate in strong hydrogen bonding with water molecules. The rest of the mol- 
ecule (green) is a hydrocarbon chain that cannot participate in hydrogen bonding 
with water. 

In water, soap forms a cloudy solution of micelles: clusters of about 100 to 
200 soap molecules with their polar “heads” (the carboxylate groups) on the sur- 
face of the cluster and their hydrophobic “tails” (the hydrocarbon chains) enclosed 
within. The micelle (Figure 25-4) is an energetically stable particle because the 
hydrophilic groups are hydrogen-bonded to the surrounding water, while the hydro- 
phobic groups are shielded within the interior of the micelle, interacting with other 
hydrophobic groups. 

Soaps are useful cleaning agents because of the different affinities of a soap mol- 
ecule’s two ends. Greasy dirt is not easily removed by pure water because grease is 
hydrophobic and insoluble in water. The long hydrocarbon chain of a soap molecule 
dissolves in the grease, with the hydrophilic head at the surface of the grease droplet. 
Once the surface of the grease droplet is covered by many soap molecules, a micelle 
can form around it with a tiny grease droplet at its center. This grease droplet is easily 


Tonic head 


Hydrocarbon tail 


Water 
boundary of water 
into structure 


MZ 


FIGURE 25-4 Aggregation of soap in micelles. The electrostatic potential map of a soap molecule shows high electron density in the negatively 
charged head and medium electron density (green) in the hydrocarbon tail. In water, soap forms a cloudy solution of micelles, with the hydrophilic 
heads in contact with water and the hydrophobic tails clustered in the interior. The Na* ions (not shown) are dissolved in the water surrounding the 


micelle. 


25-4 Saponification of Fats and Oils: Soaps and Detergents 1333 


suspended in water because it is covered by the hydrophilic carboxylate groups of the 
soap (Figure 25-5). The resulting mixture of two insoluble phases (grease and water), 
with one phase dispersed throughout the other in small droplets, is called an emulsion. 
We say the grease has been emulsified by the soapy solution. When the wash water is 
rinsed away, the grease goes with it. 

The usefulness of soaps is limited by their tendency to precipitate out of solu- 
tion in hard water. Hard water is water that is acidic or that contains ions of 
calcium, magnesium, or iron. In acidic water (such as the “acid rain” of environ- 
mental concern), soap molecules are protonated to the free fatty acids. Without the 
ionized carboxylate group, the fatty acid floats to the top as a greasy “acid scum” 
precipitate. 


i i 
CH (CH,)—-C—O' Na’ + Ht = > CH(CH)—C—OH| + Nat 
a soap acid scum FIGURE 25-5 Emulsification of 
grease. In a soapy solution, grease is 
Many areas have household water containing calcium, magnesium, and iron ions. emulsified by forming micelles coated 
Although these mineral-rich waters can be healthful for drinking, the ions react with — by the hydrophilic carboxylate groups of 
soaps to form insoluble salts called hard-water scum. The following equation shows _ the soap. 
the reaction of a soap with calcium, common in areas where water comes in contact 
with limestone rocks. 


O O 


| 
2 CH,(CH,),—C —O-Na* + Ca  —> — [CH,CH,),—C—O],CaJ + 2Na’* 


a soap hard-water scum 


e 
PROBLEM 25-4 


Give equations to show the reactions of sodium myristate with the following. 
( (a) Cy (b) Mg?* (c) Fe** 


( PROBLEM 25-5 


Several commercial laundry soaps contain water-softening agents, usually sodium carbonate 
(Na,CO3) or sodium phosphate (Na3PO,4 or Na,HPO,). Explain how these water-softening 
agents allow soaps to be used in water that is hard by virtue of its 

(a) low pH. (b) dissolved Ca?*, Mg”", and Fe** salts. 


Soaps precipitate in hard water because of the chemical properties of the 
carboxylic acid group. Synthetic detergents avoid precipitation by using other 
functional groups in place of carboxylic acid salts. Sodium salts of sulfonic acids 
are the most widely used class of synthetic detergents. Sulfonic acids are more 
acidic than carboxylic acids, so their salts are not protonated, even in strongly 
acidic wash water. Calcium, magnesium, and iron salts of sulfonic acids are 
soluble in water, so sulfonate salts can be used in hard water without form- 
ing a scum. Figure 25-6 shows the structure and electrostatic potential map of 
a sulfonate detergent, with red (electron-rich) regions around the hydrophilic 
sulfonate group. 

Like soaps, synthetic detergents combine hydrophilic and hydrophobic 
regions in the same molecule. Hydrophobic regions are generally alkyl groups 
or aromatic rings. Hydrophilic regions may contain anionic groups, cationic 
groups, or nonionic groups containing several oxygen atoms or other hydrogen- 
bonding atoms. Figure 25-6 shows examples of anionic, cationic, and nonionic 
detergents. 
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An alkylbenzenesulfonate detergent 


— no precipitate 


Examples of other types of detergents 


c 
€ \—cu, a (CH,),; —CH, CH, C)cocn.ct, —OH 
CH; cr Nonoxynol®, Ortho Pharmaceuticals 


benzylcetyldimethylammonium chloride 
(benzalkonium chloride) 


NNO ot 2 Fa O CH, O 
O—S—O Na ll | | 


| CH: (CH), —C —N— Ce, C—O" Ne 


sodium dodecyl sulfate N-lauroyl-N-methylglycine, sodium salt 
(sodium lauryl] sulfate) Gardol®, Colgate-Palmolive Co. 


FIGURE 25-6 Synthetic detergents may have anionic, cationic, or nonionic hydrophilic functional groups. Of these detergents, only 
Gardol® is a carboxylate salt and forms a precipitate in hard water. 


- 
PROBLEM 25-6 


Point out the hydrophilic and hydrophobic regions in the structures of sodium dodecy] sulfate, 
| Nonoxynol®, and the alkylbenzenesulfonate detergent (Figure 25-6). 


7 
PROBLEM 25-7 


The synthesis of the alkylbenzenesulfonate detergent shown in Figure 25-6 begins with the 
partial polymerization of propylene to give a pentamer. 


acidic catalyst | 
5H,C=CH—CH, ———-> 


a pentamer 


Show how aromatic substitution reactions can convert this pentamer to the final synthetic 
detergent. 
N 


25-5 Phospholipids 


Phospholipids are lipids that contain groups derived from phosphoric acid. The most 
common phospholipids are phosphoglycerides, which are closely related to common 
fats and oils. A phosphoglyceride generally has a phosphoric acid group in place of 
one of the fatty acids of a triglyceride. The simplest class of phosphoglycerides is 
phosphatidic acids; these consist of glycerol esterified by two fatty acids and one 
phosphoric acid group. Although it is often drawn in its acid form, a phosphatidic acid 
is actually deprotonated at neutral pH. 


O O 


CH,—O—C— (CH,),CH, CH,—O—C—(CH,),CH, 


O O 
CH—O—C=(CH, Ce, = 2H + CH-—-0—C—(CH)Ce, 
O O 
Ch,—o—P—ca CHO —F—0- 
OH - 


a phosphatidic acid ionized form 


PROBLEM 25-8 


Show that a phosphatidic acid is chiral, even though none of its fatty acids are chiral. Where 
is the asymmetric carbon atom? 


Many phospholipids contain an additional alcohol esterified to the phos- 
phoric acid group. Cephalins are esters of ethanolamine, and lecithins are esters 
of choline. Both cephalins and lecithins are widely found in plant and animal 
tissues. 


HO—CH,CH,—N(CH,), 


choline 


HO—CH,CH,—NH, 


ethanolamine 


CH. —0—P—0=—CH,CH.— NICH), 


| : 
CH,—O—P—0O—CH,,CH,—NH, 
b polar O- polar 
a cephalin, 
or phosphatidyl ethanolamine 


a lecithin, 
or phosphatidyl choline 


Like phosphatidic acids, lecithins and cephalins contain a polar “head” and 
two long, nonpolar hydrocarbon “tails.” This soap-like structure gives phos- 
pholipids some interesting properties. Like soaps, they form micelles and other 
aggregations with their polar heads on the outside and their nonpolar tails protected 
on the inside. 

Another stable form of aggregation is a lipid bilayer, which forms animal cell 
membranes (Figure 25-7). In a lipid bilayer, the hydrophilic heads coat the two surfaces 
of a membrane, and the hydrophobic tails are protected within. Cell membranes contain 
phosphoglycerides oriented in a lipid bilayer, forming a barrier that restricts the flow of 
water and dissolved substances. Studies have shown that the two tails of phospholipids 
occupy just the right amount of space to make the strongest lipid bilayers. The single 
tails of soaps leave too much space, and the triple tails of triglycerides leave too little 
space between molecules for optimum bilayers. 
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nonpolar, 
hydrocarbon 
tails 


C) — polar head 


schematic representation 


Application: Respiratory Distress 


Dipalmitoyl phosphatidyl choline is one 
component of human lung surfactant, 
which coats the inner surfaces of the 
lung membranes and prevents them 
from clinging together and collapsing. 
Premature infants often produce little or 
no lung surfactant, which can lead to 
collapsed alveoli and other symptoms 
of infant respiratory distress syndrome 
(IRDS). 
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o- 
hydrophilic surface 
exposed to water O=P—O- 


eo) 


enlarged 


f PEP o se 
| 


CH——CH, 
hydrophobic J 0 0 
interior C=O C=O 


OOOO00O Ci, CH, 


hydrophilic surface 


FIGURE 25-7 — Structure of a lipid bilayer membrane. Phosphoglycerides can aggregate into a bilayer membrane with their polar heads 
exposed to the aqueous solution and the hydrocarbon tails protected within. This lipid bilayer is an important part of the cell membrane. 


25-6 Steroids 


Steroids are complicated polycyclic molecules found in all plants and animals. They 
are classified as simple lipids because they do not undergo hydrolysis like fats, oils, 
and waxes do. Steroids encompass a wide variety of compounds, including hormones, 
emulsifiers, and components of membranes. Steroids are compounds whose structures 
are based on the tetracyclic androstane ring system, shown here. The four rings are 
designated A, B, C, and D, beginning with the ring at lower left, and the carbon atoms 
are numbered beginning with the A ring and ending with the two “angular” (axial) 
methyl groups. 


CH, 


androstane 


We have seen (Section 3-16B) that fused ring systems can have either trans or 
cis stereochemistry at each ring junction. In the androstane structure shown above, all 
three of the ring junctions are trans. A simpler example is the geometric isomerism of 
trans- and cis-decalin shown in Figure 25-8. If you make models of these isomers, you 
will find that the trans isomer is quite rigid and flat (aside from the ring puckering). 
In contrast, the cis isomer is relatively flexible, with the two rings situated at a sharp 
angle to each other. 

Each of the three ring junctions is trans in androstane. Most steroids have this 
all-trans structure, which results in a stiff, nearly flat molecule with the two axial 
methyl groups perpendicular to the plane. In some steroids, the junction between 
rings A and B is cis, requiring the A ring to fold down below the rest of the ring 
system. Figure 25-9 shows the androstane ring system with both trans and cis 
A-B ring junctions. The B-C and C-D ring junctions are nearly always trans in 
natural steroids. 
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H ———={one hydrogen up } FIGURE 25-8  Cis-trans isomers 
of decalin. In trans-decalin, the two 
bonds to the second ring are trans to 
= one another, and the hydrogens on the 
junction are also trans. In cis-decalin, 
H —— ne hysropen down | the bonds to the second ring are cis, 
and the junction hydrogens are also cis. 


trans-decalin 


H H both hydrogens up 
cis-decalin = 
H 


FIGURE 25-9 Common steroids may have either a cis or a trans A-B ring junction. The other ring junctions are normally trans. 


Most steroids have an oxygen functional group (—O or —OH) at C3 and some 
kind of side chain or other functional group at C17. Many also have a double bond from 
C5 to either C4 or C6. The structures of androsterone and cholesterol serve as exam- 
ples. Androsterone, a male sex hormone, is based on the simple androstane ring system. 
Cholesterol is a common biological intermediate and is believed to be the biosynthetic pre- e: aN OH 

NH 


Application: Statins 


OH OH O 


cursor to other steroids. It has a side chain at C17 and a double bond between C5 and C6. 


Lipitor® 
(atorvastatin) 

High levels of cholesterol in the blood 
cannot be corrected by diet alone. Most 
of the excess cholesterol is endogenous 
cholesterol, which is produced by the 
liver. Statins such as Lipitor® were 
androsterone cholesterol developed in the 1970s and 1980s to 
interrupt the metabolic pathway that 
produces cholesterol. At one time, 
Lipitor® was the best-selling prescription 
drug in the United States. 


The principal sex hormones have been characterized and studied extensively. 
Testosterone is the most potent of the natural male sex hormones, and estradiol is 
the most potent natural female hormone. Notice that the female sex hormone differs 
from the male hormone by its aromatic A ring. For the A ring to be aromatic, the 


1338 CHAPTER 25 __Lipids 


C19 methyl! group must be lost. In mammals, testosterone is converted to estradiol 
in the female’s ovaries, where enzymes remove C19 and two hydrogen atoms to 
give the aromatic A ring. 


testosterone estradiol 


These gallstones, shown here within 


the gallbladder, are composed mostly 
of cholesterol. PROBLEM 25-9 


How would you use a simple extraction to separate a mixture of testosterone and estradiol? 


AT When steroid hormones were first isolated, people believed that no synthetic 
PPICat Ons MOTmONe meceptole hormone could rival the astonishing potency of natural steroids. In the past 50 years, 


The biological activities of steroid hor- however, many synthetic steroids have been developed. Some of these synthetic 
mones result from interactions with hormones are hundreds or thousands of times more potent than natural steroids. One 
specific receptors. For example, estradiol | example is ethyny]l estradiol, a synthetic female hormone that is more potent than estra- 
interacts with the estrogen receptor. diol. Ethynyl estradiol is a common ingredient in oral contraceptives. 


Some industrial chemicals, such as DDT, 
bisphenol A, and polychlorinated biphe- 
nyls, may possibly interact with these 
receptors and cause hormonal effects on 
people and wildlife. 


HO 


ethynyl estradiol 


Some of the most important physiological steroids are the adrenocortical hormones, 
synthesized by the adrenal cortex. Most of these hormones have either a carbonyl group 
or a hydroxy group at C11 of the steroid skeleton. The principal adrenocortical hormone 
is cortisol, used for the treatment of inflammatory diseases of the skin (psoriasis), 
the joints (rheumatoid arthritis), and the lungs (asthma). Figure 25-10 compares the 
structure of natural cortisol with two synthetic corticoids: fluocinolone acetonide, a 
fluorinated synthetic hormone that is more potent than cortisol for treating skin inflam- 
mation; and beclomethasone, a chlorinated synthetic hormone that is more potent than 
cortisol for treating asthma. 


H F 


cortisol fluocinolone acetonide beclomethasone 


FIGURE 25-10 Cortisol is the major natural hormone of the adrenal cortex. Fluocinolone acetonide is more potent for treating skin 
inflammation, and beclomethasone is more potent for treating asthma. 


E 
PROBLEM 25-10 


Draw each molecule in a stable chair conformation, and indicate whether each red group 
is axial or equatorial. 


és (b) CH, 


(d) 


androsterone 


HO 


digitoxigenin, a cardiac stimulant 


ee 


25-7 Prostaglandins 


Prostaglandins are fatty acid derivatives that are even more powerful biochemical regu- 
lators than steroids. They are called prostaglandins because they were first isolated from 
secretions of the prostate gland. They were later found to be present in all body tissues 
and fluids, usually in minute quantities. Prostaglandins affect many body systems, includ- 
ing the nervous system, smooth muscle, blood, and the reproductive system. They play 
important roles in regulating such diverse functions as blood pressure, blood clotting, the 
allergic inflammatory response, activity of the digestive system, and the onset of labor. 

Prostaglandins have a cyclopentane ring with two long side chains trans to each 
other, with one side chain ending in a carboxylic acid. Most prostaglandins have 
20 carbon atoms, numbered as follows: 


Many prostaglandins have hydroxy groups on C11 and C15 and a trans double bond 
between C13 and C14. They also have a carbonyl group or a hydroxy group on C9. If 
there is a carbonyl group at C9, the prostaglandin is a member of the EF series. If there is 
a hydroxy group at C9, it is a member of the F series, and the symbol a means that the 
hydroxy group is directed down. Many prostaglandins have a cis double bond between 
C5 and C6. The number of double bonds is also given in the name, as shown here for 
two common prostaglandins. 


HO" | = 
= H OH 
PGE; PGF, 


(PG means prostaglandin; 
F means hydroxy at C9, and a means down; 
2 means two C=C double bonds) 


(PG means prostaglandin; 
E means ketone at C9; 
1 means one C=C double bond) 
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Application: Steroids for Oral 
Contraceptives 


CH; 


HN 


diosgenin 


When oral contraceptives first became 
available, the most efficient routes 

to steroid hormones began with the 
steroid diosgenin, extracted from the 
roots of the wild Mexican barbasco yam 
Dioscorea mexicana. Several chemists 
from the United States founded the 
Syntex chemical company in Mexico, 
extracted diosgenin from barbasco, and 
converted it to progesterone, cortisone, 
testosterone, estrone, and estradiol. 
Syntex became the world's largest sup- 
plier of hormones for oral contraceptives. 
The market for barbasco collapsed in 
the 1970s, when steroids were found in 
soybeans, a cheaper and more reliable 
source of precursors. 
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COOH reduction 
———— 


2\Y Ye; 
arachidonic acid HH H “OOH 


FIGURE 25-11 Biosynthesis of prostaglandins begins with an enzyme-catalyzed oxidative cyclization of arachidonic acid. 


Prostaglandins are derived from arachidonic acid, a 20-carbon fatty acid with four cis 
double bonds. Figure 25-11 shows schematically how an enzyme oxidizes and cyclizes 
arachidonic acid to give the prostaglandin skeleton. One of the functions of aspirin is to 
inhibit this enzymatic prostaglandin synthesis and alleviate the inflammatory response. 

Prostaglandins are difficult to isolate from animal tissues because they are present 
in extremely small concentrations and they are quickly degraded. Although they have 
been made by total synthesis, the process is long and difficult, and only a small amount 
of product is obtained. There was no way to obtain commercial quantities of prostaglan- 
dins until prostaglandin A2 was found to occur naturally in about 1% concentrations 
in the gorgonian coral Plexaura homomalla. This coral prostaglandin now serves as a 
starting material for short, efficient syntheses of medically useful prostaglandins. 


25-8 Terpenes 


The gorgonian coral Plexaura Terpenes are a diverse family of compounds with carbon skeletons composed of five- 

homomalla is a source of prostaglandin carbon isopenty] (isoprene) units. Terpenes are commonly isolated from the essential 

A2. This compound can be converted oils of plants, the fragrant oils that are concentrated from plant material by steam 

to medically useful prostaglandins that —_ distillation. The term essential oils literally means “oils derived from the essence” of 

regulate mammalian reproduction, plants. They often have pleasant tastes or aromas, and they are widely used as flavor- 

pIbOd Press Uie cana digesdom. ings, deodorants, and medicines. Figure 25-12 shows the structures of four terpenes 
that are isolated from essential oils. 


Application: Ulcer D ats 
25-8A Characteristics and Nomenclature of Terpenes 


Despite their range of activities, many 
naturally occurring prostaglandins would 
make poor drugs because they are 
rapidly converted to inactive products. 
Synthetic modifications can prolong their 
activity. Misoprostol is a stable synthetic 
derivative of PGE, that is used for the 
treatment of ulcers. 


Hundreds of essential oils were used as perfumes, flavorings, and medicines for centu- 
ries before chemists were capable of studying the mixtures. In 1818, it was found that 
oil of turpentine has a C:H ratio of 5:8, and many other essential oils have similar C:H 
ratios. This group of piney-smelling natural products with similar C:H ratios came to 
be known as terpenes. 

In 1887, German chemist Otto Wallach determined the structures of several terpenes 
and discovered that all of them are formally composed of two or more five-carbon 
units of isoprene (2-methylbuta-1,3-diene). The isoprene unit maintains its isopentyl 
structure in a terpene, usually with modification of the isoprene double bonds. 


a COOCH; 


NH 


misoprostol 
Za fF 
CH, 
f-selinene (+)-carvone myrcene a-pinene 
Source: celery caraway seed bay leaves pine resin 


FIGURE 25-12 Many terpenes are derived from the essential oils of fragrant plants. 


Isoprene 


CH, 


| 
H,C=C—CH=CH, or ) \ 
or | \ 


(may have double bonds) 


An isoprene unit 


head tail 


The isoprene molecule and the isoprene unit are said to have a “head” (the branched 
end) and a “tail” (the unbranched ethyl group). Myrcene can be divided into two 
isoprene units, with the head of one unit bonded to the tail of the other. 


head 
tail Di 
N 
ead tail 
myrcene $-selinene 


B-Selinene has a more complicated structure, with two rings and a total of 15 carbon 
atoms. Nevertheless, 6-selinene is composed of three isoprene units. Once again, these 
three units are bonded head to tail, although the additional bonds used to form the rings 
make the head-to-tail arrangement more difficult to see. 

Many terpenes contain additional functional groups, especially carboxyl groups 
and hydroxy groups. A terpene aldehyde, a terpene alcohol, a terpene ketone, and a 
terpene acid are shown next. 


O 
COOH 
S H 


H 
geranial 


CH; 


menthol camphor abietic acid 


PROBLEM 25-11 


Circle the isoprene units in geranial, menthol, camphor, and abietic acid. 


25-8B Classification of Terpenes 


Terpenes are classified according to the number of carbon atoms they contain, in units of 
10. A terpene with 10 carbon atoms (2 isoprene units) is called a monoterpene, one with 20 
carbon atoms (4 isoprene units) is a diterpene, and so on. Terpenes with 15 carbon atoms 
(3 isoprene units) are called sesquiterpenes, meaning that they have 1 5 times 10 carbon 
atoms. Myrcene, geranial, menthol, and camphor are monoterpenes, 6-selinene is a 
sesquiterpene, abietic acid is a diterpene, and squalene (Figure 25-13) is a triterpene. 

Carotenes, with 40 carbon atoms, are tetraterpenes. Their extended system of 
conjugated double bonds moves the intense 7 — 7r* ultraviolet absorption into the 
visible region, making them brightly colored. Carotenes are responsible for the pig- 
mentation of carrots, tomatoes, and squash, and they help to give tree leaves their fiery 
colors in autumn. B-Carotene is the most common carotene isomer. It can be divided 
into two head-to-tail diterpenes, linked tail to tail. 


25-8 Terpenes 


Otto Wallach (1847-1931) was 
a German chemist and a pioneer 

in the systematic analysis of the 
terpenes present in essential oils. 
He was responsible for naming 
terpene and pinene. He also discov- 


ered the Wallach transformation, 
an organic rearrangement reaction 
that was named after him. For 

his work on alicyclic compounds, 
Wallach was awarded the Nobel 
Prize in chemistry (1910). 


Class Name Carbons 
monoterpenes 10 
sesquiterpenes 15 
diterpenes 20 
triterpenes 30 
tetraterpenes 40 
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sees 


im 


squalene cyclized intermediate 


CH; 


CH; 


CH; CH; 
lanosterol cholesterol 


FIGURE 25-13 Cholesterol is a triterpenoid that has lost three (blue) carbon atoms from the original six isoprene units 
of squalene. Another carbon atom (red) has migrated to form the axial methyl group between rings C and D. 


B-carotene: A,,,, = 454 nm, ¢ = 140,000 


PROBLEM 25-12 


Circle the eight isoprene units in B-carotene. 


Carotenes are believed to be biological precursors of retinol, commonly known as 
vitamin A. If a molecule of 6-carotene is split in half at the tail-to-tail linkage, each of 
the diterpene fragments can be converted to retinol. 


2H,0 DNR NR S_ CH OH 


carotene ——_ 2 
enzyme 


retinol (vitamin A) 


PROBLEM 25-13 


(a) Circle the isoprene units in the following terpenes. 
(b) Classify each of these as a monoterpene, diterpene, etc. 


a 


a-farnesene limonene a-pinene zingiberene 
(from oil of citronella) (from oil of lemon) (from turpentine) (from oil of ginger) 
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25-8C Terpenoids 


Many natural products are derived from terpenes, even though they do not have carbon 
skeletons composed exclusively of Cs isoprene units. These terpene-like compounds 
are called terpenoids. They may have been altered through rearrangements, loss of 
carbon atoms, or introduction of additional carbon atoms. Cholesterol is an example of 
a terpenoid that has lost some of the isoprenoid carbon atoms. 

Figure 25-13 shows that cholesterol is a triterpenoid, formed from six isoprene 
units with loss of three carbon atoms. The six isoprene units are bonded head to tail, 
with the exception of one tail-to-tail linkage. The triterpene precursor of cholesterol 
is believed to be squalene. We can envision an acid-catalyzed cyclization of squalene 
to give an intermediate that is later converted to cholesterol with loss of three carbon 
atoms. Possible mechanisms are outlined in Figures 14-6 and 14-7 (page 753). 


Essential Terms 


biodiesel 


detergent 


emulsify 
emulsion 
essential oils 
fat 

fatty acid 


glyceride 
hard water 


hydrophilic 
hydrophobic 
isoprene 
lipid bilayer 


lipids 
complex lipids: 
simple lipids: 
micelle 


oil 
phosphoglyceride 


phosphatidic acids: 


cephalins: 
lecithins: 


phospholipid 


A mixture of methyl or ethyl fatty acid esters that is produced from fats and oils (triglycerides) by 
transesterification with methanol or ethanol. This mixture can be burned in most diesel engines 
without modifications. (p. 1331) 


(synthetic detergent) A synthesized compound that acts as an emulsifying agent. Some of the common 
classes of synthetic detergents are alkylbenzenesulfonate salts, alkyl sulfate salts, alkylammonium 
salts, and nonionic detergents containing several hydroxy groups or ether linkages. (p. 1333) 


To promote formation of an emulsion. (p. 1333) 

A mixture of two immiscible liquids, one dispersed throughout the other in small droplets. (p. 1333) 
Fragrant oils (essences) that are concentrated from plant material, usually by steam distillation. (p. 1340) 
A fatty acid triester of glycerol (a triglyceride) that is solid at room temperature. (p. 1327) 


A long-chain carboxylic acid. Most naturally occurring fatty acids contain even numbers of carbon 
atoms between 12 and 20. (p. 1328) 

A fatty acid ester of glycerol. (p. 1327) 

Water that contains acids or ions (such as Ca**, Mg?", or Fe?*) that react with soaps to form 
precipitates. (p. 1333) 

Attracted to water; polar. (p. 1332) 

Repelled by water; usually nonpolar and lipophilic (soluble in oils and in nonpolar solvents). (p. 1332) 

The common name for 2-methylbuta-1,3-diene, the structural building block for terpenes. (p. 1340) 


An aggregation of phosphoglycerides with the hydrophilic heads forming the two surfaces of a 
planar structure and the hydrophobic tails protected within. A lipid bilayer forms part of the 
animal cell membrane. (p. 1335) 


Substances that can be extracted from cells and tissues by nonpolar organic solvents. (p. 1326) 
Lipids that are easily hydrolyzed to simpler constituents, usually by saponification of an ester. 
Lipids that are not easily hydrolyzed to simpler constituents. 

A cluster of molecules of a soap, phospholipid, or other emulsifying agent suspended in a solvent, 
usually water. The hydrophilic heads of the molecules are in contact with the solvent, and the 
hydrophobic tails are enclosed within the cluster. The micelle may or may not contain an oil 
droplet. (p. 1332) 

A fatty acid triester of glycerol (a triglyceride) that is liquid at room temperature. (p. 1327) 

An ester of glycerol in which the three hydroxy groups are esterified by two fatty acids and a 
phosphoric acid derivative. (p. 1334) 

A variety of phosphoglycerides consisting of glycerol esterified by two fatty acids and one free 
phosphoric acid group. 

(phosphatidyl ethanolamines) A variety of phosphoglycerides with ethanolamine esterified to 
the phosphoric acid group. 

(phosphatidyl cholines) A variety of phosphoglycerides with choline esterified to the phosphoric 
acid group. 

Any lipid that contains one or more groups derived from phosphoric acid. (p. 1334) 

(continued ) 
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polyunsaturated 
prostaglandins 
saponification 
saturated fats 
soap 


steroid 
terpenes 


terpenoids 


trans fats 


triglyceride 


wax 


Containing multiple carbon-carbon double bonds. Usually applied to fish oils and vegetable oils that 
contain, on average, several double bonds per triglyceride molecule. (p. 1329) 


A class of biochemical regulators consisting of a 20-carbon carboxylic acid containing a cyclopentane 
ring and various other functional groups. (p. 1339) 


Base-promoted hydrolysis of an ester. Originally used to describe the hydrolysis of fats to make soap. 
(p. 1331) 

Fatty acid triesters of glycerol containing few or no carbon-carbon double bonds (containing primarily 
saturated fatty acids). Butter, lard, and tallow contain large amounts of saturated fats. (p. 1329) 


The sodium or potassium salts of fatty acids. (p. 1332) 

A compound whose structure is based on the tetracyclic androstane ring system. (p. 1336) 

A diverse family of compounds with carbon skeletons composed of two or more 5-carbon isoprene 
units. Monoterpenes contain 10 carbon atoms, sesquiterpenes contain 15, diterpenes contain 
20, triterpenes contain 30, and tetraterpenes contain 40 carbons. (p. 1340) 

A family of compounds including both terpenes and compounds of terpene origin whose carbon 
skeletons have been altered or rearranged. (p. 1343) 

Fatty acid triesters of glycerol containing the unnatural trans isomers of fatty acids. Trans fats are 
often formed as by-products in the partial hydrogenation of vegetable oils to produce margarine 
and vegetable shortening. (p. 1330) 

(triacylglycerol) A fatty acid triester of glycerol. Triglycerides that are solid at room temperature are 
fats, and those that are liquid are oils. (p. 1327) 

An ester of a long-chain fatty acid with a long-chain alcohol. (p. 1327) 


Essential Problem-Solving Skills in Chapter 25 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Classify simple and complex lipids. Identify waxes, triglycerides, phospholipids, 


steroids, prostaglandins, and terpenes. 


Problems 25-14, 17, 18, 22, and 23 


2 Explain how unsaturations affect the properties of fats and oils. Compare the 
properties of saturated fats with those of polyunsaturated oils and partially 


hydrogenated vegetable oils. Problems 25-20, 29, and 32 


3 Identify the isoprene units in terpenes, and classify them according to the number of 


carbon atoms they contain. Problems 25-27, 30, and 31 


4 Predict the reactions of lipids under basic hydrolysis and with standard organic 
reagents. Show the reactions of the ester and olefinic groups of glycerides and the 
carboxyl groups of fatty acids. 


Problems 25-15, 16, 18, 19, 20, 21, 
23, and 24 


5 Compare soaps and detergents, and explain how they emulsify nonpolar substances 


in water. Problems 25-19 and 26 


Study Problems 


25-14 —_ Draw the structure of an example of each of the following types of lipids: 

(a) asaturated fat (b) a polyunsaturated oil (c) awax 

(d) asoap (e) adetergent (f) a phospholipid 

(g) a prostaglandin (h) asteroid (i) asesquiterpene 
25-15 Predict the products obtained from the reaction of oleic acid with the following reagents. 

(a) NaOH in water (b) Hb, and a nickel catalyst (c) Bry in CCl, 

(d) ozone, then dimethyl sulfide (e) warm KMnO, in water (f) CHI, /Zn(Cu) 
25-16 = Show how you would convert linoleic acid to the following fatty acid derivatives. 


(c) octadecyl stearate 
(f) 9,10,12,13-tetrabromostearic acid 


(b) stearic acid 
(e) nonanedioic acid 


(a) octadecan-1-ol 
(d) hexanal 


25-17 


25-18 


25-19 


25-20 


25-21 


25-22 


25-23 


25-24 


*25-25 


25-26 
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Give the general classification of each compound. 
(a) glyceryl tristearate 


(b) if (c) | 
PO GOLFER O80 H,C— (CH,),,0 — C— (CH,),; — CH, 
‘ NH+ tetradecyl heptadecanoate 


(e) O O (f) 


sme \ 


OH 


sa 
On, 
to 


HO 
prostaglandin E> 


peruvin 


cholane 


Phospholipids undergo saponification much like triglycerides. Draw the structure of a phospholipid meeting the following 
criteria. Then draw the products that would result from its saponification. 

(a) acephalin containing stearic acid and oleic acid (b) a lecithin containing palmitic acid 
Some of the earliest synthetic detergents were the sodium alkyl sulfates, CH;(CH)),CH, — OSO; Na’*. 

Show how you would make sodium octadecylsulfate using tristearin as your organic starting material. 

Which of the following chemical reactions could be used to distinguish between a polyunsaturated animal oil and a syn- 
thetic cooking oil containing a mixture of saturated and unsaturated hydrocarbons? Explain your reasoning. 


(a) addition of iodine in CCl, (b) hydrogenation 

(c) saponification with NaOH (d) ozonolysis 

How would you use simple chemical tests to distinguish between the following pairs of compounds? 
(a) sodium stearate and dodecylsulfonate (b) carnauba wax and “paraffin wax” 

(c) trimyristin and lauric acid (d) trimyristin and trilinoleate 


A triglyceride can be optically active if it contains two or more different fatty acids. 

(a) Draw the structure of an optically active triglyceride containing one equivalent of myristic acid and two equivalents 
of oleic acid. 

(b) Draw the structure of an optically inactive triglyceride with the same fatty acid composition. 

Draw the structure of an optically active triglyceride containing one equivalent of stearic acid and two equivalents of oleic 

acid. Draw the products expected when this triglyceride reacts with the following reagents. In each case, predict whether 

the products will be optically active. 

(a) Hp and a nickel catalyst (b) Br, in CCl, (c) hot aqueous NaOH (d) ozone followed by (CH3).S 

The structure of a-pinene appears in Figure 25-1. Predict the products formed when a-pinene reacts with the following 

reagents. 


(a) excess HBr (b) excess HBr, peroxides (c) excess Br, in CCly 
(d) ozone, followed by dimethyl sulfide (e) warm, concentrated KMnO, (f) BH; +- THF, followed by basic 
H,0 


Olestra® is a fat-based fat substitute that became available in snack foods such as potato chips in 1998. Previous fat sub- 
stitutes were carbohydrate-based or protein-based mixtures that did not give as good a sensation in the mouth, and are not 
suitable for frying. With Olestra®, the glycerol molecule of a fat is replaced by sucrose (p. 1261). In Olestra®, the sucrose 
molecule has six, seven, or (most commonly) eight fatty acids esterified to its hydroxy groups. The fatty acids come from 
hydrolysis of vegetable oils such as soybean, corn, palm, coconut, and cottonseed oils. This unnaturally bulky, fat-like mol- 
ecule does not pass through the intestinal walls, and digestive enzymes cannot get close to the sucrose center to bind it to their 
active sites. Olestra® passes through the digestive system unchanged, and it provides zero calories. Draw a typical Olestra® 
molecule, using any fatty acids that are commonly found in vegetable oils. 


Cholic acid, a major constituent of bile, has the structure shown. 

(a) Draw the structure of cholic acid, showing the rings in their chair 
conformations, and label each methyl group and hydroxy group as 
axial or equatorial. (Making a model may be helpful.) 

(b) Cholic acid is secreted in bile as an amide linked to the amino 
group of glycine. This cholic acid—amino acid combination acts as 
an emulsifying agent to disperse lipids in the intestines for easier 
digestion. Draw the structure of the cholic acid—glycine combination, 
and explain why it is a good emulsifying agent. 
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25-27 Carefully circle the isoprene units in the following terpenes, and label each compound as a monoterpene, 
sesquiterpene, or diterpene. 


(a) a rf si 
ZA Z 
. CH; 
y-bisabolene 1 
carvone i aie 
patchouli alcohol cedrene 


25-28 = When an extract of parsley seed is saponified and acidified, one of the fatty acids isolated is petroselenic acid, formula 
C,gH3402. Hydrogenation of petroselenic acid gives pure stearic acid. When petroselenic acid is treated with warm 
potassium permanganate followed by acidification, the only organic products are dodecanoic acid and adipic acid. The 
NMR spectrum shows absorptions of vinyl! protons split by coupling constants of 7 Hz and 10 Hz. Propose a structure for 
petroselenic acid, and show how your structure is consistent with these observations. 

25-29 = The long-term health effects of eating partially hydrogenated vegetable oils concern some nutritionists because many unnat- 
ural fatty acids are produced. Consider the partial hydrogenation of linolenic acid by the addition of one or two equivalents 
of hydrogen. Show how this partial hydrogenation can produce at least three different fatty acids we have not seen before. 

25-30 Two naturally occurring lactones are shown. For each compound, determine 
(a) whether the compound is a terpene. If so, circle the isoprene units. 

(b) whether the compound is aromatic, and explain your reasoning. 
(c) Show the product resulting from saponification with aqueous NaOH. 


O 
O 
nepetalactone O This compound, generated in the smoke from os O 
the main ingredient in catnip Z burning plants, promotes seed germination KN UA 
in plants that require fire to reproduce. 


25-31 The following five compounds are found in Vicks Vapo-Rub®. 
(a) Which are terpenes? Circle the isoprene units of the terpenes. 
(b) Do you expect Vicks Vapo-Rub to be optically active? Explain. 


CH, 
O 
/} 


25-32 Oils containing highly unsaturated acids like linolenic acid undergo oxidation in air. This reaction, called oxidative 
rancidity, is accelerated by heat, explaining why saturated fats are preferred for deep fat frying. 


OH O 


—— — — COOH 


— = —— COOH 


(a) Molecular oxygen is a diradical. What type of mechanism OH OH 
does a diradical suggest for this reaction? 

(b) Why is the roalen ea: (carbon-11) a likely site for attack? C(CH3)3 (CH3)3C C(CH3)3 

(c) Propose a plausible mechanism for this reaction. 

(d) BHA and BHT are antioxidants added to foods to interrupt 
the oxidation mechanism. Suggest how these molecules might 
work as antioxidants. OCH; CH; 


BHA BHT 


polylactic acid (PLA) 


26-1 Introduction 


People have always used polymers. Prehistoric tools and shelters made from wood 
and straw derive their strength and resilience from cellulose, a biopolymer of glucose. 
Clothing made from the hides and hair of animals is made strong and supple by pro- 
teins, which are biopolymers of amino acids. After people learned to use fire, they made 
ceramic pottery and glass, using naturally occurring inorganic polymers. 

A polymer is a large molecule composed of many smaller repeating units (the 
monomers) bonded together. Today when we speak of polymers, we generally mean 
synthetic organic polymers rather than natural organic biopolymers such as DNA, 
cellulose, and protein, or inorganic polymers such as glass and concrete. The first 
synthetic organic polymer was made in 1838, when vinyl chloride was accidentally 
polymerized. Polystyrene was discovered in 1839, shortly after styrene was synthesized 
and purified. The discovery of polystyrene was inevitable, since styrene polymerizes 
spontaneously unless a stabilizer is added. 

Also in 1839, Charles Goodyear (of tire and blimp fame) discovered how to convert 
the gummy polymeric sap of the rubber tree to a strong, stretchy material by heating it 
with sulfur. Vulcanized rubber quickly revolutionized the making of boots, tires, and 
rainwear. This was the first time that someone had artificially cross-linked a natural 
biopolymer to give it more strength and stability. 

In fewer than 150 years, we have become literally surrounded by synthetic 
polymers. We wear clothes of nylon and polyester, we walk on polypropylene carpets, 


Goals for Chapter 26 


1 Explain the differences between 
addition and condensation 
polymers. Show the differences 
between the chain-growth and 
step-growth mechanisms of 
polymerization. 


2 Givena polymer, determine the 
structure(s) of the monomer(s). 
Given the monomer(s), predict the 
structure of the polymer. 


3 Propose mechanisms for 

the formation of addition and 
condensation polymers, and use 
those mechanisms to explain why 
the polymers have the observed 
molecular structures. 


4 Predict the general characteristics 
of a polymer based on its structure, 
cross-linking, and presence of 
plasticizers. Explain how its 
characteristics change as the 
polymer is heated. 


<.3D printing is an additive process that 
lays down successive layers of material 
under computer control. This photo 
shows a hot printer head sculpting the 
bones of a human foot by extruding 

a molten filament of a thermoplastic 
polymer that hardens in the desired 
shape. Polylactic acid (PLA), made from 
plant materials such as cornstarch, is a 
common filament used in 3D printers. 
This polyester has a convenient melting 
point (150-160 °C) and readily forms 
fully fused products. 
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Synthetic Polymers 


we drive cars with ABS plastic fenders and synthetic rubber tires, and we use artificial 
hearts and other organs made of silicone polymers. Our pens and computers, our toys 
and our televisions are made largely of plastics. 

Articles that are not made from synthetic polymers are often held together or coated 
with polymers. A bookcase may be made from wood, but the wood is bonded by 
a phenol-formaldehyde polymer and painted with a latex polymer. Each year, about 
400 billion pounds of synthetic organic polymers are produced worldwide, mostly for 
use in consumer products. Large numbers of organic chemists are employed to develop 
and produce these polymers. 

In this chapter, we discuss some of the fundamental principles of polymer 
chemistry. We begin with a survey of the different kinds of polymers and then consider 
the reactions used to induce polymerization. Finally, we discuss some of the structural 
characteristics that determine the physical properties of a polymer. 


Classes of Synthetic Polymers The two major classes of synthetic polymers are 
chain-growth polymers and step-growth polymers. In a chain-growth polymerization, 
elongation of the chain takes place only at the end of the chain. This occurs by the 
rapid addition of one monomer at a time to a reactive intermediate (cation, radical, or 
anion) at the growing end of the chain. Chain-growth polymers are usually addition 
polymers, which result from monomers adding together without the loss of any 
molecules. Monomers for chain-growth polymerization are commonly alkenes, and 
polymerization involves successive additions across the double bonds. Poly(vinyl 
chloride), widely used as a synthetic leather, is a chain-growth addition polymer that 
is often made by free-radical polymerization. 


repeating unit 
a P' g 


vinyl chloride 


itis LET EY 
/ 

a ns (a 
H H H H H H H H H H 
elongated chain poly(vinyl chloride) 


In a step-growth polymerization, any two monomers having the correct function- 
ality can react with each other, or two polymer chains can combine. Most step-growth 
polymers are condensation polymers, bonded by some kind of condensation (bond 
formation with loss of a small molecule) between the monomers or the polymer 
segments. The most common condensations involve the formation of amides and esters. 
Dacron polyester is an example of a step-growth condensation polymer. 


C—O—CH, + HO—CH,—CH,—OH of 


dimethyl] terephthalate 


ethylene glycol 


O 
| 


O 
| 
O—CH,—CH,—O—C C ) C+-O—CH,—CH,—OH + 2nCH,OH 


n 
Dacron® polyester 


26-2 Chain-Growth Polymers 


Many alkenes undergo chain-growth polymerization when treated with small amounts 
of suitable initiators. The products are addition polymers, resulting from repeated addi- 
tions across the double bonds of the monomers. Table 26-1 shows some of the most 
common addition polymers, all made from substituted alkenes. The chain-growth 
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26-2. Chain-Growth Polymers 
TABLE 26-1 Some of the Most Important Addition Polymers 
Polymer Polymer Uses Monomer Polymer Repeating Unit 
polyethylene bottles, bags, films H,C= CH, + CH,— CHyy, 
polypropylene plastics, olefin fibers C=C 
7 Pe: i 
polystyrene plastics, foam insulation —_ DQ 
— 
H H CH,—CH-7,, 
H CH, is 
poly(isobutylene) specialized rubbers - =C CH, c 
H CH 
° oa 1s 
poly(vinyl chloride) vinyl plastics, films, water pipes C=C | 
a CH,—CH—- 
a ye =N CN 
poly(acrylonitrile) Orlon®, Acrilan® fibers c = | 
H H CH, —CH n 
H CH, ois 
poly(methy! a-methacrylate) acrylic fibers, c= a CH,—C 
Plexiglas®, Lucite® paints H Nc OCH 2 l 
Wa 3 COOCH, 
O 
ms 7 = i 
poly(methy] a-cyanoacrylate) “super” glues y ee. CH;—C 
H pL — OCH, COOCH; }, 
O 
an a 
poly(tetrafluoroethylene) Teflon® coatings, PTFE plastics - =C + CF,— CF+t, 
F F 


mechanism involves addition of the reactive end of the growing chain across the double 
bond of the monomer. Depending on the monomer and the initiator used, the reactive 
intermediates may be free radicals, carbocations, or carbanions. Although these three 
types of chain-growth polymerizations are similar, we consider them individually. 


26-2A Free-Radical Polymerization 


Free-radical polymerization results when a suitable alkene is heated with a radical 
initiator. For example, styrene polymerizes to polystyrene when it is heated to 100 °C 
in the presence of benzoyl] peroxide. This chain-growth polymerization is a free-radical 
chain reaction. Benzoyl! peroxide cleaves when heated to give two carboxy] radicals, 
which quickly decarboxylate to give phenyl radicals. 
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benzoyl peroxide carboxy] radicals 


a ‘i = 
© e-6-0=c CO) e2© 0 8h CO). 4 28, 
H 4H 


phenyl radicals 


A pheny! radical adds to styrene to give a resonance-stabilized benzylic radical. This 
reaction starts the growth of the polymer chain. Each propagation step adds another 
molecule of styrene to the growing chain. This addition takes place with the orientation 
that gives another resonance-stabilized benzylic radical. 

Chain growth may continue with the addition of several hundred or several thou- 
sand styrene units. The length of a polymer chain depends on the number of additions of 
monomers that occur before a termination step stops the process. Strong polymers with 
high molecular weights result from conditions that favor fast chain growth and minimize 
termination steps. Eventually the chain reaction stops, either by the coupling of two chains 
or by reaction with an impurity (such as oxygen) or simply by running out of monomer. 


MECHANISM 26-1 _ Free-Radical Polymerization 


Initiation step: The initiator forms a radical that reacts with the monomer to start the chain. 


benzoyl peroxide pheny] radicals styrene benzylic radical 


Propagation step: Another molecule of monomer adds to the chain. 


many more 
styrene molecules 
> > > 


> 


H H 
growing chain styrene elongated chain polystyrene 


n = about 100 to 10,000 


PROBLEM 26-1 


In the presence of limited nutrients, Show the intermediate that would result if the growing chain added to the other end of the 
bacteria can be induced to make poly- styrene double bond. Explain why the final polymer has phenyl groups substituted on every 
hydroxybutyrates and valerates, which other carbon atom rather than randomly distributed. 


are processed into a copolymer known 
as Biopol’™”. Biopol has properties similar 
to polypropylene, but it is biodegrad- 
able and obtained from nonpetroleum 
sources. 


Ethylene and propylene also polymerize by free-radical, chain-growth polymerization. 
With ethylene, the free-radical intermediates are less stable, so stronger reaction condi- 
tions are required. Ethylene is commonly polymerized by free-radical initiators at pres- 
sures around 3000 atm and temperatures of about 200 °C. The product, called low-density 
polyethylene, is the material commonly used in stretchy polyethylene grocery bags. 


26-2 Chain-Growth Polymers 


( PROBLEM 26-2 


Propose a mechanism for reaction of the first three propylene units in the polymerization of 
propylene in the presence of benzoyl peroxide. 


benzoyl peroxide 


n H,C=CH—CH, 


propylene high pressure 


polypropylene 


X 


Chain Branching by Hydrogen Abstraction Low-density polyethylene is soft and 
flimsy because it has a highly branched, amorphous structure. (High-density poly- 
ethylene, discussed in Section 26-4, is much stronger because of the orderly structure 
of unbranched linear polymer chains.) Chain branching in low-density polyethylene 
results from abstraction of a hydrogen atom in the middle of a chain by the free radi- 
cal at the end of a chain. A new chain grows from the point of the free radical in the 
middle of the chain. Figure 26-1 shows abstraction of a hydrogen from a polyethylene 
chain and the first step in the growth of a branch chain at that point. 
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H H H bus H H H 4H H H H H H H H H H 
i | | RL H | | | corel 2 7 4 on 
C—C C—C + C—C—C—C a5 > ---—--C—C—C—C—C—Cr--- + H—C—C—C—C -- 
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terminated chain 


chain with 2° free radical 


middle of a polyethylene chain growing end of a chain 


(1° free radical) in the middle 
é or growing 
Or branch 
CH,— CH, 
ea a 
VWrrtripo 
i H H HH i : \ 


original chain 


new chain growing 
at the branch point 


FIGURE 26-1 
atom from the middle of a chain. A new branch grows off the chain at that point. 


Chain branching in radical polymerization. Chain branching occurs when the growing end of a chain abstracts a hydrogen 


PROBLEM 26-3 

Give a mechanism, using Figure 26-1 as a guide, showing chain branching during the free- 
radical polymerization of styrene. There are two types of aliphatic hydrogens in the polysty- 
rene chain. Which type is more likely to be abstracted? 


26-2B Cationic Polymerization 


Cationic polymerization occurs by a mechanism similar to the free-radical process, except 
that it involves carbocation intermediates. Strongly acidic catalysts are used to initiate 
cationic polymerization. BF; is a particularly effective catalyst, requiring a trace of water 
or methanol as a co-catalyst. Even when the reagents are carefully dried, there is enough 
water present for the first initiation step of the mechanism shown in Mechanism 26-2. 
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MECHANISM 26-2 Cationic Polymerization 


Initiation steps: The acidic catalyst protonates the monomer, starting the chain. 


isobutylene initiated chain 
Propagation step: Another molecule of monomer adds to the cationic end of the chain. 


tertiary carbocation 


c—ct pec 
| Noa / ‘CH, 


H 


growing chain isobutylene elongated chain polymer 


A major difference between cationic and free-radical polymerization is that the cat- 
ionic process needs a monomer that forms a relatively stable carbocation when it reacts 
with the cationic end of the growing chain. Some monomers form more stable intermedi- 
ates than others. For example, styrene and isobutylene undergo cationic polymerization 
easily, while ethylene and acrylonitrile do not polymerize well under these conditions. 
Figure 26-2 compares the intermediates involved in these cationic polymerizations. 


FIGURE 26-2 Cationic Good monomers for cationic polymerization 
polymerization requires relatively stable 


carbocation intermediates. © H 
EN | 


Rt + 7 — eee a (good) 
H H | H 
H 
growing chain styrene benzylic carbocation 
H 
H. _,CH; | _/CH, 
Rt + ye — ke (good) 
H CH; ‘s CH, 
growing chain isobutylene tertiary carbocation 


Poor monomers for cationic polymerization 


H 
os ye | /H 
Rt + po — aan iea (poor) 
H H H 
H 
growing chain ethylene primary carbocation 
H 
H \ JEN | JON 
Re + C=C —> R—C—Ct (poor) 
HY “H iH 


growing chain acrylonitrile destabilized carbocation 


( PROBLEM 26-4 


The mechanism given for cationic polymerization of isobutylene (Mechanism 26-2) shows 
that all the monomer molecules add with the same orientation, giving a polymer with methyl] 
groups on alternate carbon atoms of the chain. Explain why no isobutylene molecules add 
[ with the opposite orientation. 


PROBLEM 26-5 


Suggest which of the following monomers might polymerize well on treatment 
with BF3. 

(a) vinyl chloride (b) vinyl acetate (c) methyl a-cyanoacrylate 
\ 


PROBLEM 26-6 


Chain branching occurs in cationic polymerization much as it does in free-radical polymer- 

ization. Propose a mechanism to show how branching occurs in the cationic polymerization 

of styrene. Suggest why isobutylene might be a better monomer for cationic polymerization 
[ae styrene. 


26-2C Anionic Polymerization 


Anionic polymerization occurs through carbanion intermediates. Effective anionic 
polymerization requires a monomer that gives a stabilized carbanion when it reacts 
with the anionic end of the growing chain. A good monomer for anionic polym- 
erization should contain at least one strong electron-withdrawing group such as a 
carbonyl group, a cyano group, or a nitro group. The following reaction shows the 
chain-lengthening step in the polymerization of methy! acrylate. Notice that the 
chain-growth step of an anionic polymerization is simply a conjugate addition to a 
Michael acceptor (Section 22-18). 


Chain-growth step in anionic polymerization 


26-2 Chain-Growth Polymers 


° O COOCH3 
H | H H COOCH 
| _~C—OCH,; HY ge = OCH, | | _-COOCH; l 3 
----—C—Ci~ t+ Clr C=C “2 eee Co CSCS Cr —> —> ----+CH,—CH --- 
| “HH H UH oe : : 
H H H 
growing chain methyl acrylate stabilized anion polymer 


PROBLEM 26-7 


Draw the important resonance forms of the stabilized anion formed in the anionic 
polymerization of methyl acrylate. 


Anionic polymerization is usually initiated by a strong carbanion-like reagent such 
as an organolithium or Grignard reagent. Conjugate addition of the initiator to a mono- 
mer molecule starts the growth of the chain. Under the polymerization conditions, there 
is no good proton source available, and many monomer units react before the carbanion 
is protonated. Mechanism 26-3 shows a butyllithium-initiated anionic polymerization 
of acrylonitrile to give Orlon®. 
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MECHANISM 26-3 Anionic Polymerization 


Initiation step: The initiator adds to the monomer to form an anion. 


butyllithium 


H 


Pa 
sia ace 


H 
H 


acrylonitrile stabilized anion 


Propagation step: Another molecule of monomer adds to the chain. 


growing chain 


acrylonitrile elongated chain polymer 


( PROBLEM 26-8 


Methyl a-cyanoacrylate (Super Glue) is easily polymerized, even by weak bases. Draw a 
mechanism for its base-catalyzed polymerization, and explain why this polymerization goes 
so quickly and easily. 

AL _COOCH, 
ge 
H CN 
methyl a-cyanoacrylate 


f PROBLEM 26-9 


Chain branching is not as common with anionic polymerization as it is with free-radical 

polymerization and cationic polymerization. 

(a) Propose a mechanism for chain branching in the polymerization of acrylonitrile. 

(b) Compare the relative stabilities of the intermediates in this mechanism with those you 
drew for chain branching in the cationic polymerization of styrene (Problem 26-6). 
Explain why chain branching is less common in this anionic polymerization. 


26-3 Stereochemistry of Polymers 


Chain-growth polymerization of alkenes usually gives a head-to-tail bonding arrange- 
ment, with any substituent(s) appearing on alternate carbons of the polymer chain. This 
bonding arrangement is shown here for a generic polyalkene. Although the polymer 
backbone is joined by single bonds (and can undergo conformational changes), it is 
shown in the most stable all-anti conformation. 


HH HH HH HH 
H H : 
~ 7 polymerize 
—— 


HRHRHRHR 
The stereochemistry of the side groups (R) in the polymer has a major effect on 


the polymer’s properties. The polymer has many chiral centers, raising the possibility 
of millions of stereoisomers. Polymers are grouped into three classes, according to 
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their predominant stereochemistry. If the side groups are generally on the same side of 
the polymer backbone, the polymer is called isotactic (Greek, iso, meaning “same,” 
and tactic, meaning “order”). If the side groups generally alternate from one side to 
the other, the polymer is called syndiotactic (Greek, meaning “alternating order’). If 
the side groups occur randomly on either side of the polymer backbone, the polymer 
is called atactic (Greek, meaning “no order’). In most cases, isotactic and syndiotactic 
polymers have enhanced strength, clarity, and thermal properties over the atactic form 
of the polymer. Figure 26-3 shows these three types of polymers. 


An isotactic polymer (side groups on the same side of the backbone) 


A syndiotactic polymer (side groups on alternating sides of the backbone) 


FIGURE 26-3 Three stereochemical types of addition polymers. 
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PROBLEM 26-10 


Draw the structures of isotactic poly(acrylonitrile) and syndiotactic polystyrene. 


26-4 Stereochemical Control of Polymerization: 
Ziegler—Natta Catalysts 


For any particular polymer, the three stereochemical forms have distinct properties. 
In most cases, the stereoregular isotactic and syndiotactic polymers are stronger 
and stiffer because of their greater crystallinity (a regular packing arrangement). 
The conditions used for polymerization often control the stereochemistry of the 
polymer. Anionic polymerizations are the most stereoselective; they usually give 
isotactic or syndiotactic polymers, depending on the nature of the side group. 
Cationic polymerizations are often stereoselective, depending on the catalysts 
and conditions used. Free-radical polymerization is nearly random, resulting in 
branched, atactic polymers. 

In 1953, Karl Ziegler and Giulio Natta discovered that aluminum-titanium 
initiators catalyze the polymerization of alkenes, with two major advantages over other 
catalysts: 


1. The polymerization is highly stereoselective. Either the isotactic form or the 
syndiotactic form may be made by selecting the proper Ziegler—Natta catalyst. 


2. Because the intermediates are stabilized by the catalyst, very little hydrogen 
abstraction occurs. The resulting polymers are linear with almost no branching. 


Giulio Natta (1903-1979) was 
an Italian polymer chemist and is 
best known as the co-inventor of 
the Ziegler-Natta catalyst used 

in the polymerization of alkenes. 
Natta also elucidated the structures 
of arsine and phosphines through 


x-ray crystallography. For his sig- 
nificant body of work on high 
polymers, which paved the way for 
useful industrial processes, Natta 
was co-awarded the Nobel Prize 

in chemistry (1963) with German 
chemist Karl Ziegler. 


1356 CHAPTER 26 Synthetic Polymers 


Application: Plumbing Pipe 


The residential plumbing industry is 
moving away from copper (expensive 
and rigid) to PEX pipe, a cross-linked 
high-density polyethylene. PEX is durable, 
flexible, and easy to connect, and it does 
not accumulate hard water deposits. 

It also avoids most of the cracking and 
leaking that is common with older PVC 
plumbing. 


White latex drips out of cuts in the 
bark of a rubber tree in a Malaysian 
rubber plantation. 


A Ziegler—Natta catalyst is an organometallic complex, often containing titanium 
and aluminum. A typical catalyst is formed by adding a solution of TiCl, (titanium 
tetrachloride) to a solution of (CH3CH;)3AlI (triethyl aluminum). This mixture is then 
“aged” by heating it for about an hour. The precise structure of the active catalyst is 
not known, but the titanium atom appears to form a complex with both the growing 
polymer chain and a molecule of monomer. The monomer attaches to the end of the 
chain (which remains complexed to the catalyst), leaving the titanium atom with a free 
site for complexation to the next molecule of monomer. 

With a Ziegler—Natta catalyst, a high-density polyethylene (or linear polyethylene) 
can be produced with almost no chain branching and with much greater strength than 
common low-density polyethylene. Many other polymers are produced with improved 
properties using Ziegler—Natta catalysts. In 1963, Ziegler and Natta received the 
Nobel Prize for their work, which had revolutionized the polymer industry in only 
ten years. 


26-5 Natural and Synthetic Rubbers 


Natural rubber is isolated from a white fluid, called latex, that exudes from cuts in the 
bark of Hevea brasiliensis, the South American rubber tree. Many other plants secrete 
this polymer as well. The name rubber was first used by Joseph Priestly, who used 
the crude material to “rub out” errors in his pencil writing. Natural rubber is soft and 
sticky. An enterprising Scotsman named Charles Macintosh found that rubber makes a 
good waterproof coating for raincoats. Natural rubber is not strong or elastic, however, 
so its uses were limited to waterproofing cloth and other strong materials. 


Structure of Natural Rubber Like many other plant products, natural rubber is a ter- 
pene composed of isoprene units (Section 25-8). If we imagine lining up many mol- 
ecules of isoprene in the s-cis conformation and moving pairs of electrons as shown 
in the following figure, we would produce a structure similar to natural rubber. This 
polymer results from 1,4-addition to each isoprene molecule, with all the double bonds 
in the cis configuration. Another name for natural rubber is cis-1,4-polyisoprene. 


Imaginary polymerization of isoprene units 


SS G4 GK GE GE 


Natural rubber 


The cis double bonds in natural rubber force it to assume a kinked conformation 
that may be stretched and still return to its shorter, kinked structure when released. 
Unfortunately, when we pull on a mass of natural rubber, the chains slide by each other 
and the material pulls apart. This is why natural rubber is not suitable for uses requiring 
strength or durability. 


Vulcanization: Cross-Linking of Rubber In 1839, Charles Goodyear accidentally 
dropped a mixture of natural rubber and sulfur onto a hot stove. He was surprised to 
find that the rubber had become strong and elastic. This discovery led to the process 
that Goodyear called vulcanization, after the Roman god of fire and the volcano. 
Vulcanized rubber has much greater toughness and elasticity than natural rubber. It 
withstands relatively high temperatures without softening, and it remains elastic and 
flexible when cold. 
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Vulcanization also allows the casting of complicated shapes such as rubber tires. 
Natural rubber is putty-like, and it is easily mixed with sulfur, formed around the tire 
cord, and placed into a mold. The mold is closed and heated, and the gooey mass of 
string and rubber is vulcanized into a strong, elastic tire carcass. 

On a molecular level, vulcanization causes cross-linking of the cis-1,4-polyisoprene 
chains through disulfide (—S——S—) bonds, similar to the cystine bridges that link 
peptides (Section 24-8C). In vulcanized rubber, the polymer chains are linked together 
so they can no longer slip past each other. When the material is stressed, the chains 
stretch, but cross-linking prevents tearing. When the stress is released, the chains return 
to their shortened, kinked conformations as the rubber snaps back. Figure 26-4 shows 
the structure of rubber before and after vulcanization. 

Rubber can be prepared with a wide range of physical properties by controlling the 
amount of sulfur used in vulcanization. Low-sulfur rubber, made with about 1% to 2% 
sulfur, is soft and stretchy. It is good for rubber bands and inner tubes. Medium-sulfur 
rubber (about 2% to 5% sulfur) is somewhat harder, but still flexible, making good tires. 
High-sulfur rubber (10% to 30% sulfur) is called hard rubber and was once used as a 
hard synthetic plastic. Using more sulfur in the mixture increases the number of disulfide 
cross-links, as well as the frequency of bridges containing three or more sulfur atoms. 


PROBLEM 26-11 


(a) Draw the structure of gutta-percha, a natural rubber with all its double bonds in the 


trans configuration. 
(b) Suggest why gutta-percha is not very elastic, even after it is vulcanized. 


Synthetic Rubber There are many different formulations for synthetic rubbers, but 
the simplest is a polymer of buta-1,3-diene. Specialized Ziegler—Natta catalysts can 
produce buta-1,3-diene polymers where 1,4-addition has occurred on each butadiene 
unit and the remaining double bonds are all cis. This polymer has properties similar to 
those of natural rubber, and it can be vulcanized in the same way. 


SX GX EX SX 


1,4-polymerization of buta-1,3-diene 


cis-1,4-polybutadiene 


Wallace Carothers, the inventor of nylon, 
stretches a piece of synthetic rubber in 
his laboratory at the DuPont company. 
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FIGURE 26-4 Vulcanized rubber 
has disulfide cross-links between the 
polyisoprene chains. Cross-linking forms 
a stronger, elastic material that does 
not pull apart when it is stretched. 
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Scanning electron micrograph of the 
material in a nylon stocking. Sheer 
stockings require long, continuous 
fibers of small diameter and enormous 
strength. (Magnification 150X) 


26-6 Copolymers of Two or More Monomers 


All the polymers we have discussed are homopolymers, polymers made up of identical 
monomer units. Many polymeric materials are copolymers, made by polymerizing two 
or more different monomers together. In many cases, monomers are chosen so that they 
add selectively in an alternating manner. For example, when a mixture of vinyl chloride 
and vinylidene chloride (1,1-dichloroethylene) is induced to polymerize, the growing 
chain preferentially adds the monomer that is not at the end of the chain. This selective 
reaction gives the alternating copolymer Saran®, used as a film for wrapping food. 


Overall reaction 


Cl Cl 
H Cl H Cl 
2. 24 ee | | 
c=c m ce > -----CH, —C—CH, —C+--- 
i. , | | 
H H H Cl H cll, 
vinyl chloride vinylidene chloride Saran 


Three or more monomers may combine to give polymers with desired properties. 
For example, acrylonitrile, butadiene, and styrene are polymerized to give ABS plas- 
tic, a strong, tough, and resilient material used for bumpers, crash helmets, and other 
articles that must withstand heavy impacts. 


PROBLEM 26-12 


(a) Isobutylene and isoprene copolymerize to give “butyl rubber.” Draw the structure of 
the repeating unit in butyl rubber, assuming that the two monomers alternate. 

(b) Styrene and butadiene copolymerize to form styrene-butadiene rubber (SBR) for 
automobile tires. Draw the structure of the repeating unit in SBR, assuming that the 
two monomers alternate. 


XN 


26-7 Step-Growth Polymers 


Step-growth polymers are formed by difunctional molecules, any two of which can 
react to form bonds between them. Monomer molecules may react to form dimers, 
and dimers may react together to give tetramers. These short chains containing a few 
monomer units are called oligomers. The oligomers can elongate both by adding 
monomer molecules at either end, or by shorter chains reacting together to form longer 
chains. Each reaction is an individual step in the growth of the polymer, and there is 
no chain reaction. 

Most step-growth polymerizations involve condensations to form acid-derivative 
linkages, such as ester or amide bonds, between the monomers. Such polymers are 
called condensation polymers, and they include most polyesters, polyamides, and 
polycarbonates. We will discuss the four most common types of step-growth polymers: 
polyamides, polyesters, polycarbonates, and polyurethanes. 


26-7A Polyamides: Nylon 


When Wallace Carothers of DuPont discovered nylon in 1935, he opened the door to a 
new age of fibers and textiles. At that time, thread used for clothing was made of spun 
animal and plant fibers. These fibers were held together by friction or sizing, but they 
were weak and subject to unraveling and rotting. Silk (a protein) was the strongest fiber 
known at the time, and Carothers reasoned that a polymer bonded by amide linkages 
might approach the strength of silk. Nylon proved to be a completely new type of fiber, 
with remarkable strength and durability. It can be melted and extruded into a strong, 
continuous fiber, and it cannot rot. Thread spun from continuous nylon fibers is so 
much stronger than natural materials that it can be made much thinner. Availability of 
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this strong, thin thread made possible stronger ropes, sheer fabrics, and nearly invisible 
women’s stockings that came to be called “nylons.” 

Nylon is the common name for polyamides. Polyamides are generally made from 
reactions of diacids with diamines. The most common polyamide is called nylon 6,6 
because it is made by reaction of a six-carbon diacid (adipic acid) with a six-carbon 
diamine. The six-carbon diamine, systematically named hexane-1,6-diamine, is 
commonly called hexamethylene diamine. When adipic acid is mixed with 
hexamethylene diamine, a proton-transfer reaction gives a white solid called nylon 
salt. When nylon salt is heated to 250 °C, water is driven off as a gas, and molten 
nylon results. Molten nylon is cast into a solid shape or extruded through a spinneret 
to produce a fiber. 


O O 
O O 
| | -O—C—(CH,),—C—O- 
HO—C—(CH,),—C—OH + H,N—(CH,),—NH, —> ‘ : 
H,N—(CH,),—NH, 
adipic acid hexamethylene diamine nylon salt 
heat, -H,O 
O 


| 1 | i 
---C—(CH,),—C--+-NH — (CH,), -NH—C—(CH,), —C-+-NH — (CH,), —NH--- 
nN 


poly(hexamethylene adipamide), called nylon 6,6 


Nylon can also be made from a single monomer having an amino group at one end 
and an acid at the other. This reaction is similar to the polymerization of a-amino acids 
to give proteins. Nylon 6 is a polymer of this type, made from a six-carbon amino acid: 
6-aminohexanoic acid (e-aminocaproic acid). This synthesis starts with e-caprolactam. 
When caprolactam is heated with a trace of water, some of it hydrolyzes to the free amino 
acid. Continued heating gives condensation and polymerization to molten nylon 6. 
Nylon 6 (also called Perlon®) is used for making strong, flexible fibers for ropes and 
tire cord. 


O 
i 0 
N H,0, heat + 
— > H,N—(CH,); —C—O- 


Kevlar body armor works by “catching” 
a bullet in a multilayer web of woven 
fabrics. Kevlar’s extraordinary strength 
€-caprolactam €-aminocaproic acid resists tearing and cutting, allowing the 
stressed fibers to absorb and disperse the 
impact to other fibers in the fabric. 


heat, -H,O 


O O O O 


! ! ! 
---NH—(CH,); —C—NH—(CH,),—C-++-NH—(CH,), —-C-+-NH—(CH,);—C--- 
n 
poly(6-aminohexanoic acid), called nylon 6 or Perlon 


PROBLEM 26-13 


(a) Nomex®, a strong fire-resistant fabric, is a polyamide made from meta-phthalic acid 
and meta-diaminobenzene. Draw the structure of Nomex. 

(b) Kevlar®, made from terephthalic acid (para-phthalic acid) and para-diaminobenzene, 
is used in making tire cord and bulletproof vests. Draw the structure of Kevlar. 
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26-7B Polyesters 


The introduction of polyester fibers has brought about major changes in the way we 
care for our clothing. Nearly all modern permanent-press fabrics owe their wrinkle- 
free behavior to polyester, often blended with other fibers. These polyester blends have 
reduced or eliminated the need for starching and ironing clothes to achieve a wrinkle- 
free surface that holds its shape. 

The most common polyester is Dacron®, the polymer of terephthalic acid 
(para-phthalic acid or benzene-1,4-dicarboxylic acid) with ethylene glycol. In principle, 
this polymer might be made by mixing the diacid with the glycol and heating the mixture 
to drive off water. In practice, however, a better product is obtained using a transesteri- 
fication process (Section 21-6). The dimethyl ester of terephthalic acid is heated to 
about 150 °C with ethylene glycol. Methanol is evolved as a gas, driving the reaction 
to completion. The molten product is spun into Dacron fiber or cast into Mylar® film. 


O O 
| | heat, loss of CH,0H 
CH,O—C C—OCH, + HO—CH,CH,—OH cee 


dimethyl terephthalate ethylene glycol 


I I I 1 
~—t-()-¢ o—cu,cu,—0-e-())-¢ O—CH,CH,—O—--- 


n 


poly(ethylene terephthalate) or PET, also called Dacron polyester or Mylar film 


Dacron fiber is used to make fabric and tire cord, and Mylar film is used to make 
magnetic recording tape. Mylar film is strong, flexible, and resistant to ultraviolet 
degradation. Aluminized Mylar was used to make the Echo satellites, (page 1148), huge 
balloons that were put into orbit around the Earth as giant reflectors in the early 1960s. 
Poly(ethylene terephthalate) is also blow-molded to make plastic soft-drink bottles that 
are sold by the billions each year. 


{ PROBLEM 26-14 


Kodel® polyester is formed by transesterification of dimethyl terephthalate with 1,4-di(hydroxy 
methyl)cyclohexane. Draw the structure of Kodel. 


Application: Bio-Absorbable 
Materials 


A polyester of e-caprolactone is used to 
make bio-absorbable materials for use in = - 
the body. For example, suture thread for PROBLEM 26-15 


surgical stitches can be made from poly Glyptal® resin makes a strong, solid polymer matrix for electronic parts. Glyptal is made 
(e-caprolactone). from terephthalic acid and glycerol. Draw the structure of Glyptal, and explain its remarkable 
ep —>_—em————-~— | Strength and rigidity. 


X 


26-7C Polycarbonates 


A carbonate ester is simply an ester of carbonic acid. Carbonic acid itself exists in equi- 


Application: Medical Polymers librium with carbon dioxide and water, but its esters are quite stable (Section 21-16). 


Polycarbonate is a tough, clear material O O 

that withstands repeated sterilization. | | 

These properties account for its wide use HO—C—OH — CO, + H,O R—O—C—O—R’ 
in medical devices such as blood filters, carbonic acid a carbonate ester 
surgical instruments, and intravenous line 


Carbonic acid is a diacid; with suitable diols, it can form polyesters. For exam- 
ple, when phosgene (the acid chloride of carbonic acid) reacts with a diol, the 
product is a poly(carbonate ester). The following equation shows the synthesis 
of Lexan® polycarbonate: a strong, clear, and colorless material that is used for 


components. 


bulletproof windows and crash helmets. The diol used to make Lexan is a phenol 
called bisphenol A, acommon intermediate in polyester and polyurethane synthesis. 


CH, 
| |} heat, loss of 2 HCl 
+ HO C OH 
| \ 
CH, 


bisphenol A 


| 
o—c cei 


phosgene 
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O CH, O Cn, 
a OFO-4--OfO- 


Lexan polycarbonate 


( PROBLEM 26-16 


(a) Propose a mechanism for the reaction of bisphenol A with phosgene. 

(b) Diethyl carbonate serves as a less-toxic alternative to phosgene for making Lexan. 
Propose a mechanism for the transesterification of diethyl carbonate with bisphenol 
A, catalyzed by a trace of sodium ethoxide. What small molecule is given off in this 
condensation? 


e 
PROBLEM 26-17 


Bisphenol A is made on a large scale by a condensation of phenol with acetone. Suggest an 

appropriate catalyst, and propose a mechanism for this reaction. (Hint: This is a condensation 

because three molecules are joined with loss of water. The mechanism belongs to another 
| elas. of reactions, though.) 


26-7D Polyurethanes 


A urethane (Section 21-16) is an ester of a carbamic acid (R— NH— COOH), a half- 
amide of carbonic acid. Carbamic acids themselves are unstable, quickly decomposing 
to amines and CO. Their esters (urethanes) are quite stable, however. 


O O 


| 
R—NH—C—O—R’ 


a urethane or carbamate ester 


| 
R—NH—C—OH 


a carbamic acid 


> R—NH, + CO,? 


amine 


Because carbamic acids are unstable, normal esterification procedures cannot be used 
to form urethanes. Urethanes are most commonly made by treating an isocyanate with 
an alcohol or a phenol. The reaction is highly exothermic, and it gives a quantitative 
yield of a carbamate ester. 


Application: Latex-Free Gloves 


Latex surgical gloves cause severe aller- 
gies for some people, especially health- 
care workers who must wear gloves for 
most of their working day. Latex gloves 
also deteriorate over time or in contact 
with oil-based creams and ointments. 

Latex-free gloves are often made of 
polyurethane, which causes fewer aller- 
gic reactions. These polyurethane materi- 
als can be used with oil- or water-based 
creams and ointments, and they deterio- 
rate less in storage. 


1 
R—N=C=0O + HO—R’ > R—NH—C=—0=R' 
isocyanate alcohol carbamate ester 
(urethane) 
Example 
; 
(C)-s-c=0 + HO—CH,CH, — (C)su—¢—0-cnncn, 


phenyl] isocyanate ethanol 


ethyl-N-phenylcarbamate 
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ee 26-18 


Propose a mechanism for the reaction of phenyl isocyanate with methanol. 


A polyurethane results when a diol reacts with a diisocyanate, a compound 
with two isocyanate groups. The compound shown next, commonly called toluene 
diisocyanate, is frequently used for making polyurethanes. When ethylene glycol 
or another diol is added to toluene diisocyanate, a rapid exothermic reaction gives 
the polyurethane. Low-boiling liquids such as butane are often added to the reaction 
mixture. Heat evolved by the polymerization vaporizes the volatile liquid, producing 
bubbles that convert the viscous polymer to a frothy mass of polyurethane foam. 


N N=C+=O 
lo + HO—CH,CH,—OH 
CH ethylene glycol WA 
3 


toluene diisocyanate 


fe) 
H | 


fe) fe) fe) 
H H | | ow 
“OL OO O—CH,CH, -O— 
CH, CH, 


n 
a polyurethane 


( PROBLEM 26-19 


Explain why the addition of a small amount of glycerol to the polymerization mixture gives 
a stiffer urethane foam. 


( PROBLEM 26-20 


Give the structure of the polyurethane formed by the reaction of toluene diisocyanate with 
bisphenol A. 
Ne 


26-8 Polymer Structure and Properties 


Although polymers are very large molecules, we can explain their chemical and physical 
properties in terms of what we already know about smaller molecules. For example, when 
you spill a base on your polyester slacks, the fabric is weakened because the base hydrolyzes 
some of the ester linkages. The physical properties of polymers can also be explained using 
concepts we have already encountered. Although polymers do not crystallize or melt quite 
like smaller molecules, we can detect crystalline regions in a polymer, and we can measure 
the temperature at which these crystallites melt. In this section, we consider briefly some 
of the important aspects of polymer crystallinity and thermal behavior. 


26-8A Polymer Crystallinity 


Polymers rarely form the large crystals characteristic of other organic compounds, but 
many do form microscopic crystalline regions called crystallites. A highly regular 
polymer that packs well into a crystal lattice will be highly crystalline, and it will gener- 
ally be denser, stronger, and more rigid than a similar polymer with a lower degree of 
crystallinity. Figure 26-5 shows how the polymer chains are arranged in parallel lines 
in crystalline areas within a polymer. 

Polyethylene provides an example of how crystallinity affects a polymer’s 
physical properties. Free-radical polymerization gives a highly branched, low-density 
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FIGURE 26-5  Crystallites are areas 
of crystalline structure within the large 
mass of a solid polymer. 


polyethylene that forms very small crystallites because the random chain branching 
destroys the regularity of the crystallites. An unbranched, high-density polyethylene is 
made using a Ziegler—Natta catalyst. The /inear structure of the high-density material 
packs more easily into a crystal lattice, so it forms larger and stronger crystallites. We 
say that high-density polyethylene has a higher degree of crystallinity, and it is therefore 
denser, stronger, and more rigid than low-density polyethylene. 

Stereochemistry also affects the crystallinity of a polymer. Stereoregular isotactic 
and syndiotactic polymers are generally more crystalline than atactic polymers. By 
careful choice of catalysts, we can make a linear polymer with either isotactic or syn- 
diotactic stereochemistry. 


26-8B Thermal Properties 


At low temperatures, long-chain polymers are glasses. They are solid and unyielding, 
and a strong impact causes them to fracture. As the temperature is raised, the polymer 
goes through a glass transition temperature, abbreviated 7,. Above T,, a highly crys- 
talline polymer becomes flexible and moldable. We say it is a thermoplastic because 
application of heat makes it plastic (moldable). As the temperature is raised further, 
the polymer reaches the crystalline melting temperature, abbreviated T7,,. At this 
temperature, crystallites melt and the individual molecules can slide past one another. 

Above T,,, the polymer is a viscous liquid and can be extruded through spinnerets 
to form fibers. The fibers are immediately cooled in water to form crystallites and then 
stretched (drawn) to orient the crystallites along the fiber, increasing its strength. 

Long-chain polymers with low crystallinity (called amorphous polymers) become 
rubbery when heated above the glass transition temperature. Further heating causes 
them to grow gummier and less solid until they become viscous liquids without definite 
melting points. Figure 26-6 compares the thermal properties of crystalline and amor- 
phous long-chain polymers. 


Application: Controlled-Release 
Drugs 


Drugs are sometimes enclosed in water- 
soluble polymers to control the rate of 
drug release. The polymer breaks down 
in the body over time at a predictable 
rate and gradually releases the drug. 


liquid 


broad 7), 


thermoplastic 


temperature ——> 
temperature ——> 


crystalline polymer amorphous polymer 


FIGURE 26-6 Crystalline and 
amorphous long-chain polymers show 
different physical properties when they 
are heated. 
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1 

or —O—CH,CH,CH,CH 
1 O—CH,CH,CH,CH 
O 
dibuty] phthalate 


3 


3 


These phase transitions apply only to long-chain polymers. Cross-linked polymers 
are more likely to stay rubbery, and they may not melt until the temperature is so high 
that the polymer begins to decompose. 


26-8C Plasticizers 


In many cases, a polymer has desirable properties for a particular use, but it is too 
brittle—either because its glass transition temperature (7,) is above room temperature 
or because the polymer is too highly crystalline. In such cases, addition of a plasticizer 
often makes the polymer more flexible. A plasticizer is a nonvolatile liquid that dis- 
solves in the polymer, lowering the attractions between the polymer chains and allow- 
ing them to slide by one another. The overall effect of the plasticizer is to reduce the 
crystallinity of the polymer and lower its glass transition temperature (7,). 

A common example of a plasticized polymer is poly(vinyl! chloride). The common 
atactic form has a 7, of about 80 °C, well above room temperature. Without a plasticizer, 
“vinyl” is stiff and brittle. Dibutyl phthalate (see the structure at right) is added to the 
polymer to lower its glass transition temperature to about 0 °C. This plasticized material is 
the flexible, somewhat stretchy film we think of as vinyl raincoats, shoes, and even inflat- 
able boats. Dibuty! phthalate is slightly volatile, however, and it gradually evaporates. 
The soft, plasticized vinyl gradually loses its plasticizer and becomes hard and brittle. 


26-9 Recycling of Plastics 


Synthetic polymers are useful in consumer products because they do not readily rot, 
oxidize, or hydrolyze. They are waterproof, flexible, and durable. These same proper- 
ties are problematic when plastic consumer products are discarded in landfills. The 
volume is enormous: between 10% and 15% of solid municipal waste. 

In many cases, however, these discarded polymers can serve as a feedstock for making 
new plastic products because most polymers can be re-melted and recycled. Some of the 
ones that cannot be re-melted can be recycled by using chemical reactions to revert them 
to their monomers, but this process is much more expensive than simply re-melting them. 

Recycled plastics always contain small amounts of impurities such as adhesives, 
labels, and possibly small amounts of other polymers. For that reason, recycled plastics 
have less strength and uniformity than newly made plastics, and they are not used where 
strength is crucial. For example, recycled plastics are not often used for storing food 
products, and they are never used for aviation components. 

In order to recycle plastics economically, the feedstock must consist of just one 
nearly pure polymer. The most important stage of recycling is sorting the plastics by 
their types. Table 26-2 shows how plastics are classified according to a number. These 
numbers and their recycling symbols are molded into most plastic consumer products. 

Once the plastics are sorted by type, they are shredded into small chips. Then the chips 
are washed and floated in a solution that allows metal fragments to sink. Finally, the chips 
are shipped to a manufacturing facility to be re-melted and molded for a new useful life. 


TABLE 26-2 Classes of Polymers for Recycling 


Polymer Symbol New Uses Recycled Uses 
PET Polyester textiles, tire cords, soft Polyester fill fibers, 
poly(ethylene terephthalate) drink and water bottles carpet, paneling, 
01 strapping, furniture 
PET 
HDPE Fuel tanks, bottles, grocery bags, Plastic lumber, trash cans, 
high-density polyethylene plumbing pipe, boats, labware planters, mailboxes 
02 
HDPE 


(continued ) 


TABLE 26-2 (continued) 
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Polymer Symbol New Uses Recycled Uses 
PVC Window frames, raincoats, Plumbing drain pipes, 
poly(vinyl chloride) siding, plumbing pipe, gutters, siding, gutters, toys, plastic 
03 inflatables lumber 
PVC 
LDPE Filmy plastic bags, trash bags, Plastic film and bags 


low-density polyethylene 


packaging, squeezable bottles 


{=> 


04 
LDPE 
PP “Olefin” carpet, rope, dishware, Carpet, rope, tarpaulins 
polypropylene packaging, auto parts, fishing nets 
05 
PP 
PS Toys, electronic gadgets, optics, Clothes hangers, insulation, 
polystyrene styrofoam insulation plastic lumber, containers 


Other: Nylons, polycarbonates, 
acrylics, polyurethanes, ABS, 
etc. 


Essential Terms 


06 


E> 


PS 


All other uses Not usually recycled 


07 


{> 


addition polymer 


amorphous polymer 
anionic polymerization 


atactic polymer 
cationic polymerization 


chain-growth 
polymerization 


condensation polymer 


copolymer 
crystalline melting 
temperature 


crystallinity 
crystallites 


free-radical polymerization 


glass transition 
temperature 


A polymer that results from the addition reactions of alkenes, dienes, or other compounds with 
double and triple bonds. Most addition polymers form by a chain-growth process. (p. 1348) 


A long-chain polymer with low crystallinity. (p. 1363) 

The process of forming an addition polymer by chain-growth polymerization involving an anion 
at the end of the growing chain. (p. 1353) 

A polymer with the side groups on random sides of the polymer backbone. (p. 1355) 

The process of forming an addition polymer by chain-growth polymerization involving a cation at 
the end of the growing chain. (p. 1351) 

The rapid addition of one monomer at a time to a growing polymer chain, usually with a reactive 
intermediate (cation, radical, or anion) at the growing end of the chain. Most chain-growth 
polymers are addition polymers of alkenes and dienes. (p. 1348) 

A polymer that results from condensation (bond formation with loss of a small molecule) between 
the monomers or the polymer segments. Most condensation polymers form by a step-growth 
process that forms ester or amide linkages between any two molecules, not necessarily at the 
end of a growing chain. (p. 1348) 

A polymer made from two or more different monomers. (p. 1358) 


(Tm) The temperature at which melting of the crystallites in a highly crystalline polymer occurs. 
Above T,,, the polymer is a viscous liquid. (p. 1363) 


The relative amount of the polymer that is included in crystallites, and the relative sizes of the 
crystallites. (p. 1362) 


Microscopic crystalline regions found within a solid polymer below the crystalline melting 
temperature. (p. 1362) 


The process of forming an addition polymer by chain-growth polymerization involving a free radical 
at the end of the growing chain. (p. 1349) 


(Ty) The temperature above which a polymer becomes rubbery or flexible. (p. 1363) 


(continued ) 
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homopolymer 
isotactic polymer 
monomer 

nylon 

oligomer 


plasticizer 


polyamide 


polycarbonate 
polyester 
polymer 
polymerization 
polyurethane 
rubber 


step-growth polymerization 


syndiotactic polymer 
thermoplastic 
vulcanization 


Ziegler—-Natta catalyst 


Synthetic Polymers 


A polymer made from identical monomer units. (p. 1358) 

A polymer with all the side groups on the same side of the polymer backbone. (p. 1355) 
One of the small molecules that bond together to form a polymer. (p. 1347) 

The common name for polyamides. (p. 1359) 


A small polymer chain that consists of a few monomer units up to a few dozen monomer 
units. (p. 1358) 

A nonvolatile liquid that is added to a polymer to make it more flexible and less brittle below its glass 
transition temperature. In effect, a plasticizer reduces the crystallinity of a polymer and lowers Tg. 
(p. 1364) 

(nylon) A polymer whose repeating monomer units are bonded by amide linkages, much like the 
peptide linkages in protein. (p. 1359) 

A polymer whose repeating monomer units are bonded by carbonate ester linkages. (p. 1360) 

A polymer whose repeating monomer units are bonded by carboxylate ester linkages. (p. 1360) 

A large molecule composed of many smaller units (monomers) bonded together. (p. 1347) 

The process of linking monomer molecules into a polymer. (p. 1348) 

A polymer whose repeating monomer units are bonded by urethane (carbamate ester) linkages. (p. 1362) 

A natural polymer isolated from latex that exudes from cuts in the bark of the South American rubber 
tree. Alternatively, synthetic polymers with rubber-like properties are called synthetic rubber. 
(p. 1356) 

A polymerization in which any two molecules having the correct functionality can react with each 
other, or two polymer chains can combine. Most step-growth polymers are condensation polymers, 
resulting from the formation of ester or amide linkages between the monomers. (p. 1348) 

A polymer with the side groups on alternating sides of the polymer backbone. (p. 1355) 

A polymer that becomes moldable at high temperature. (p. 1363) 

Heating of natural or synthetic rubber with sulfur to form disulfide cross-links. Cross-linking adds 
durability and elasticity to rubber. (p. 1356) 


Any one of a group of addition polymerization catalysts involving titanium—aluminum complexes. 
Ziegler-Natta catalysts produce stereoregular (either isotactic or syndiotactic) polymers in most 
cases. (p. 1356) 


Essential Problem-Solving Skills in Chapter 26 


Each skill is followed by problem numbers exemplifying that particular skill. 


1 Given the structure of a polymer, determine whether it is a chain-growth polymer 
or a step-growth polymer, and draw the structure of the monomer(s). 


Problems 26-22, 23, 24, 25, 26, 27, 
36, and 37 


2 Given the structures of the monomers, predict whether the polymer will be a 


chain-growth polymer or a step-growth polymer, and draw the structure of the 


polymer chain. 


Problems 26-21, 28, 29, 31, 32, 33, 
and 35 


3 Use mechanisms to show how monomers polymerize under acidic, basic, or 
free-radical conditions. For chain-growth polymerization, determine whether the 
reactive end is more stable as a cation (acidic conditions), anion (basic conditions), 
or free radical (radical initiator). For step-growth polymerization, consider the 


mechanism of the condensation. 


Problems 26-21, 26, 28, 33, and 34 


4 Predict the general characteristics (strength, elasticity, crystallinity, chemical 
reactivity) of a polymer based on its structure, and explain how its physical 


characteristics change as it is heated past Tyg and Tn. 


Problems 26-27, 29, 30, and 32 


5 Explain how chain branching, cross-linking, stereochemistry (isotactic, syndiotactic, 


or atactic), and plasticizers affect the properties of polymers. 


Problems 26-10, 11, and 15 
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Study Problems 


26-21 


26-22 


26-23 


26-24 


26-25 


26-26 


26-27 


26-28 


Polypropylene is used in making polymer banknotes and textiles. 

(a) Give the structure of polypropylene. 

(b) Is this an addition polymer or a condensation polymer? 

(c) What conditions (cationic, anionic, free-radical) would be the most appropriate for polymerization of propylene? 
Explain your answer. 

Polychloroprene, commonly known as neoprene, is widely used in wetsuits and in rubber H Cl 

parts that must withstand exposure to gasoline or other solvents. ( | | ) 

(a) Is neoprene an addition polymer or a condensation polymer? CH,—C=C— CH - 

(b) What monomer is used to make this synthetic rubber? polychloroprene (neoprene) 

Poly(trimethylene carbamate) is used in high-quality synthetic leather. It has the structure HO 

shown. 

(a) What type of polymer is poly(trimethylene carbamate)? en ae 

(b) Is this a chain-growth polymer or a step-growth polymer? 

(c) Draw the products that would be formed if the polymer were completely poly(trimethylene carbamate) 
hydrolyzed under acidic or basic conditions. 

Polystyrene is used in making Petri dishes and various other laboratory containers. HH 

(a) What type of polymer is polystyrene? | | 

(b) Is this an addition polymer or a condensation polymer? . 4 —} 

(c) Suggest what monomer might be used to synthesize this polymer and how the polymerization H C) a 
might be accomplished. 

Zytel® finds extensive use in the automotive and electronics industries. Zytel® has the structure 

shown. polystyrene 

(a) What functional group is contained in the Zytel® structure? 

(b) Is Zytel® a chain-growth polymer or a step-growth polymer? 


O 
(c) Draw the products that would be formed if the polymer were 
completely hydrolyzed under acidic or basic conditions. Pe ee N 
Polyethylene glycol, or Carbowax® [(— O— CH,— CH, —),], y ss 
O 
n 


is widely used as a binder, thickening agent, and packaging 

additive for foods. 

(a) What type of polymer is polyethylene glycol? (We have not Zytel 
seen this type of polymer before.) 

(b) The systematic name for polyethylene glycol is poly(ethylene oxide). What monomer would you use to make 
polyethylene glycol? 

(c) What conditions (free-radical initiator, acid catalyst, basic catalyst, etc.) would you consider using in this 
polymerization? 

(d) Propose a polymerization mechanism as far as the tetramer. 

Ring-opening metathesis polymerization (ROMP, see Section 8-17) is a promising new technique for polymerizing 

cyclic olefins. In its simplest form, the reaction involves a cycloalkene (preferably with some ring strain to drive the 

reaction) whose double bonds undergo metathesis (a trading of partners at the ends of the double bonds) to give a 

polymer containing both single and double bonds. 


n Cc) Ru or Mo catalyst rR~AY 
n 


monomer polymer 


ring-opening metathesis polymerization (ROMP) 


Show which monomers might have reacted to produce the following polymers: 


Polyoxymethylene (polyformaldehyde) is the tough, self-lubricating De/rin® plastic used in gear wheels. 

(a) Give the structure of polyformaldehyde. 

(b) Formaldehyde is polymerized using an acidic catalyst. Using H* as a catalyst, propose a mechanism for the 
polymerization as far as the trimer. 

(c) Is Delrin an addition polymer or a condensation polymer? 
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26-29 = The 2000 Nobel Prize in Chemistry was awarded for work on polyacetylenes. Acetylene can be polymerized using 
a Ziegler—Natta catalyst. The cis or trans stereochemistry of the products can be controlled by careful selection and 
preparation of the catalyst. The resulting polyacetylene is an electrical semiconductor with a metallic appearance. 
cis-Polyacetylene has a copper color, and trans-polyacetylene is silver. 

(a) Draw the structures of cis- and trans-polyacetylene. 

(b) Use your structures to show why these polymers conduct electricity. 

(c) Itis possible to prepare polyacetylene films whose electrical conductivity is anisotropic. That is, the conductivity is 
higher in some directions than in others. Explain how this unusual behavior is possible. 

26-30 Use chemical equations to show how the following accidents cause injury to the clothing involved (not to mention the skin 
under the clothing!). 

(a) An industrial chemist spills aqueous H,SO, on her nylon stockings but fails to wash it off immediately. 

(b) An organic laboratory student spills aqueous NaOH on his polyester slacks. 

26-31 Poly(vinyl alcohol), a hydrophilic polymer used in aqueous adhesives, is made by polymerizing vinyl acetate and then 
hydrolyzing the ester linkages. 

(a) Give the structures of poly(vinyl acetate) and poly(vinyl! alcohol). 

(b) Vinyl acetate is an ester. Is poly(vinyl acetate) therefore a polyester? Explain. 

(c) We have seen that basic hydrolysis destroys the Dacron polymer. Poly(vinyl acetate) is converted to poly(vinyl 
alcohol) by a basic hydrolysis of the ester groups. Why doesn’t the hydrolysis destroy the poly(vinyl! alcohol) 
polymer? 

(d) Why is poly(vinyl alcohol) made by this circuitous route? Why not just polymerize vinyl alcohol? 

26-32 —_ In reference to cloth or fiber, the term acetate usually means cellulose acetate, a semisynthetic polymer made by treating 
cellulose with acetic anhydride. Cellulose acetate is spun into yarn by dissolving it in acetone or methylene chloride and 
forcing the solution through spinnerets into warm air, where the solvent evaporates. 

(a) Draw the structure of cellulose acetate. 

(b) Explain why cellulose acetate is soluble in organic solvents, even though cellulose is not. 

(c) (A true story) An organic chemistry student wore a long-sleeved acetate blouse to the laboratory. She was rinsing a 
warm separatory funnel with acetone when the pressure rose and blew out the stopper. Her right arm was drenched 
with acetone, but she was unconcerned because acetone is not very toxic. About ten minutes later, the right arm of the 
student’s blouse disintegrated into a pile of white fluff, leaving her with a ragged short sleeve and the tatters of a cuff 
remaining around her wrist. Explain how a substance as innocuous as acetone ruined the student’s blouse. 

(d) Predict what usually happens when students wear polyvinyl chloride shoes to the organic laboratory. 

*26-33 One of the earliest commercial plastics was Bakelite®, formed by the reaction of phenol with a little more than one 
equivalent of formaldehyde under acidic or basic conditions. Baeyer first discovered this reaction in 1872, and practical 
methods for casting and molding Bakelite were developed around 1909. Phenol-formaldehyde plastics and resins (also 
called phenolics) are highly cross-linked because each phenol ring has three sites (two ortho and one para) that can be 
linked by condensation with formaldehyde. Suggest a general structure for a phenol-formaldehyde resin, and propose a 
mechanism for its formation under acidic conditions. (Hint: Condensation of phenol with formaldehyde resembles the 
condensation of phenol with acetone, used in Problem 26-17, to make bisphenol A.) 

*26-34 — Plywood and particle board are often glued with cheap, waterproof urea-formaldehyde resins. Two to three moles of 
formaldehyde are mixed with one mole of urea and a little ammonia as a basic catalyst. The reaction is allowed to proceed 
until the mixture becomes syrupy, and then it is applied to the wood surface. The wood surfaces are held together under 
heat and pressure, while polymerization continues and cross-linking takes place. Propose a mechanism for the 
base-catalyzed condensation of urea with formaldehyde to give a linear polymer, and then show how further condensation 
leads to cross-linking. (Hint: The carbonyl group lends acidity to the N—H protons of urea. A first condensation with 
formaldehyde leads to an imine, which is weakly electrophilic and reacts with another deprotonated urea.) 

26-35 The polyester named Lactomer® is an alternating copolymer of lactic acid and glycolic acid. Lactomer is used for 
absorbable suture material because stitches of Lactomer hydrolyze slowly over a two-week period and do not have 
to be removed. The hydrolysis products, lactic acid and glycolic acid, are normal metabolites and do not provoke an 
inflammatory response. Draw the structure of the Lactomer polymer. 


O 
O HO 
Hol NL ae 
OH CH3 
glycolic acid lactic acid 


26-36 Compare the molecular structures of cotton and polypropylene, the two major components of thermal underwear. One of 
these gets wet easily and holds the water in contact with the skin. The other one does not get wet, but wicks the water away 
from the skin and feels relatively dry to the touch. Explain the difference in how these two fabrics respond to moisture. 
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APPENDIX 1A NMR: Spin-Spin Coupling Constants 


Type J, Hz Type J, Hz 
H H 
SA Ae 
Ne i= ge 4-10 
/\ >C—H 
H | 
4 
>CH—CH 2-9 NcZy 
re Sc=co 0.5-2.5 
withfree rotation ~7 ‘ Pew -2. 
| | | 
° ( i Yan ‘i ~0 | 
H Pica H at 
on 
CH3—CH)—X 65-75 
Wn mg A 
CH3 -C=CH—CH=CL 9-13 
CH—X 5.5-7.0 
os >cH—C=C—H 2-3 
( y a,a5—10 LH 
H—C—C—H a,e2-4 NcH—c 1-3 
| | e,e 2-4 a So 
xX Y 
H H 
~ 2 N 2 
po Ce 0.5-3 p~e-—CL__ LH 6-8 
. T 
H. H O 
N Z 
Pi a OO 7=12 
H ortho 6-9 
once 13-18 meta 1-3 
H para 0-1 


a = axial, e = equatorial 
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Structural type 


TEMS; 0.000 aids sesnacsincres aeonsasau ceases ical spel ase esaaliasedl sade] tacdlncds [easel aad lesaalicad] eazall tel sada) tacdl bead sasd|ecds lead andl eacall teed] aneeheedelecesliace| eds 


= 
CH, 


ROH, monomer, very dilute:solution: ..:),.0::| 24s |eas<|sssala cas] ceva] cosas ade] sees [esa] oad |aaea| vase) easel ceva] ease] ena] dacs lavas sass [oad] seca sail aavaaves|eces| seca seas 


CH; 


H,—, cyclopropane 1... 0.0... Magiladepl|sas [dawaltestalndeie|toatllieoan]acadlanet|eaesllaxieal| aaa taultsan [tsa ’ltted[aaaule sul uadel| sate) audull 28a] saan esawhealea |newallsapee 


ay, ee sata siaadtoneanag tees ses banda) adse sass) sis lanes) steel oath seinal Goud etal Sad] abel lohss| seins] 4s aviS| seas) sade fan tal iced ac doll eataul cael senso 


R)NH’, 0.1—0.9 mole fraction in an inert s 


| | 
aa aac Tic, OL OR, CIN i served se cs el xa sac | odes en eevee leo saa avclergdl addled 


RNH,', 0.1—0.9 mole fraction in an inert s 


| 
=0 
| 


| 
sa (X =F. Cl, Br, EOH; OR; OAK, N) sis hesss|asielcase|savalcossfecas| sees soeehaadsloess [eave caae fosial sens esas [exes] dada loads agal| sae 
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H— 


—H (sattivated)).s.scaxssscssas.acianess seu) sail eaal| saarelfaasfaisas [ueda| nandienilaesclladaall sda) dascal seca [scaallaeval eaail dasal asde|Adaullsaad|osealaadalacsalsed 


C=C—,, nonconjugated .. .... .... sical aadisl cats [cece [ac oaldaaallsaea|seaa| saeel sandlasial ages |ecga|eoee|Siaalaasa|soad) sous) cbeleaed fess fina’ 


C=C—, conjugated... .... 00... apa) santa <a [sina tiga] sand sadist sl igi tants deena 4a saa] Sica isa Lsaeal| ana ha nll ages Saaa| tes 


13 12 


11 


10 


6 Value and range? 


OLVEME |iidsal| vend ada] eadallesasd least laaao leeds] getedl iaaes facse|| anes ansallieaa| e008 kaa Snaialteeee| sual etal] aves 


OL VENI |, ss asia sdaceleasctlccinsd unas feats aaa laeisal| wna] dal oats Leendls'v [yay sfdne| nade Moena aadalledealladea e 


1 


0 


* Normally, absorptions for the functional groups indicated will be found within the range shown in black. Occasionally, a functional group will 


absorb outside this range. Approximate limits are indicated by extended outlines. 


> Absorption positions of these groups are concentration-dependent and are shifted to lower 6 values in more dilute solutions. 
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Structural type 5 Value and range? 


14 13 12 11 10 9 8 7 6 5 4 3 2 1 0 
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He 
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CH,» =CZ 


~ conjugated . .... 2. ee shail gece lsadallcdee| onal ceva] eaina| stan] saa A]eass [eee ava) deve| see] cos] Saeed [oa 4e[ dues exes ean a]e eed] cavsbasdlisalieael sens 


ArOH?, polymeric association .. 0... 0... seteleceelecse[eceelecelsceelecesleceeleceeleceelecee| eee. | - - nmin)... ) oc. [ecccleceeleceeleeee[eceefecee| eaee 


H 
Sa) Re 
C=C. , 


conjugated 0.0... soail eeaelleieel eves levwal ayacl agua epeel dasa fae] sauel eas lea feeapes 


H 


=~ 
Se” : : 
Z=C., acyclic, conjugated. .... svaalfevare onads ende |laweal reds twas aeacel| satel Saws ema tae’ hesalltond anaes 
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RNH;*, R,NH)*, and R3NH*, (trifluoroacetic acid solution) .|....J....Jeccfecce)ecee] ecm |ecee]ecee[eee[eecefeceefeces|eeedecee/ecee|eceefeeee|eees{eree| eens 
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cy 
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a Sou? 

RCHO, aliphatic, a, B-unsaturated . ....)....)....J..0 Jc pefenpefen)e 
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|_| 
x 
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RCO35H, dimer, in nonpolar solvents ...}....]..ah-5 


14 13 12 11 10 9 8 7 6 5 4 3 2 1 0 


* Normally, absorptions for the functional groups indicated will be found within the range shown in black. Occasionally, a functional group will 
absorb outside this range. Approximate limits are indicated by extended outlines. 


> Absorption positions of these groups are concentration-dependent and are shifted to lower 6 values in more dilute solutions. 
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N 
~C=0 Ketone =a 
Sc=0 Aldehyde ms 
Sh : 
yo=0 Acid al 
Sc=0 Ester, amide, ese 
a acid chloride 
ae =Ss Thioketone ; 
~S : 
UCS=N ~  Azomethine =a 
—C=N Nitrile ico 
Nn , 
ZL =N A Heteroaromatic a 
~N Za 
— a ae | 
UL Cc -_ Alkene 
SA : 
go=C = Aromatic ea 
Sse : 
ZL=C __ Heteroaromatic ee | 
—C=C— _Alkyne EES 
N 
>Cc—C = (C Quaternary) [saat 
~ 
Sc—oL es 
=< 7 
as N a 
wo S 
N 
pal — Halogen 
— : 
_CH— Cc ~ (C Tertiary) ee | 
N 
 CH—O_ 
ScH—N rae 
Z N 
N 
Po ae Be 
>CH— Halogen aa 
—CH,—C— _(C Secondary) Sa) otenal 
—CH,—O_ 
Za 
—CH,—N._ zz 
=O 8 a= 
— CH) —Halogen =a) 
H3C —C = (C Primary) eae | 
H3C—O_ az 
Z 
RCN ome 
H3C—S_ (=x) 
H3C — Halogen BaSay 
Resonances of 
common solvents IcH,,co| cs| CH,COOH Cl, . €cl,| CHE, CH,OH | GH,),CO 
CF,CQOH 1,4Dioxane DMSO 


ppm (TMS) 220 210 200 190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 O 


*Relative to internal tetramethylsilane. 
Copyright 1998 by Bruker Analytik GmbH. Used by permission. 
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APPENDIX 2B IR: Characteristics Infrared Absorptions of Functional Groups 


Group 


A. Hydrocarbon chromophore 
1.C—H stretching 
a. Alkane 
b. Alkene, monosubstituted 
(vinyl) 
Alkene, disubstituted, cis 
Alkene, disubstituted, trans 
Alkene, disubstituted, gem 
Alkene, trisubstituted 
c. Alkyne 
d. Aromatic 
2.C—H bending 
a. Alkane, C—H 
Alkane, — CH)— 
Alkane, — CH3 


Alkane, gem-dimethy] 


Alkane, tert-butyl 


b. Alkene, monosubstituted (vinyl) 


Alkene, disubstituted, cis 
Alkene, disubstituted, trans 


Alkene, disubstituted, gem 


Alkene, trisubstituted 

c.Alkyne 

d. Aromatic, substitution type:> 
Five adjacent 
hydrogen atoms 
Four adjacent hydrogen atoms 
Three adjacent hydrogen atoms 
Two adjacent hydrogen atoms 
One hydrogen atom 

3. C—C multiple bond stretching 

a. Alkene, nonconjugated 
Alkene, monosubstituted (vinyl) 
Alkene, disubstituted, cis 
Alkene, disubstituted, trans 
Alkene, disubstituted, gem 
Alkene, trisubstituted 
Alkene, tetrasubstituted 
Diene 


b. Alkyne, monosubstituted 
Alkyne, disubstituted 
c. Allene 


d. Aromatic 


Range 
Intensity? (cm) 


m-s 2962-2853 

m 3040-3010 

and m 3095-3075 

m 3040-3010 

3040-3010 

3095-3075 

3040-3010 
~3300 
~3030 


w ~1340 
m 1485-1445 
m 1470-1430 


and s 1380-1370 
s 1385-1380 
and s 1370-1365 
m 1395-1385 
and s ~1365 
s 995-985 
s 915-905 
and s 1420-1410 
s ~690 
s 970-960 
and m 1310-1295 
s 895-885 
and s 1420-1410 
s 840-790 
s ~630 
Vv, ~750 
and v, s ~700 
Vv, S ~750 
v,m ~780 
v,m ~830 
v,m ~880 
Vv 1680-1620 
m ~1645 
m ~1658 
m ~1675 
m ~1653 
m ~1669 
w ~1669 
w ~1650 
and w ~1600 


m 2140-2100 
v,w 2260-2190 


m ~1960 
and m ~1060 
v ~1600 
v ~1580 
m ~1500 
and m ~1450 


Group 


B. Carbonyl chromophore 
1. Ketone stretching vibrations 

a. Saturated, acyclic 

b. Saturated, cyclic: 
6-Membered ring (and higher) 
5-Membered ring 
4-Membered ring 

c. a, B-Unsaturated, acyclic 

d. a, B-Unsaturated, cyclic: 
6-Membered ring (and higher) 
5-Membered ring 

e. a, B, a’, B’-Unsaturated, acyclic 

f. Aryl 

g. Diaryl 

h. B-Diketones 

i. B-Diketones (enolic) 

j. 1,4-Quinones 

k. Ketenes 

2. Aldehyes 

a. Carbonyl stretching vibrations: 
Saturated, aliphatic 
a, B-Unsaturated, aliphatic 
a, B, y, 6-Unsaturated, aliphatic 
Aryl 

b. C—H stretching vibrations, 
two bands 


3. Ester stretching vibrations 
a. Saturated, acyclic 
b. Saturated, cyclic: 
6-Lactones (and larger rings) 
y-Lactones 
f-Lactones 
c. Unsaturated: 
vinyl ester type 
a, B-Unsaturated and aryl 
a, B-Unsaturated 5-lactone 
a, B-Unsaturated, y-lactone 
a, y-Unsaturated, y-lactone 
d. «-Ketoesters 
e. B-Ketoesters (enolic) 
f. Carbonates 
g. Thioesters 
4. Carboxylic acids 
a. Carbony] stretching vibrations: 
Saturated aliphatic 
a, B-Unsaturated aliphatic 
Aryl 
b. Hydroxyl stretching (bonded), 
several bands 
c. Carboxylate anion 
stretching 
5. Anhydride stretching vibrations 
a. Saturated, acyclic 


Intensity? 


ANANDA AANAAN nnnn 


nnnn 


ANAAAAANAAN 


Range 
(cm) 


1725-1705 


1725-1705 
1750-1740 
~1775 
1685-1665 


1685-1665 
1725-1708 
1670-1663 
1700-1680 
1670-1660 
1730-1710 
1640-1540 
1690-1660 
~2150 


1740-1720 
1705-1680 
1680-1660 
1715-1695 


2900-2820 
2775-2700 


1750-1735 


1750-1735 
1780-1760 
~1820 


1800-1770 
1730-1717 
1730-1717 
1760-1740 
~1800 
1755-1740 
~1650 
1780-1740 
~1690 


1725-1700 
1715-1690 
1700-1680 


2700-2500 
1610-1550 
1400-1300 


1850-1800 
1790-1740 
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Group 
b. a, 6-Unsaturated and aryl, s 
acyclic anhydrides and s 
c. Saturated, 5-membered s 
ring anhydrides and s 
d. a, 6-Unsaturated, s 
5-membered ring and s 
6. Acyl halide stretching vibrations 
a. Acyl fluorides S 
b. Acyl chlorides S 
c. Acyl bromides S 
d. a, 6-Unsaturated and aryl s 
and m 
7. Amides 
a. Carbony] stretching vibrations: 
Primary, solid and concentrated 
solution Ss 
Primary, dilute solution s 
Secondary, solid and concentrated 
solution Ss 
Secondary, dilute solution s 
Tertiary, solid and all solutions s 
Cyclic, 6-lactams s 
Cyclic, y-lactams s 
Cyclic, y-lactams, fused to 
another ring S 
Cyclic, B-lactams s 
Cyclic, B-lactams, fused to another 
ring, dilute solution s 
Ureas, acyclic Ss 
Ureas, cyclic, 6-Membered ring Ss 
Ureas, cyclic, 5-Membered ring Ss 
Urethanes Ss 
Imides, acyclic s 
and s 
Imides, cyclic, s 
6-membered ring and s 
Imides, cyclic, «, B-unsaturated, s 
6-membered ring and s 
Imides, cyclic, 5-membered Ss 
ring and s 
Imides, cyclic, «, B-unsaturated, Ss 
5-membered ring and s 
b. N—H stretching vibrations: 
Primary, free; two bands m 
and m 
Primary, bonded: m 
two bands and m 
Secondary, free; one band m 
Secondary, bonded; one band m 
c. N—H bending vibrations: 
Primary amides, dilute solution s 
Secondary amides S 


Intensity? 


Range 
(cm) 


1830-1780 
1770-1720 
1870-1820 
1800-1750 
1850-1800 
1830-1780 


~1850 

~1795 

~1810 
1780-1750 
1750-1720 


~1650 
~1690 


1680-1630 

1700-1670 

1670-1630 
~1680 
~1700 


1750-1700 
1760-1730 


1780-1770 
~1600 
~1640 
~1720 

1740-1690 
~1710 
~1700 
~1710 

1700 
~1730 
~1670 
~1770 
~1700 
~1790 
~1710 


~3500 
~3400 
~3350 
~3180 
~3430 


3320-3140 


1620-1590 
1550-1510 


Group Intensity? 
C. Miscellaneous chromophoric groups 
1. Alcohols and phenols 
a. O—H stretching vibrations: 
Free O—H v, sh 


Intermolecuarly hydrogen bonded 
O—H change or dilution 


IR: Characteristics Infrared Absorptions of Functional Groups (continued) 


Single bridge compounds v, sh 
Polymeric association s,b 
Intramolecularly hydrogen 
bonded (no change on dilution) 
Single-bridge compounds v, sh 
Chelate compounds w, b 
b. O—H bending and C—O 
stretching vibrations: 
Primary alcohols s 
and s 
Secondary alcohols s 
and s 
Tertiary alcohols s 
and s 
Phenols s 
and s 
2. Amines 
a. N—H stretching vibrations: 
Primary, free; two bands m 
and m 
Secondary, free; one band m 
Imines (—N—H); one band m 
Amine salts m 
b. N—H bending vibrations: 
Primary s-m 
Secondary w 
Amine salts s 
and s 
c. C—N vibrations: 
Aromatic, primary s 
Aromatic, secondary s 
Aromatic, tertiary s 
Aliphiatic w 
and w 
3. Unsaturated nitrogen compounds 
a. C=N stretching vibrations: 
Alkyl nitriles m 
a, 6-Unsaturated alkyl nitriles m 
Ary] nitriles m 
Isocyanates m 
Isocyanides m 
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Range 
(cm) 


3650-3590 


3550-3450 
3400-3200 


3570-3450 
3200-2500 


~1050 
1350-1260 
~1100 
1350-1260 
~1150 
1410-1310 
~1200 
1410-1310 


~3500 

~3400 
3500-3310 
3400-3300 
3130-3030 


1650-1590 

1650-1550 

1600-1575 
~1500 


1340-1250 
1350-1280 
1360-1310 
1220-1020 
~1410 


2260-2240 
2235-2215 
2240-2220 
2275-2240 
2220-2070 


b. (C==N— stretching vibrations (imines, oximes) 


a 

stretching vibrations (imines, oximes) 

Alkyl compounds v 

a, B-Unsaturated compounds Vv 
c. —N=N-— stretching vibrations, 

azo compounds v 
d. —N=C—=N— stretching 

vibrations, diimide Ss 
e. —N3 stretching vibrations, Ss 

azides and w 


1690-1640 
1660-1630 


1630-1575 


2155-2130 
2160-2120 
1340-1180 


(Continued) 
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APPENDIX 2B IR: Characteristics Infrared Absorptions of Functional Groups (continued) 


Range Range 
Group Intensity? (cm) Group Intensity? (cm~') 
f. C—NO, nitro compounds: b. C=S stretching vibrations s 1200-1050 
Aromatic s 1570-1500 c. S=O stretching vibrations 
(Aromatic intro compounds) and s 1370-1300 Sulfoxides s 1070-1030 
Aliphatic s 1570-1550 Sulfones s 1160-1140 
and s 1380-1370 and s 1350-1300 
g.O—NObp, nitrates Ss 1650-1600 Sulfites Ss 1230-1150 
and s 1300-1250 and s 1430-1350 
h.C—NO, nitroso compound s 1600-1500 Sulfony! chlorides s 1185-1165 
i. O—NO, nitrites Ss 1680-1650 and s 1370-1340 
and s 1625-1610 Sufonamides s 1180-1140 
4. Halogen compounds, C——X stretching vibrations and s 1350-1300 
a.C—F s 1400-1000 Sulfonic acids Ss 1210-1150 
b.C—Cl S 800-600 s 1060-1030 
c.C—Br S 600-500 and s ~650 
d.C—I Ss ~500 Thioesters (C—=O)S Ss ~1690 
5. Sulfur compounds 
a. S—H stretching vibrations w 2600-2550 
@ Abbreviations: s = strong, m = medium, w = weak, v = variable, b = broad, sh = sharp, ~ = approximately 


> Substituted benzenes also show weak bands in the 2000-1670 cm"! region 
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Methods and In this appendix, we consider how an organic chemist systematically approaches a 
Suggestions mechanism problem. Although there is no “formula” for solving all mechanism prob- 


for Proposing 


lems, this stepwise method should provide a starting point for you to begin building 
experience and confidence. Solved problems that apply this approach appear on pages 


Mechanisms 226, 387, 583, 971, 1128, 1170, and 1218. 


Determining the Type of Mechanism 


First, determine what conditions or catalysts are involved. In general, reactions may be classified as (a) involving strong 
electrophiles (includes acid-catalyzed reactions), (b) involving strong nucleophiles (includes base-catalyzed reactions), or 
(c) involving free radicals. These three types of mechanisms are quite distinct, and you should first try to determine which 
type is involved. If uncertain, you can develop more than one type of mechanism and see which one fits the facts better. 


(a) In the presence of a strong acid or a reactant that can give a strong electrophile, the mechanism probably 
involves strong electrophiles as intermediates. Acid-catalyzed reactions and reactions involving carbocations 
(such as the Sy1, El, and most alcohol dehydrations) generally fall in this category. 

(b) In the presence of a strong base or strong nucleophile, the mechanism probably involves strong nucleophiles 
as intermediates. Base-catalyzed reactions and those whose rates depend on base strength (such as Sy2 and 
E2) generally fall in this category. 

(c) Free-radical reactions usually require a free-radical initiator such as chlorine, bromine, NBS, AIBN, or a per- 
oxide. In most free-radical reactions, there is no need for a strong acid or base. 


Points to Watch in All Mechanisms 


Once you have determined which type of mechanism is likely, some general principles can guide you in proposing a mecha- 
nism. Regardless of the type of mechanism, however, you should follow three general rules in proposing a mechanism: 


1. Draw all bonds and all substituents of each carbon atom affected throughout the mechanism. Do not use 
condensed or line—angle formulas for reaction sites. Three-bonded carbon atoms are most likely reactive inter- 
mediates: carbocations in reactions involving strong electrophiles, carbanions in reactions involving strong nucleo- 
philes, and free radicals in radical reactions. If you draw condensed formulas or line—angle formulas, you might 
misplace a hydrogen atom and show a reactive species on the wrong carbon. 
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2. Show only one step at a time. Do not show two or three bonds changing position in one step unless the 
changes really are concerted (take place simultaneously). For example, three pairs of electrons really do move 
in one step in the Diels—Alder reaction; but in the dehydration of an alcohol, protonation of the hydroxyl group and 
loss of water are two separate steps. 


3. Use curved arrows to show movement of electrons, always from the nucleophile (electron donor) to the 
electrophile (electron acceptor). For example, a proton has no electrons to donate, so a curved arrow should never be 
drawn from H* to anything. When an alkene is protonated, the arrow should go from the electrons of the double bond 
to the proton. Don’t try to use curved arrows to “point out” where the proton (or other reagent) goes. In a free-radical 
reaction, half-headed arrows show single electrons coming together to form bonds or separating to give other radicals. 


Approaches to Specific Types of Mechanisms 


Reactions Involving Strong Electrophiles General principles: When a strong acid or electrophile is present, expect 
intermediates that are strong acids and strong electro-philes. Cationic intermediates are common, but avoid drawing 
any ion with more than one + charge. Carbocations, protonated (three-bonded) oxygen atoms, protonated (four-bonded) 
nitrogen atoms, and other strong acids might be involved. Any bases and nucleophiles in such a reaction are generally 
weak. Avoid drawing carbanions, hydroxide ions, alkoxide ions, and other strong bases. They are unlikely to coexist 
with strong acids and strong electrophiles. 

Functional groups are often converted to carbocations or other strong electrophiles by protonation or by reaction 
with a strong electrophile; then the carbocation or other strong electrophile reacts with a weak nucleophile such as 
an alkene or the solvent. 


1. Consider the carbon skeletons of the reactants and products, and identify which carbon atoms in the products are 
most likely derived from which carbon atoms in the reactants. 


2. Consider whether any of the reactants is a sufficiently strong electrophile to react without being activated. If not, 
consider how one of the reactants might be converted to a strong electrophile by protonation of a basic site, com- 
plexation with a Lewis acid, or ionization. 


3. Consider how a nucleophilic site on another reactant (or, in a cyclization, another part of the same molecule) can 
attack this strong electrophile to form a bond needed in the product. Draw the product of this bond formation. 
¢ Ifthe intermediate is a carbocation, consider whether it is likely to rearrange to form a bond in the product. 
¢ If there is no possible nucleophilic attack that leads in the direction of the product, consider other ways of 
converting one of the reactants to a strong electrophile. 


4. Consider how the product of nucleophilic attack might be converted to the final product (if it has the right carbon 
skeleton) or reactivated to form another bond needed in the product. 


5. Draw out all the steps, using curved arrows to show movement of electrons. Be careful to show only one step at a time. 


Reactions Involving Strong Nucleophiles General principles: When a strong base or nucleophile is present, expect 
intermediates that are strong bases and strong nucleophiles. Anionic intermediates are common, but avoid drawing 
any ions with more than one negative charge. Alkoxide ions, hydroxide ions, stabilized carbanions, and other strong 
bases might be involved. Any acids and electrophiles in such a reaction are generally weak. Avoid drawing carboca- 
tions, free H*, protonated carbonyl groups, protonated hydroxyl groups, and other strong acids. They are unlikely to 
coexist with strong bases and strong nucleophiles. 

Functional groups are often converted to strong nucleophiles by deprotonation of the group itself; by deprotonation 
of the alpha position of a carbonyl group, nitro group, or nitrile; or by attack of another strong nucleophile. Then the 
resulting carbanion or other nucleophile reacts with a weak electrophile such as a carbonyl group, an alkyl halide, or 
the double bond of a Michael acceptor. 


1. Consider the carbon skeletons of the reactants and products, and identify which carbon atoms in the products are most 
likely derived from which carbon atoms in the reactants. 


2. Consider whether any of the reactants is a sufficiently strong nucleophile to react without being activated. If not, 
consider how one of the reactants might be converted to a strong nucleophile by deprotonation of an acidic site or 
by attack on an electrophilic site. 


3. Consider how an electrophilic site on another reactant (or, in a cyclization, another part of the same molecule) can un- 
dergo attack by the strong nucleophile to form a bond needed in the product. Draw the product of this bond formation. 
¢ If no appropriate electrophilic site can be found, consider another way of converting one of the reactants to 

a strong nucleophile. 
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4. Consider how the product of nucleophilic attack might be converted to the final product (if it has the right carbon 
skeleton) or reactivated to form another bond needed in the product. 


5. Draw out all the steps, using curved arrows to show movement of electrons. Be careful to show only one step at a time. 


Reactions Involving Free Radicals General principles: Free-radical reactions generally proceed by chain-reaction 
mechanisms, using an initiator with an easily broken bond (such as chlorine, bromine, or a peroxide) to start the chain 
reaction. In drawing the mechanism, expect free-radical intermediates (especially highly substituted or resonance- 
stabilized intermediates). Cationic intermediates and anionic intermediates are not usually involved. Watch for the 
most stable free radicals, and avoid high-energy radicals such as hydrogen atoms. 


Initiation 
1. Draw a step involving homolytic (free-radical) cleavage of the weak bond in the initiator to give two radicals. 


2. Draw a reaction of the initiator radical with one of the starting materials to give a free-radical version of the start- 
ing material. 

The initiator might abstract a hydrogen atom or add to a double bond, depending on what reaction leads toward the 

observed product. You might want to consider bond-dissociation energies to see which reaction is energetically favored. 


Propagation 


1. Draw a reaction of the free-radical version of the starting material with another starting material molecule to form a 
bond needed in the product and generate a new radical intermediate. Two or more propagation steps may be needed 
to give the entire chain reaction. 


Termination 


1. Draw termination steps showing the recombination or destruction of radicals. Termination steps are side reactions 
rather than part of the product-forming mechanism. Reaction of any two free radicals to give a stable molecule is a 
termination step, as is a collision of a free radical with the container. 
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Suggestions In this appendix, we consider how an organic chemist systematically approaches a 
for Developi ng multistep synthesis problem. As with mechanism problems, there is no reliable formula 
that can be used to solve all synthesis problems, yet students need guidance in how they 


Multistep Syntheses should begin. 


In a multistep synthesis problem, the solution is rarely immediately apparent. A synthesis is best developed sys- 
tematically, working backward (in the retrosynthetic direction) and considering alternative ways of solving each stage 
of the synthesis. A strict retrosynthetic approach requires considering all possibilities for the final step, evaluating 
each reaction, and then evaluating every way of making each of the possible precursors. 

This exhaustive approach is very time-consuming. It works well on a large computer, but most organic chemists 
solve problems more directly by attacking the crux of the problem: steps that build the carbon skeleton. Once the 
carbon skeleton is assembled (with usable functionality), converting the functional groups to those required in the 
target molecule is relatively easy. 

The following steps suggest a systematic approach to developing a multistep synthesis. These steps should help 
you organize your thoughts and approach syntheses like many organic chemists do: in a generally retrosynthetic 
direction, but with primary emphasis on the crucial steps that form the carbon skeleton of the target molecule. Solved 
problems that apply this approach appear on pages 450, 513, and 581. 


1. Review the functional groups and carbon skeleton of the target compound, considering what kinds of reactions 
might be used to create them. 


2. Review the functional groups and carbon skeletons of the starting materials (if specified), and see how their skel- 
etons might fit together into the skeleton of the target compound. 


3. Compare methods for assembling the carbon skeleton of the target compound. Which ones produce a key 
intermediate with the correct carbon skeleton and functional groups correctly positioned for conversion to the 
functionality in the target molecule? 

Also notice what functional groups are required in the reactants for the skeleton-forming steps and whether 
they are easily accessible from the specified starting materials. 


7. 
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4. Write down the steps involved in assembling the key intermediate with the correct carbon skeleton. 


Compare methods for converting the key intermediate’s functional groups to those in the target compound, and 
select reactions that are likely to give the correct product. Reactive functional groups are often added late in a syn- 
thesis to prevent them from interfering with earlier steps. 


Working backward through as many steps as necessary, compare methods for synthesizing the reactants needed 
for assembly of the key intermediate. (This process may require writing several possible reaction sequences and 
evaluating them, keeping in mind the specified starting materials.) 


Summarize the complete synthesis in the forward direction, including all steps and all reagents, and check it for 
errors and omissions. 


APPENDIX 4 pK, Values for Representative Compounds 


Compound pK, Compound pK, Compound pK, 
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APPENDIX 4 pKa Values for Representative Compounds (continued) 


Compound pK, Compound pK, Compound pK, 
XK 
NM 8.0 NH; 10.67 een 17 
aa ? i (CH3)3COH 18 
; 
H2NNH3 8.1 CH;CCH>COEt 10.7 
fe) 
] (CH;)9NH> 10.72 CH3CCH; 20 
CH,COOH 8.2 ' 
0 Cc nas CH;COEt 24.5 
7% HC=cH 25 
=N 8.36 ey 
van CH,C=N 25 
o- cS 
: 
CH3CH»,NO> 8.6 =N 11.27 T 
a CHyCN(CH}), 30 
CH,CCH,CCH, 8.9 HPO? ‘ea NH; 36 
N —" 
ioe &9 CF,CH,OH 12.4 H—H 36 
ws n Il | { ) _ 
HC=N 9.22 EtOCCH,COEt 13.3 be 
NH, — HC=CCH,OH 13.5 CH.NH, i 
oO 
| [(CH3),CH],NH 40 
. ‘ ) on a H,NCNH> 13.7 
CH 
HOCH3CH;NH; 9.5 7 C )-cn re 
* : CH;NCH3CH30H = 13.9 
(CH3)3NH 9.74 | 
CH, 
= 43 
+ |l 
H3NCH,CO- 9.8 No NH 14.4 
pa CH;>=CHCH, 43 
OH 10.0 oo as CH;=CH, 44 
H,0 15.7 . 
CH,CH,OH 15.9 Vv 
CH; OH 10.2 0 a . 
HCO; 10.2 CH;CNH, 16 CH3CH3 50 
HN-{ on 10.3 
/ \ “19 
CH3CH2SH 10.5 N 
H 
CH;CH,NH, 10.64 
+ 
CH;NH, 10.64 
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EE APPENDIX 5 


An earlier version of this document was created in the 1970s by various faculty mem- Summary 
bers at California Polytechnic State University. This version has been revised and of Organic 
expanded by Jan William Simek. Nomenclature 


Introduction 


The purpose of the IUPAC system of nomenclature is to establish an international standard of naming compounds to 
facilitate communication. The goal of the system is to give each structure a unique and unambiguous name, and to 
correlate each name with a unique and unambiguous structure. 


1. Fundamental Principle 


IUPAC nomenclature is based on naming a molecule’s longest chain of carbons connected by single bonds, whether in 
a continuous chain or in a ring. All deviations—either multiple bonds or atoms other than carbon and hydrogen—are 
indicated by prefixes or suffixes according to a specific set of priorities. 


ll. Alkanes and Cycloalkanes (also called “aliphatic” compounds) 


Alkanes are the family of saturated hydrocarbons—that is, molecules containing carbon and hydrogen connected by single 
bonds only. These molecules can be in continuous chains (called linear or acyclic) or in rings (called cyclic or alicyclic). 
The names of alkanes and cycloalkanes are the root names of organic compounds. Beginning with the five-carbon alkane, 
the number of carbons in the chain is indicated by the Greek or Latin prefix. Rings are designated by the prefix cyclo-. (In 
the geometrical symbols for rings, each apex represents a carbon with the number of hydrogens required to fill its valence.) 


C, CHy methane Cy.  CH3[CH»];oCH3 dodecane 
C,  CH;CH; ethane C3 CH3[CH»];;CH3 _ tridecane 
C3; CH3;CH,CH3 propane Cyi4 CH3[CH2],2CH3 _ tetradecane 
Cy,  CHs3[CH],CH3; butane Coo CH3[CH2];gCH3 icosane 
Cs; CH3[CH,];CH3 pentane Cy, CH3[CH2];o9CH3 henicosane 
Cs  CH3[CH2]4CH3 hexane Cy.  CH3[CH2]x9CH3 docosane 
C, CH3[CH,];CH3 heptane C53 CH3[CH2]2;CH3 __ tricosane 
Cg CHs3[CH»]6CH3 octane C39 CH3[CH2]2.3CH3 _ triacontane 
Cog CH3[CH»]7CH3 —nonane C3, CH3[CH2]2oCH3  hentriacontane 
Cig CH3[CH2]gCH3; decane Cyo CH3[CH»]33CH3  tetracontane 
C,; CH3[CH»]loCH3; undecane Csq CH3[CH»2]4sCH3 pentacontane 
HL zu 
J\ 7 A. KE _ [| CQ 
cyclopropane W 7 cyclobutane cyclopentane cyclohexane cycloheptane cyclooctane 


The IUPAC system of nomenclature is frequently revised. The 1993 guidelines place the position number 
close to the functional group designation; however, you should be able to use and recognize names in either 
the old or the new style. Ask your instructor which system to use. 
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lll. Nomenclature of Molecules Containing Substituents and Functional Groups 


A. Priorities of Substituents and Functional Groups 


LISTED HERE FROM HIGHEST TO LOWEST PRIORITY, except that the substituents within Group C have 
equivalent priority. 


Group A—Functional Groups Named by Prefix or Suffix 


Functional Group Structure Prefix Suffix 
l| 

Carboxylic Acid R—C—OH carboxy- -oic acid 

(-carboxylic acid) 

i 

Aldehyde R—C—H OXO- -al 

(formyl) (carbaldehyde) 

i 

Ketone R—C—R OXO- -one 

Alcohol R—O—H hydroxy- -ol 

a ; 
Amine R— an amino- -amine 


Group B—Functional Groups Named by Suffix only 


Functional Group Structure Prefix Suffix 
ae 3 

Alkene C=C 2 -ene 
J \ 

Alkyne —C=C— es tbe -yne 


Group C—Substituent Groups Named by Prefix Only 


Substituent Structure Prefix Suffix 
Alkyl (see below) R— alkyl > 
Alkoxy R—O— alkoxy- 9 = 


Alkoxy groups take the name of the alkyl group (like methyl or ethyl), drop the -y/, and add -oxy. CH30 is 
methoxy; CH3CH,0O is ethoxy. 


Halogen F— fluoro- w= 
Cl chloro- 00 w======= 

Br— bromo- === 

l— jodo- were 


Miscellaneous substituents and their prefixes 


—NO, —CH=CH, —CH,CH=CH, —< ) 


nitro vinyl allyl 
phenyl 
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Common alkyl groups—teplace -ane ending of alkane name with -y/. Alternate names for complex substituents are 
given in brackets. 


—CH; —CH,CH,; — CH,CH,CH; —CH,CH,CH,CH; 
methyl ethyl propyl (n-propyl) butyl (n-butyl) 
CH; ib CH; CH 
—CH —CH —CH,—CH —C—CH, 
\ \ BN | 
CH; CH,CH; CH, CH, 
isopropyl sec-butyl isobutyl tert-butyl 
[1-methylethy]] [1-methylpropyl] (2-methylpropyl] [1,1-dimethylethy]] 


B. Naming Substituted Alkanes and Cycloalkanes—Group C Substituents Only 


Organic compounds containing substituents from Group C are named following this sequence of steps, as indicated 
in the following examples: 


¢ Step 1. Find the longest continuous carbon chain. Determine the root name for this parent chain. In cyclic com- 
pounds, the ring is usually considered the parent chain, unless it is attached to a longer chain of carbons; indicate a 
ring with the prefix cyclo- before the root name. (When there are two longest chains of equal length, use the chain 
with the greater number of substituents.) 


¢ Step 2. Number the chain in the direction such that the position number of the first substituent is the smaller number. If 
the first substituents have the same number, then number so that the second substituent has the smaller number, etc. 


e Step 3. Determine the name and position number of each substituent. (Each substituent on a nitrogen is 
designated with an “N” instead of a number; see Section III.D.1.) 


¢ Step 4. Indicate the number of identical groups by the prefixes di-, tri-, tetra-, etc. 


¢ Step 5. Place the position numbers and names of the substituent groups, in alphabetical order, before the root 
name. In alphabetizing, ignore prefixes like sec-, tert-, di-, tri-, etc., but include iso- and cyclo-. Always include 
a position number for each substituent, regardless of redundancies. In case of ties, where numbering could 
begin with either of two carbons, begin with the carbon closer to the one with more substituents, or else the 
carbon with the substituent whose name is earlier in the alphabet. 


6 T 8 
CH |CHCH:CH; 
il 2 3 
CH,—CH—CH—C—-CH-CH,CH,  CH,;—CH--CH—CH—CHCH 

i a i OE aa - eS) ae 
Cl Br CH, CH; F CH; 


3-bromo-2-chloro-5-ethyl-4,4-dimethyloctane 3-fluoro-4-isopropyl-2-methylheptane 


Om 
HyC—CHCH,CH, 


1-sec-buty1-3-nitrocyclohexane 1-bromo-3-fluorocyclobutane 
(Numbering is determined by the 
alphabetical order of substituents, 
“b” of “butyl” before “n” of “nitro”.) 2 


3-bromo-1,1-difluorocyclobutane 


C. Naming Molecules Containing Functional Groups from Group B—Suffix Only 
1. Alkenes—Follow the same steps as for alkanes, except for the following: 


(a) Number the chain of carbons that includes the C=C so that the C=C has the lower position number, 
because it has a higher priority than any substituents. 
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(b) Change -ane to -ene and assign a position number to the first carbon of the C=C; place the position number 
just before the name of the functional group(s). 


(c) Designate geometrical isomers with a cis-trans or E-Z prefix (described later). 


CH3 
F ‘2 ; 
sy. HO F CH; :- 3 
CH3 1,1-difluoro-2-methy]- 5-methylcyclopenta- 
4,4-difluoro-3-methylbut-1-ene buta-1,3-diene 1,3-diene 


Special case: When the chain cannot include an alkene, a substituent name is used. 


1 2 


6 Ce i =CH) — 3-vinylcyclohex-1-ene 


=} 4 


Numbering must be on EITHER a ring OR a chain, but not both. 
2. Alkynes—Follow the same steps as for alkanes, except for the following: 


(a) Number the chain of carbons that includes the C=C so that the alkyne has the lower position number. 


(b) Change -ane to -yne and assign a position number to the first carbon of the C = C; place the position number 
just before the name of the functional group(s). 
Note: The Group B functional groups (alkene and alkyne) are considered to have equal priority: in a molecule with 
both an -ene and an -yne, whichever is closer to the end of the chain determines the direction of numbering. In the 
case in which each would have the same position number, the alkene takes the lower number. In the name, ene comes 
before yne because of alphabetization. 


4 Hy 3 ll 


5 
1 2 3 4 5 HC=C—C—C=CH, 
Ron 4 HC=C—C=C—CH; * H 
,CH—C—C=CH H H pent-1-en-4-yne 
? on pent-3-en-1-yne (The “ene” and “yne” have equal priority 
3 (“yne” closer to end of unless they have the same position number, 
4,4-difluoro-3-methylbut-1-yne chain) when "ene" takes the lower number.) 


(Notes: 1. An “e” is dropped if the letter following it is a vowel: “pent-3-en-1-yne,” not “pent-3-ene-1-yne.” 2. An “a” 
is added if inclusion of di-, tri-, and so on, would put two consonants together: “buta-1,3-diene,” not “‘but- 1,3-diene.”’) 


D. Naming Molecules Containing Functional Groups from Group A—Prefix or Suffix 


In naming molecules containing one or more of the functional groups in Group A, the group of highest priority is 
indicated by suffix; the others are indicated by prefix, with priority equivalent to any other substituents. The table in 
Section III.A. defines the priorities; they are discussed next in order of increasing priority. 

Now that the functional groups and substituents from Groups A, B, and C have been described, a modified set of 
steps for naming organic compounds can be applied to all simple structures: 


e Step 1. Find the highest priority functional group. Determine and name the longest continuous carbon chain that 
includes this group. 


¢ Step 2. Number the chain so that the highest priority functional group is assigned the lower number. (The number 
“1” is often omitted when there is no confusion about where the group must be. Aldehydes and carboxylic acids 
must be at the first carbon of a chain, so a “1” is rarely used with those functional groups.) 


¢ Step 3. If the carbon chain includes multiple bonds (Group B), replace -ane with -ene for an alkene or -yne for 
an alkyne. Designate the position of the multiple bond with the number of the first carbon of the multiple bond. 


e Step 4. If the molecule includes Group A functional groups, replace the last “e” with the suffix of the highest prior- 
ity functional group, and include its position number just before the name of the highest priority functional group. 


¢ Step 5. Indicate all Group C substituents and Group A functional groups of lower priority with a prefix. Place the 
prefixes, with appropriate position numbers, in alphabetical order before the root name. 
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1. Amines: prefix: amino-; suffix: -amine—substituents on nitrogen denoted by N- 


eee i CH3;CH, Ny CECH 


i - 2 Bl4 
oa 8 H,C=C—CHCH 
CH;CH,CH,—NH) A 2 


3-methoxycyclohexan- 1-amine 


propan-1-amine (“1” is optional in this case.) N,N-diethylbut-3-en-2-amine 
2. Alcohols: prefix: hydroxy-; suffix: -ol 
OH 
OH : 
1 2] 3 4 NH 
CH3CH,— OH H3;C—C—C=CH, 2 
H H 2-aminocyclobutan-1-ol 
ethanol but-3-en-2-ol (“1” is optional in this case.) 
3. Ketones: prefix: oxo-; suffix: -one (pronounced “‘own’’) 
O 
it 2 H3C. JCH3 
O N 
oe 3 I | 
: . CH3;—C—CH,—C=CH 
OH cyclohex-3-en- 1-one i” o 3° a = 7 
3-hydroxybutan-2-one (“1” is optional in this case.) 4-(N,N-dimethylamino)pent-4-en-2-one 


4. Aldehydes: prefix: oxo- or formyl- (O—=CH-—); suffix: -al (abbreviation: —CHO) 
An aldehyde can only be on carbon 1, so the “1” is generally omitted from the name. 


i 1 
OH O 
HCH CH3—CH | 3 2 ll l| l| 
methanal; ethanal; oH EL 5 os 7 : 
formaldehyde acetaldehyde 4-hydroxybut-2-enal 4-oxopentanal 


Special case: When the chain cannot include the carbon of the aldehyde, the suffix -carbaldehyde is used: 


a 2 O 
lI 
4 Ce CH — cyclohexanecarbaldehyde 
5 6 


5. Carboxylic Acids: prefix: carboxy-; suffix: -oic acid (abbreviation: —COOH) 

A carboxylic acid can only be on carbon 1, so the “1” is generally omitted from the name. 

(Note: Chemists traditionally use, and IUPAC accepts, the names “formic acid” and “acetic acid” in place of 
“methanoic acid” and “ethanoic acid.”) 


O O CH; 
O oi ol 
O O 3 2 lI HC—C—C—COOH 
II | € \-dn-en-Con ne a 
HC—OH CH;C—OH | CH; 
methanoic acid; ethanoic acid; NH) 2,2-dimethyl-3,4- 
formic acid acetic acid 2-amino-3-phenylpropanoic acid dioxobutanoic acid 


Special case: When the chain numbering cannot include the carbon of the carboxylic acid, the suffix “carboxylic 
acid” is used: 


CHO 


2-formyl-4-oxocyclohexanecarboxylic acid 
(“Formy!” is used to indicate an aldehyde as 
a substituent when its carbon cannot be in 
the chain numbering.) 
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E. Naming Carboxylic Acid Derivatives 


The six common groups derived from carboxylic acids are, in decreasing priority after carboxylic acids, salts, 
anhydrides, esters, acyl halides, amides, and nitriles. 


1. Salts of Carboxylic Acids 
Salts are named with cation first, followed by the anion name of the carboxylic acid, where -ic acid is replaced by -ate: 
acetic acid becomes acetate 
butanoic acid becomes butanoate 
cyclohexanecarboxylic acid becomes  cyclohexanecarboxylate 


Oo © 
CH30 CoO NH, 
ie 
CH3—CHCOO- hai* CICH,— COO™ Nat ammonium 2-methoxy- 
lithium 2-aminopropanoate sodium chloroacetate cyclobutanecarboxylate 
2. Anhydrides: -oic acid is replaced by -oic anhydride: 
O 
i g 9 ° 
R—C—OH > R—C—O—C—R 
alkanoic acid alkanoic anhydride benzoic anhydride 


3. Esters 


Esters are named as “organic salts’; that is, the alkyl name comes first, followed by the name of the carboxylate anion. 
(common abbreviation: —COOR) 
carboxylate alkyl 


a meg i 
l| 
R—-C—O-—R 9. HsC—C—C—0--CHCH, 
H,C—C—O-+CH,CH ( : 
“alkanoate” “alkyl” . ' sili CH3 
“alkyl alkanoate” ethyl acetate isopropyl] 2,2-dimethylpropanoate 
1 
3 2 ll 
H,C=C—C—O+C=CH) € Narco) 
H 'H methyl 3-hydroxycyclo- 
vinyl prop-2-enoate pentanecarboxylate cyclohexyl 2-phenylacetate 


4. Acyl Halides: -oic acid replaced by -oyl halide: 


O 
if t pel cre 
R—C—OH ——> R—-C—Cl Cl 


alkanoic acid alkanoyl chloride butanoyl chloride benzoyl chloride 


5. Amides: -oic acid is replaced by -amide: 


O 
t if Ck oa NH, 
R—C—OH ——> R—C—NH, NH, 


alkanoic acid alkanamide butanamide benzamide 
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6. Nitriles: -oic acid is replaced by -enitrile: 


C=N 
1 
R-C-OH ——> R-C=N 7 ~CON 
alkanoic acid alkanenitrile butanenitrile benzonitrile 
(common spelling differs 
from IUPAC) 


IV. Nomenclature of Aromatic Compounds 


“Aromatic” compounds are those derived from benzene and similar ring systems. As with the aliphatic nomenclature 
described earlier, the process is to determine the root name of the parent ring; determine priority, name, and position 
number of substituents; and assemble the name in alphabetical order. 

Functional group priorities are the same in aliphatic and aromatic nomenclature. See Section III.A for the list 
of priorities. 


A. Common Parent Ring Systems 


(a) 
8 1 8 9 1 
7 2 (B) 7 2 
O:OW . : 
5 4 5 10 4 
benzene napthalene anthracene 


B. Monosubstituted Benzenes 


1. Most substituents keep their designation, followed by the word “benzene”: 


cl NO, CH,CH; 
chlorobenzene nitrobenzene ethylbenzene 


2. Some common substituents change the root name of the ring. IUPAC accepts these as root names, listed here in 
decreasing priority (same as Section TII.A, Group A): 


COOH SO3H CHO OH NH, OCH, CH, 
benzoic benzene- benzaldehyde phenol aniline anisole toluene 
acid sulfonic acid 


C. Disubstituted Benzenes 


1. Designation of substitution—only three possibilities: 


xX xX 
Y 
Y 
Y 
common: ortho-  (o-) meta-—_ (m-) para- (p-) 


IUPAC: 1,2- 1,3- 1,4- 
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2. Naming disubstituted benzenes—priorities from Section III.A, Group A, determine root name and substituents. 


COOH HO 
Br) 
C, “be 
NH, CHO 


CH; 
p-dibromobenzene m-aminobenzoic acid o-methoxybenzaldehyde = m-methylphenol 
1,4-dibromobenzene 3-aminobenzoic acid 2-methoxybenzaldehyde = 3-methylphenol 


D. Polysubstituted Benzenes—must use numbers to indicate substituent position 


CH; 

on Gs COOCH,CH; 

° : 

HN Cl OH 
| NO, 

CH3 2,4,6-trinitrotoluene NH) 

3,4-dichloro-N-methylaniline (TNT) ethyl 4-amino-3-hydroxybenzoate 


E. Aromatic Ketones 

A special group of aromatic compounds are ketones where the carbony] is attached to at least one benzene ring. Such 
compounds are named as “phenones”; the prefix depends on the size and nature of the group on the other side of the 
carbonyl. These are the common examples: 


i 1 i 
Orbe Chan OF 


acetophenone propiophenone benzophenone 


V. Nomenclature of Bicyclic Compounds 


“Bicyclic” compounds are those that contain two rings. There are four possible arrangements of two rings that 
depend on how many atoms are shared by the two rings. The first arrangement in which the rings do not share 
any atoms does not use any special nomenclature, but the other types require a method to designate how the rings 
are put together. Once the ring system is named, then functional groups and substituents follow the standard rules 
described earlier. 


Type 1. Two rings with no common atoms 
These follow the standard rules of choosing one parent ring system and describing the other ring as a substituent. 


Ketone is the highest priority functional group; pheny] is the substituent. 
———> 3-phenylcyclohexan-1-one (“1” could be omitted here.) 


Benzene is the parent ring system, as it is larger than 
cyclopentane and it has three substituents. 
—— 1-cyclopentyl-2,3-dinitrobenzene 


O.N NO, 


Type 2. Two rings with one common atom—spiro ring system 

The ring system in spiro compounds is indicated by the word “spiro” (instead of “cyclo”), followed by brackets 
indicating how many atoms are contained in each path around the rings, ending with the alkane name describing 
how many carbons are in the ring systems, including the spiro carbon. (If any atoms are not carbons, see section VI.) 
Numbering follows the smaller path first, passing through the spiro carbon and around the second ring. 
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8 1 1 10 9 
a c* 3 
2 8 
3 
ye 3 4 6° 7 
spiro[3.4]Joctane spiro[4.5]decane 


Substituents and functional groups are indicated in the usual ways. Spiro ring systems are always numbered smaller 
before larger, and they are numbered in such a way as to give the highest priority functional group the lower position number. 


spiro[3.4]oct-5-ene 7,7-dimethylspiro[4.5 ]decan-2-one 


Type 3. Two rings with two common atoms—fused ring system 

Two rings that share two common atoms are called fused rings. This ring system and the next type called bridged rings 
share the same designation of ring system. Each of the two common atoms is called a bridgehead atom, and there are 
three paths between the two bridgehead atoms. In contrast with naming the spiro rings, the /onger path is counted first, 
and then the shorter, and then the shortest. In fused rings, the shortest path is always a zero, meaning zero atoms between 
the two bridgehead atoms. Numbering starts at a bridgehead, continues around the largest ring, and then goes through the 
other bridgehead and around the shorter ring. (In these structures, bridgeheads are marked with a dark circle for clarity.) 


10 2 
i! 
1 ] 3 
2 

rp = CA 

3 4 z 5 

bicyclo[2.1.0]pentane bicyclo[4.4.0]decane bicyclo[5.3.0]decane 
(path of 2 atoms and a (path of 4 atoms in (path of 5 atoms and 
path of | atom) each direction) path of 3 atoms) 


Substituents and functional groups are indicated in the usual ways. Fused ring systems are always numbered larger 
before smaller, and they are numbered in such a way as to give the highest priority functional group the lower posi- 
tion number. 


Type 4. Two rings with more than two common atoms—bridged ring system 

Two rings that share more than two common atoms are called bridged rings. Bridged rings share the same designation 
of ring system as Type 3, in which there are three paths between the two bridgehead atoms. The longer path is counted 
first, and then the medium, and then the shortest. Numbering starts at a bridgehead, continues around the largest ring, 
goes through the other bridgehead and around the medium path, and ends with the shortest path numbered from the 
original bridgehead atom. (In these structures, bridgeheads are marked with a dark circle for clarity.) 


H2C 8 C3H 


5,5-dibromo- 
bicyclo[2.1.1]hexane 


8,8-dimethy]- 
bicyclo[3.2.1]octan-1-ol 
(paths of 2 atoms, 1 bicyclo[2.2.2]oct-5-en-2-one (paths of 3 atoms, 2 atoms, 
atom, and | atom) (three paths of 2 atoms) and | atom) 
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VI. Replacement Nomenclature of Heteroatoms 


The term “heteroatom” applies to any atom other than carbon or hydrogen. It is common for heteroatoms to appear in 
locations that are inconvenient to name following basic rules, so a simple system called “replacement nomenclature” 
has been devised. The fundamental principle is to name a compound as if it contained only carbons in the skeleton, 
plus any functional groups or substituents, and then indicate which carbons are “replaced” by heteroatoms. The 
prefixes used to indicate these substitutions are listed here in decreasing priority and listed in this order in the name: 


Element Prefix Example PBRILEPEREPRCGP Gn 
O Oxa- nonan-1-ol 
S thia- | 
N aza- 
P phospha- N H Hy 
Si sila- HA_-BY_ASi_Sx_OH 
B bora- 2-thia-8-aza-4-sila-6-boranonan-1-ol 


In the example, note that the (imaginary) compound no longer has nine carbons, even though the name still includes 
“nonan.” The heteroatoms have replaced carbons, but the compound is named as if it still had those carbons. 

Where the replacement system is particularly useful is in polycyclic compounds. This example is a commercially 
available and synthetically useful reagent that uses this system. 


parent hydrocarbon reagent abbreviation 
8 
7 4 
‘ (A ; DABCO 
Lx] 
6 ii 5 
bicyclo[2.2.2]octane 1,4-DiAzaBiCyclo[2.2.2]Octane 


(upper case added to explain abbreviation) 


VII. Designation of Stereochemistry 


Compounds that exhibit stereoisomerism, whether geometric isomers around double bonds, substituent groups on 
rings, or molecules with asymmetric tetrahedral atoms (usually carbons), require systems to designate relative and 
absolute orientation of the groups. These systems have been discussed in the text and are only exemplified here. 


Stereochemistry around double Relative positions of substituents Absolute configuration of chiral 
bonds uses cis-trans or the E-Z around a ring use the cis-trans des- centers uses the R-S designation 
designation of the Cahn-Ingold- ignation. (See Section 3-11.) of the Cahn-Ingold-Prelog system. 
Prelog sytem. (See Section 7-5.) (See Section 5-3.) 
O Br H Br H 
cl S < 
etl AL 
H3C CH; 
(Z)-3-chloropent- cis-3-methy]-1- (1R,3S)-3-methyl-1- 


3-en-2-one bromocyclohexane bromocyclohexane 


Answers to Selected Problems 


These short answers are sometimes incomplete, but they should put you 
on the right track. 


CHAPTER 1 

1.5. (a) C— Br, (b) = (c) €—St; (d) BEI; (e) B—F; 

(f) N—F ; (g) N—Br; (h) Si— Br; (i) Si— Cl; (j) Si—F. 

1.6. (a) +1 on O; (b) +1 on N, —1 on Cl; (c) +1 on N, —1 on Cl; 

(d) +1 on Na, —1 on O; (e) +1 on C; (f) —1 on C; (g) +1 on Na, —1 
on B; (h) +1 on Na, —1 on B; (i) +1 on O, —1 on B; (Gj) +1 on N; 

(k) +1 on K, -1 on O;() +1 onO. 1.14. (a) CH,O, C3H,O3; 

(b) C;H5NO3, same; (c) C;HyCINO, same; (d) C)H3Cl, CaHoCh. 

1.16. sp*; Two lone pairs compress the bond angle to 104.5°. 1.18. Methyl 
carbon; Sp’, about 109.5°. Nitrile carbon sp, 180°. Nitrile nitrogen sp, no 
bond angle. 1.20. The central carbon is sp, with two unhybridized p orbit- 
als at right angles. Each terminal CH) group must be aligned with one 
of these p orbitals. 1.23. CH; —CH==N-— CH; shows cis-trans isom- 
erism about the CN double bond, but (CH;),C = N — CH; has two 
identical substituents on the C—=N carbon atom, and there are no cis-trans 
isomers. 1.25. (a) constitutional isomers; (b) cis-trans isomers; (c) constitu- 
tional isomers; (d) same compound; (e) same compound; (f) same 
compound; (g) not isomers; (h) constitutional isomers; (1) same compound; 
(j) constitutional isomers; (k) constitutional isomers. 1.27. (a) sodium; (b) 
neon; (c) boron; (d) magnesium. 1.34. The following are condensed 
structures that you should convert to Lewis structures. (a) CH;CH,CH,CH3; 
and CH;CH(CH3),; (c) CH;CH,NH> and CH;NHCH;; (e) CH(CH,OH)» 
and CH;CHOHCH,OH and CH;0CH,OCH; and others; 

(f) CH) = CHOH and CH;CHO. 1.38. (a) C6H¢O; (b) C4H5N; 

(c) CyHgO>; (d) CeHgO2; (€) C7Hio; (f) CyH4O; (g) CH3NO,; (h) 

CeH90. 1.41. (a) different compounds; (b) resonance forms; 

(c) different compounds; (d) different compounds; (e) resonance forms; (f) 
resonance forms; (g) resonance forms; (h) different compounds; (i) different 
compounds; (j) resonance forms; (k) resonance forms; (1) resonance forms. 
1.45. (a) second; (b) first; (c) first; (d) second; (e) first; (f) second. 

1.47. Empirical formula C;H,O; molecular formula C6H) 70>. 

1.48. (a) CoH, 20; (b) CjgH540. 1.49. No stereoisomers. 

1.50. Cyclopropene has bond angles of 60°, compared with the 109.5° bond 
angle of an unstrained alkene. 1.53. Urea must have two sp”-hybridized 
nitrogen atoms because they are involved in pi-bonding in the other reso- 
nance forms. 1.58. (a), (e), and (f). 1.59. (a) not isomers; (b) constitu- 
tional isomers; (c) cis-trans isomers; (d) cis-trans isomers; (e) constitutional 
isomers; (f) same compound; (g) constitutional isomers; 

(h) constitutional isomers. 


CHAPTER 2 


2.2. The N —F dipole moments oppose the dipole moment of the lone 

pair. 2.4. trans has zero dipole moment because the bond dipole moments 
cancel. 2.7. (a) CH;CH,OCH,CH;; (c) CH; CH,NHCH;; 

(d) CH;CH,OH; (e) CH;COCH3. 2.8. (a) 0.209; (b) 13.88. 

2.10. (a) favors products; (b) favors reactants; (c) through (j) all favor 
products. 2.24. (a) alkane; (b) alkene; (c) alkyne; (d) cycloalkyne and 
cycloalkene; (e) cycloalkane and alkene; (f) aromatic hydrocarbon and 
alkyne; (g) cycloalkene and alkene; (h) cycloalkane and alkane; (i) aromatic 
hydrocarbon and cycloalkene. 2.25. (a) aldehyde and alkene; (b) alcohol; 
(c) ketone; (d) ether and alkene; (e) carboxylic acid; (f) ether and alkene; 
(g) ketone and alkene; (h) aldehyde; (i) alcohol. 2.26. (a) amide; 

(b) amine; (c) ester; (d) acid chloride and alkene; (e) ether; (f) nitrile; 

(g) carboxylic acid; (h) cyclic ester and alkene; (i) ketone, cyclic ether; 

(j) cyclic amine; (k) cyclic amide; (1) amide; (m) cyclic ester; (n) aldehyde, 
cyclic amine; (0) ketone, cycloalkene 2.30. COd is sp-hybridized and 
linear; the bond dipole moments cancel. The central oxygen atom in O; is 
sp’-hybridized and bent; the bond dipole moments do not cancel. 


2.31. (a), (c), (h), and (1) can form hydrogen bonds in the pure state. 

These four plus (b), (d), (g), (i), (j), and (k) can form hydrogen bonds with 
water. 2.33. Both can form H-bonds with water, but only the alcohol can 
form H-bonds with itself. 2.40. (b) The —=NH nitrogen atom is the most 
basic. 2.49. (a) CH;0 Li* + CH;CH;; (b) ethane; CH;CH)Li is a very 
strong base. 2.56. (a) cyclic ether; (b) cycloalkene, carboxylic acid; (c) 
alkene, aldehyde; (d) aromatic, ketone; (e) alkene, cyclic ester; (f) cyclic 
amide; (g) aromatic, nitrile, ether; (h) amine, ester; (1) amine, alcohol, 
carboxylic acid. 


CHAPTER 3 


3.1. (a) Co7Hs6; (b) CyzHgo. 3.2. (a) 3-methylpentane; (b) 2-bromo-3- 
methylpentane; (c) 5-ethyl-2-methyl-4-propylheptane; (d) 4-isopropyl- 
2-methyldecane. 3.4. (a) 2-methylbutane; (b) 2,2-dimethylpropane; 
(c) 3-ethyl-2-methylhexane; (d) 2,4-dimethylhexane; (e) 3-ethyl-2,2,4,5- 
tetramethylhexane; (f) 4-tert-butyl-3-methylheptane. 3.9. (a) C)3Ho3; 
(b) CygH34. 3.10. (a) hexane < octane < decane; (b) (CH3)3C — 
C(CHs3)3 <= CH3CH,C(CH3).CH»CH»CH3 < octane. 3.15. 

(a) 1,1-dimethyl-3-(1-methylpropyl)cyclopentane or 3-sec-butyl-1,1- 
dimethylcyclopentane; (b) 3-cyclopropyl-1,1-dimethylcyclohexane; 

(c) 4-cyclobutylnonane. 3.17. (b), (c), and (d). 3.18. (a) cis-1- 
methyl-3-propylcyclobutane; (b) trans-1-tert-butyl-3-ethylcyclohexane; 
(c) trans-1,2-dimethylcyclopropane. 3.19. Trans is more stable. In the 
cis isomer, the methyl groups are nearly eclipsed. 3.26. (a) cis-1, 
3-dimethylcyclohexane; (b) cis-1,4-dimethylcyclohexane; (c) trans- 
1,2-dimethylcyclohexane; (d) cis-1,3-dimethylcyclohexane; 

(e) cis-1,3-dimethylcyclohexane; (f) trans-1,4-dimethylcyclohexane. 
3.31. (a) bicyclo[3.1.0]hexane; (b) bicyclo[3.3.1]}nonane; (c) bicyclo 
[2.2.2]octane; (d) bicyclo[3.1.1]heptane. 3.34. (a) All except the third 
(isobutane) are n-butane. (b) The first and fourth structures are cis-but-2- 
ene. The second and fifth structures are but-1-ene. The third structure is 
trans-but-2-ene, and the last structure is 2-methylpropene. (c) The first 
and second are cis-1,2-dimethylcyclopentane. The third and fourth are 
trans-1,2-dimethylcyclopentane. The fifth is cis-1,3-dimethylcyclopen- 
tane. (f) The first, second, and fourth structures are 2,3-dimethylbutane. 
The third and fifth structures are 2,2-dimethylbutane. 3.39. (a) 3-ethyl- 
2,2,6-trimethylheptane; (b) 3-ethyl-2,6,7-trimethyloctane; (c) 3,7-diethyl- 
2,2,8-trimethyldecane; (d) 1,1-diethyl-2-methylcyclobutane; (e) bicyclo 
[4.1.0]heptane; (f) cis-1-ethyl-3-propylcyclopentane; (g) (1,1-diethylpro- 
pyl)cyclohexane; (h) cis-1-ethyl-4-isopropylcyclodecane. 

3.41. (a) should be 3-methylhexane; (b) 3-ethyl-2-methylhexane; 

(c) 2-chloro-3-methylhexane; (d) 2,2-dimethylbutane; (e) sec-butylcyclo- 
hexane or (1-methylpropyl)cyclohexane; (f) should be cis or trans-1,2- 
diethylcyclopentane. 3.42. (a) nonane; (b) octane; (c) nonane. 

3.47. The trans isomer is more stable, because both of the bonds to the 
second cyclohexane ring are in equatorial positions. 


CHAPTER 4 


4.3. (a) One photon of light would be needed for every molecule of prod- 
uct formed (the quantum yield would be 1); (b) Methane does not absorb 
the visible light that initiates the reaction, and the quantum yield would 
be 1. 4.4. (a) Hexane has three different kinds of hydrogen atoms, but 
cyclohexane has only one type. (b) Large excess of cyclohexane. 

4.5. (a) Keg = 2.3; (b) [CH3Br] = [HS] = 0.40 M, [CH3SH] = 

{HBr] = 0.60M. 4.8. (a) positive; (b) negative; (c) not easy to 
predict. 4.10. (a) initiation +190 kJ/mole; propagation +73 kJ/mole 
and —112 kJ/mole; (b) overall —39 kJ/mole. 4.11. (a) first order; 

(b) zeroth order; (c) first order overall. 4.13. (a) zero, zero, zeroth 
order overall; (b) rate = k,; (c) increase the surface area of the 

platinum catalyst. 4.14. (b) +10 kJ/mole; (c) —7 kJ/mole. 

4.15. (c) +114 kJ/mole. 4.17. (a) initiation +149 kJ/mole; propaga- 
tion +141 kJ/mole and —92 kJ/mole; (b) overall +49 kJ/mole; 
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(c) low rate and very unfavorable equilibrium constant. 4.18. 1°:2° 
ratio of 6:2, product ratio of 75% 1° and 25% 2°. 4.22. (a) The com- 
bustion of isooctane involves highly branched, more stable tertiary 
free radicals that react less explosively. (b) tert-butyl alcohol forms 
relatively stable alkoxy radicals that react less explosively. 4.29. 
Stability: (d) res 3° > (c) 3°> (b) 2°> (a) 1°. 4.30. Stability: (d) res 
3° > (c) 3°> (b) 2°> (a) 1°. 4.39. rate = k,[(CH;);COH][H *]; 
second order overall. 4.42. PhCH,: > (CH;3)3C *>CH3CH)°> 
CH3°>Ph:>HCC:. 


CHAPTER 5 


5.1. chiral: corkscrew, desk, screw-cap bottle, rifle, knot, left-handed can 
opener. 5.2. (b), (d), (e), and (f) are chiral. 5.3. (a) chiral, one C*; 
(b) achiral, no C*; (c) chiral, one C*; (d) chiral, one C*; (e) achiral, 

no C*; (f) achiral, two C*; (g) chiral, one C*; (h) chiral, two C*; 

(i) chiral, two C*. 5.5. (a) mirror, achiral; (b) mirror, achiral; 

(c) chiral, no mirror; (d) chiral, no mirror; (e) chiral, no mirror; (f) chiral, 
no mirror; (g) mirror, achiral; (h) mirror, achiral. 5.6. (a) (R); 

(b) (S); (c) (R); (d) (S), (S); (e) (R), (S); E) (R), (S); (g) (R), (RD; 

(h) (R); G@) (S). 5.8. —4.35°. 5.10. Dilute the sample. If clockwise, 
will make less clockwise, and vice-versa. 5.12. e.e. = 33.3%. Spe- 
cific rotation = 33.3% of +13.5° = +4.5°. 5.15. (a), (b), (e), and 
(f) are chiral. Only (e) has asymmetric carbons. 5.16. (a) enantiomer, 
enantiomer, same; (b) same, enantiomer, enantiomer; (c) enantiomer, 
same, same. 5.18. (a), (d), and (f) are chiral. The others have internal 
mirror planes. 5.19. (from 5—18) (a) (R); (b) none; (c) none; (d) (2R), 
(3R); (e) (2S), (3R); (f) (2R), (3R); (new ones) (g) (R); (A) (S); () (S). 
5.20. (a) enantiomers; (b) diastereomers; (c) diastereomers; (d) constitu- 
tional isomers; (e) enantiomers; (f) diastereomers; (g) enantiomers; (h) 
enantiomers; (i) diastereomers. 5.23. (a), (b), and (d) are pairs of dia- 
stereomers and could theoretically be separated by their physical proper- 
ties. 5.30. (a) same compound; (b) enantiomers; (c) enantiomers; 

(d) enantiomers; (e) diastereomers; (f) diastereomers; (g) enantiomers; 
(h) same compound; (i) enantiomers. 5.34. (b) —15.90°; 

(c) —7.95°/—15.90° = 50% e.e. Composition is 75% (R) and 25% (S). 


CHAPTER 6 


6.1. (a) alkyl halide; (b) vinyl halide; (c) alkyl halide; (d) alkyl halide; (e) 
vinyl halide; (f) aryl halide. 6.5. (a) ethyl chloride; (b) 1-bromopropane; 
(c) cis-2,3-dibromobut-2-ene; (d) cis-1,2-dichlorocyclobutane. 6.7. Water 
is denser than hexane, so water forms the lower layer. Chloroform is denser 
than water, so chloroform forms the lower layer. Water and ethanol are 
miscible, so they form only one phase. 6.11. (a) substitution; (b) elimina- 
tion; (c) elimination, also a reduction. 6.13. (a) 0.02 mol/L per 

second. 6.14. (a) (CH3);COCH,CH;; (b) HC = CCH,CH,CH,>CH;; 

(c) (CH3)xCHCH,NH;; (d) CH3CH,CH,C=N; (e) 1-iodopentane; 

(f) 1-fluoropentane. 6.16. (a) (CH3CH,) NH, less hindered; (b) (CH3).S, 
S more polarizable; (c) PH3, P more polarizable; (d) CH3S , neg. charged; 
(e) (CH3)3N, N less electronegative; (f) acetate is better: more basic, no 
inductive effect from F; (g) CH;CH,CH,0 , less hindered; 

(h) I, more polarizable. 6.18. methyl iodide > methyl chloride > 
ethyl chloride > isopropyl bromide >> neopentyl bromide, tert-butyl 
iodide. 6.19. (a) 2-methyl-1-iodopropane; (b) cyclohexyl] bromide; 

(c) isopropyl bromide; (d) 2-chlorobutane; (e) 1-iodobutane. 

6.23. (a) 2-bromopropane; (b) 2-bromo-2-methylbutane; (c) allyl bromide; 
(d) 2-bromopropane; (e) 2-iodo-2-methylbutane; (f) 2-bromo-2-methylbu- 
tane. 6.27. (a) (CH3)sC(OCOCH3)CH,CH;, first order; 

(b) 1-methoxy-2-methylpropane, second order; (c) 1-ethoxy-1-methylcy- 
clohexane, first order; (d) methoxycyclohexane, first order; (e) ethoxycy- 
clohexane, second order. 6.32. (a) 2-chloro-2-methylpentane; 

(b) 1-bromo-1-methylcyclohexane; (c) 1,1-dibromo-3-fluorocycloheptane; 
(d) 4-(2-chloroethy])-3-(fluoromethy])-2-methylheptane; 

(e) 4,4-dibromo-5-cyclopropyl-1-iodoheptane; (f) cis-1,2-dibromo-1- 
methylcyclohexane. 6.33. (a) 1-bromobutane; (b) 1-bromobutane; 

(c) 4-bromo-2,2-dimethylpentane; (d) 1-chloro-2,2-dimethylpentane; 

(e) bromomethylcyclohexane; (f) 1-chloro-2-methylpropane. 6.34. (a) 
tert-butyl bromide; (b) 2-bromobutane; (c) chlorocyclohexane; (d) bromo- 
cyclohexane; (e) PhCHCICH;; (f) 3-chlorocyclohexene. 6.37. (a) rate 


doubles; (b) rate multiplied by six; (c) rate increases. 6.44. (a) (R)-2- 
cyanobutane (inversion); (b) (2S,3R)-3-methylpentan-2-ol (inversion); 
(c) racemic mixture of 3-ethoxy-2,3-dimethylpentanes (racemization). 
6.45. (a) diethyl ether; (b) PhCH,CH,CN; (c) PhSCH,CH;; (d) 
1-dodecyne; (e) N-methylpyridinium iodide; (f) (CH3)3CCH CH,NH>; 
(g) tetrahydrofuran; (h) cis-4-methylcyclohexanol. 6.48. (a) 

o.p. = ee. = 15.58/15.90 = 98% (99% (S) and 1% (R)); (b) The e.e. 
of (S) decreases twice as fast as radioactive iodide substitutes, thus gives 
the (R) enantiomer; implies the Sy2 mechanism. 6.51. NBS provides 
low conc. Bry for free-radical bromination. Abstraction of one of the CH 
hydrogens gives a resonance-stabilized free radical; product PhCHBrCH3. 


CHAPTER 7 


7.4. (a) two; (b) one; (c) three; (d) four; (e) five. 7.5. (a) 4-methylpent- 
1-ene; (b) 2-ethylhex-1-ene; (c) penta-1,4-diene; (d) penta-1,2,4-triene; 
(e) 2,5-dimethylcyclopenta-1,3-diene; (f) 3-methylene-4-vinylcyclohex- 
1-ene; (g) allylbenzene or 3-phenylpropene; _7.6. (1) (a), (c), (d), and 
(f) show geometric isomerism. _7.7. (a) cis-3,4-dimethylpent-2-ene; 
(b) 3-ethylhexa-1,4-diene; (c) 1-methylcyclopentene; (d) give positions 
of double bonds; (e) specify cis or trans; (f) (E) or (Z), not cis. 

7.11. (a) cis-1,2-dibromoethene; (b) cis (trans has zero dipole moment); 
(c) 1,2-dichlorocyclohexene. 7.12. 2,3-dimethylbut-2-ene is more sta- 
ble by 6kJ/mole. 7.14. (a) stable; (b) unstable; (c) stable; (d) stable; 
(e) unstable (maybe stable cold); (f) stable; (g) unstable; (h) stable; 

(i) unstable (maybe stable cold). 7.23. 3-methylbut-1-ene by E2 
(minor); 2-methylbut-2-ene by E2 (major); and 2-ethoxy-3-methylbutane 
(trace) by Sy2. 7.29. There is no hydrogen trans to the bromide 
leaving group. 7.36. (a) AG > 0, disfavored; (b) AG < 0, 

favored; 7.37. (a) strong bases and nucleophiles; (b) strong acids and 
electrophiles; (c) free-radical chain reaction; (d) strong acids and elec- 
trophiles. 7.42. (b), (c), (e) and (f) show geometric isomerism. 7.43. 
(a) 2-ethylhex- 1-ene; (b) 3-ethylhex-2-ene; (c) (3£,5£)-2,6-dimethylnona- 
1,3,5-triene; (d) (Z)-4-ethylhept-3-ene; (e) 1-cyclopentylcyclohexa-1,3-di- 
ene; (f) (3Z,5Z)-6-bromo-3-(chloromethyl)nona-1,3,5-triene. 7.51. (a) 
a |-haloheptane; (b) a sec-hexyl] halide; (c) a 3-haloheptane; (d) a halo- 
methylcyclopentane; (e) a 3-halocyclobutane (preferably cis). 7.52. 
(a) but-2-ene; (b) 1-methylcyclohexene; (c) 1-methylcyclopentene; 

(d) 2-methylpropene; (rearrangement). 7.53. (a) cyclohexene; (b) 
2-methylpent-2-ene (major) and 2-methylpent-1-ene (minor); (c) 
1-methylcyclohexene (major), methylenecyclohexane (minor), possibly 
3-methylcyclohexene (minor). 7.73. El with rearrangement by an alkyl 
shift followed by a hydride shift. The Zaitsev product violates Bredt’s rule. 


CHAPTER 8 


8.1. (a) 2-chloropentane; (b) 2-chloro-2-methylpropane; (c) 1-iodo- 
1-methylcyclohexane; (d) mixture of cis- and trans-1-bromo-3-methyl- and 
1-bromo-4-methylcyclohexane. 8.3. (a) 1-bromo-2-methylcyclopentane; 
(b) 2-bromo-1-phenylpropane. 8.6. (a) 1-ethylcyclohexanol; (b) 
2-phenylbutan-2-ol; (c) 1-phenylcycloheptanol. 8.10. (b) propan-1-ol; 
(d) 2-methylpentan-3-ol; (f) trans-2-methylcyclohexanol. 8.13. (a) trans- 
2-methylcycloheptanol; (b) mostly 4.4-dimethylpentan-2-ol; (c) — OH exo 
on the less substituted carbon. 8.16. (a) The carbocation can be attacked 
from either face. 8.22. (a) Cl,/H,O; (b) KOH/heat, then Cl, /H,0; (c) 
H,SO,/heat, then Cl,/H,O. 8.28. (a) CH»I, + Zn(Cu); (b) CH,Bro, 
NaOH, H,0; (c) dehydrate (H,SO,), then CHCl;, NaOH/H,O. 8.34. 
(a) cis-cyclohexane-1,2-diol; (b) trans-cyclohexane-1,2-diol; (c) and 

(f) (R,S)-pentane-2,3-diol (+ enantiomer); (d) and (e) (S,S)-pentane-2,3- 
diol (+ enantiomer). 8.35. (a) OsO4/H»O3; (b) CH;CO3H/H30*; 

(c) CH;CO3H/H30*; (d) OsO4/H;03. 8.49. (a) 1-methylcyclohexene, 
RCO;H/H,0*; (b) cyclooctene, OsO,/H503; (c) trans-cyclodecene, Bry; 
(d) cyclohexene, Cl,/H,O. 8.62. CH3(CH>),2CH = CH(CH))7CHsg, cis 
or trans unknown. 


CHAPTER 9 


9.3. decomposition to its elements, C and H>. 9.4. Treat the mixture 
with NaNH, to remove the hex-I-yne. 9.5. (a) Na’ ~C==CH and 
NH;; (b) Lit CCH and CHy; (c) no reaction; (d) no reaction; 

(e) acetylene + NaOCH,;; (f) acetylene + NaOH; (g) no reaction; 


(h) no reaction; (1) NH; + NaOCH3. 9.7. (a) NaNHb; butyl halide; 

(b) NaNH3; propyl! halide; NaNH,; methyl] halide; (c) NaNH,; ethyl 
halide; repeat; (d) Sy2 on sec-butyl halide is unfavorable; (e) NaNH); 
isobutyl halide (low yield); NaNH); methyl halide; (f) NaNH) added for 
second substitution on 1,8-dibromooctane might attack the halide. 

9.8. (a) sodium acetylide + formaldehyde; (b) sodium acetylide + 
CHs3I, then NaNHb, then CH;CH,CH»,CHO; (c) sodium acetylide + 
PhCOCH;; (d) sodium acetylide + CHI, then NaNHg, then 
CH;CH,COCH3. 9.12. (a) Ho, Lindlar; (b) Na, NH;; (c) Add halo- 
gen, dehydrohalogenate to the alkyne, Na, NH3; (d) NaNHb, then EtBr, 
then H, with Lindlar. 9.18. (a) Cl,; (b) HBr, peroxides; (c) HBr, no 
peroxides; (d) excess Bry; (e) reduce to hex-1-ene, add HBr; (f) excess 
HBr. 9.20. (a) The two ends of the triple bond are equivalent; (b) The 
two ends of the triple bond are not equivalent, yet not sufficiently differ- 
ent for good selectivity. 9.21. (a) hexan-2-one; hexanal; (b) mixtures of 
hexan-2-one and hexan-3-one; (c) hexan-3-one for both; (d) cyclodecanone 
for both. 9.24. (a) CH;C = C(CH»)4C =CCH3. 9.27. (a) ethyl- 
methylacetylene; (b) phenylacetylene; (c) sec-butyl-n-propylacetylene; 
(d) sec-butyl-tert-butylacetylene. 9.38. cyclohexa-1,3-diene with 

(HC =C— CH=CH ~— ) at the | position (cis or trans). 


CHAPTER 10 


10.1. (a) 2-phenylbutan-2-ol; (b) (E)-5-bromohept-3-en-2-ol; 

(c) 4-methylcyclohex-3-en-1-ol; (d) trans-2-methylcyclohexanol; 

(e) (E)-2-chloro-3-methylpent-2-en- 1-ol; (f) (2R,3S)-2-bromohexan- 

3-ol. 10.4. (a) 7,7-dimethyloctane-2,6-diol; (b) heptane-1,7-diol; 

(c) trans-cyclohex-2-ene-1,4-diol; (d) 3-cyclohexylheptane-2,4-diol; 

(e) cis-cyclobutane-1,3-diol. 10.5. (a) cyclohexanol; more compact; 

(b) 4-methylphenol; more compact, stronger H-bonds; (c) 3-ethylhexan-3-ol; 
more spherical; (d) cyclooctane-1,4-diol; more OH groups per carbon; (e) 
enantiomers; equal solubility. 10.7. (a) methanol; less substituted; 

(b) 2-chloropropan-1-ol; chlorine closer to the OH group; (c) 2,2-dichloro- 
ethanol; two chlorines to stabilize the alkoxide; (d) 2,2-difluoropropan-1-ol; 
F is more electronegative than Cl, stabilizing the alkoxide. 10.9. The 
anions of 2-nitrophenol and 4-nitrophenol (but not 3-nitrophenol) are sta- 
bilized by resonance with the nitro group. 10.10. (a) The phenol (left) is 
deprotonated by sodium hydroxide; it dissolves; (b) In a separatory funnel, 
the alcohol (right) will go into an ether layer and the phenolic compound 
will go into an aqueous sodium hydroxide layer. 10.11. (b), (f), (g), 

(h). 10.15. (a) three ways: (i) CH;CH,MgBr + PhCOCH,CH,CH;; 
(ii) PhMgBr + CH3CH,COCH,CH,CHs;; (ili) CH3;CH,CH,MgBr + 
PhCOCH,CH;; (b) PhMgBr + PhCOPh; (c) EtMgBr + cyclo- 
pentanone; (d) c-C;H)»MgBr + pentan-2-one. 10.17. (a) 

2 PhMgBr + PhCOCI; (b) 2 CH;CH,MgBr + (CH3),CHCOCI; (c) 

2 c-HxMgBr + PhCOCI. 10.19. (a) PhMgBr + ethylene oxide; (b) 
(CH3),>CHCH,MgBr + ethylene oxide; (c) 2-methylcyclohexylmag- 
nesium bromide + ethylene oxide. 10.23. (a) Grignard removes NH 
proton; (b) Grignard attacks ester; (c) Water will destroy Grignard; (d) 
Grignard removes OH proton. 10.26. (a) heptanoic acid + LiAIHy; 

or heptanal + NaBHy; (b) heptan-2-one + NaBHy; (c) 
2-methylhexan-3-one + NaBHy; (d) ketoester + NaBHy. 10.33. 

(a) pentan-1-ol, larger surface area; (b) pentan-2-ol, hydrogen-bonded; 

(c) pentane-1,5-diol, two OH groups; (d) heptan-2-ol. 10.36. 

(a) cyclohexylmethanol; (b) 2-cyclopentylpentan-2-ol; (c) 2-methyl- 
1-phenylpropan-1-ol; (d) methane + 3-hydroxycyclohexanone; (e) 
cyclopentylmethanol; (f) triphenylmethanol; (g) PhoC(OH)(CH>)4OH; (h) 
1,3-dicyclopentyl-2-phenylpropan-2-ol; (i) 2-cyclopentylethanol; 

(j) reduction of just the ketone, but not the ester; (k) 3-(2-hydroxyethyl) 
cyclohexanol from reduction of ketone and ester; (1) the tertiary alcohol from 
Markovnikov orientation of addition of H— OH; (m) the secondary alcohol 
from anti-Markovnikov orientation of addition of H— OH; (n) (2S,3S)-hex- 
ane-2,3-diol (+ enantiomer); (0) (25,3R)-hexane-2,3-diol (+ enantiomer); 
(p) hepta-1,4-diene. 10.39. (a) EtMgBr; (b) Grignard with formaldehyde; 
(c) c-HxMgBr; (d) cyclohexylmagnesium bromide with ethylene oxide; (e) 
PhMgBr with formaldehyde; (f) 2 CH3Mgl; (g) cyclopentylmagnesium 
bromide; (h) hexylmagnesium bromide with ethylene oxide. 
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CHAPTER 11 


11.1. (a) oxidation, oxidation; (b) oxidation, oxidation, reduction, 
oxidation; (c) neither (C2 is oxidation, C3 reduction); (d) reduction; 

(e) oxidation; (f) neither; (g) neither; (h) neither; then reduction; 

(i) oxidation; (j) oxidation then neither; (k) oxidation; (1) reduction then 
oxidation, no net change. 11.6. Cr reagents: (a) PCC; (b) chromic acid; 
(c) chromic acid or Jones reagent; (d) oxidize, add Grignard; 

(f) dehydrate, hydroborate, oxidize (chromic acid or Jones reagent). 
11.7. An alcoholic has more alcohol dehydrogenase. More ethanol is 
needed to tie up this larger amount of enzyme. 11.8. CH; COCHO 
(pyruvaldehyde) and CH;COCOOH (pyruvic acid). 11.10. Treat the 
tosylate with (a) bromide; (b) ammonia; (c) ethoxide; (d) cyanide. 

11.14. (a) chromic acid or Lucas reagent; (b) chromic acid or Lucas 
reagent; (c) Lucas reagent only; (d) Lucas reagent only; allyl alcohol 
forms a resonance-stabilized carbocation; (e) Lucas reagent only. 
11.19. (a) thiony] chloride (retention); (b) tosylate (retention), then Sy2 
using chloride ion (inversion). 11.20. resonance-delocalized cation, 
positive charge spread over two carbons. 11.22. (a) 2-methylbut-2-ene 
(+ 2-methylbut-1-ene); (b) pent-2-ene (+ pent-1-ene); (c) pent-2-ene 
(+ pent-1-ene); (d) c-Hx = C(CH3), (+ 1-isopropylcyclohexene); 

(e) 1-methylcyclohexene (+ 3-methylcyclohexene). 11.25. Using 
R—OH and R'— OH will form R—O—R, R'’—O—R’, and 
R—O—R’. 11.31. (a) CH;CH,CH,COCI + propan-1-ol; 

(b) CH;CH,COCI + butan-1-ol; (c) (CH3),CHCOCI + 
p-methylphenol; (d) PhCOCI + cyclopropanol. 11.33. An acidic 
solution (to protonate the alcohol) would protonate methoxide ion. 
11.34. (a) the alkoxide of cyclohexanol and an ethy] halide or tosylate; 
(b) dehydration of cyclohexanol. 11.42. (a) Na, then ethyl bromide; (b) 
NaOH, then PCC to aldehyde; Grignard, then dehydrate; (c) Mg in ether, 
then CH;CH,CH,CHO, then oxidize; (d) PCC, then EtMgBr. 11.46. 
(a) thionyl chloride; (b) make tosylate, displace with bromide; (c) make 
tosylate, displace with hydroxide. 11.52. Compound A is butan-2-ol. 
11.59. X is but-3-en-1-ol; Y is tetrahydrofuran (5-membered cyclic ether). 


CHAPTER 12 


12.3. (a) alkene; (b) alkane; (c) terminal alkyne. 12.4. (a) amine 
(secondary); (b) acid; (c) alcohol. 12.5. (a) conjugated ketone; 

(b) ester; (c) primary amide. 12.6. (a) 3080 C—H; 1642 C=C 
alkene; (b) 2712, 2814— CHO; 1691 carbonyl-aldehyde; (c) over- 
inflated C— H region — COOH; 1703 carbonyl (maybe conjugated); 
1650 C=C (maybe conjugated)-conjugated acid; (d) 1742 ester (or 
strained ketone)-ester. 12.7. (a) bromine (CgH;Br); (b) iodine (C,H;1); 
(c) chlorine (C4H7Cl); (d) nitrogen (C7H;7N). 12.8. the isobutyl cation, 
(CH3),CHCH,*. 12.11. 126: loss of water; 111: allylic cleavage; 87: 
cleavage next to alcohol. 12.14. (a) about 1660 and 1710; the carbonyl 
is much stronger; (b) about 1660 for both; the ether is much stronger; 

(c) about 1660 for both; the imine is much stronger; (d) about 1660 for 
both; the terminal alkene is stronger. 12.16. (a) CH, =C(CH3)COOH; 
(b) (CH3),CHCOCHs; (c) PhCH,C =N; (d) PhCH,CH,OH. = 12.17. (a) 
86, 71, 43; (b) 98, 69; (c) 84, 87,45. 12.20. (a) 1-bromobutane. 

12.23. (c) oct-1-yne. 


CHAPTER 13 


13.1. (a) 62.20; (b) 62.20; (c) 132 Hz. 13.3. (a) three; (b) two; 

(c) one; (d) four; (e) three; (f) five. 13.6. (a) 2-methylbut-3-yn-2-ol; 
(b) p-dimethoxybenzene; (c) 1,2-dibromo-2-methylpropane. 

13.10. trans CHCI=CHCN. 13.11. (a) 1-chloropropane; (b) methyl 
p-methylbenzoate, CH;CsHy,COOCH3. 13.14. (a) H*, 69.7 (doublet); 
H?, 56.7 (multiplet); H°, 67.5 (doublet); (b) J, = 8 Hz, J,, = 18 Hz 
(approx). 13.18. (a) Five; the two hydrogens on C3 are diastereotopic. 
(b) Six; all the CH, groups have diastereotopic hydrogens. (c) Six; 

three on the Ph, and the CH, hydrogens are diastereotopic. (d) Three; 
the hydrogens cis and trans to the Cl are diastereotopic. 13.21. (a) 
butane-1,3-diol; (b) HJNCH,CH,OH. 13.24. (a) (CH3)»>CHCOOH; (b) 
PhCH,CH,CHO; (c) CH;COCOCH,CHs3; (d) CH, = CHCH(OH)CH;3; 
(e) CH;CH,C(OH)(CH3)CH(CHs3)3. 13.29. (a) allyl alcohol, 
H,C—=CHCH,OH. = 13.30. (a) 4-hydroxybutanoic acid lactone 
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(cyclic ester). 13.31. (a) cyclohexene. 13.32. isobutyl bromide. 
13.36. (a) isopropyl alcohol. 13.38. (a) PhCH,CH,OCOCH3. 

13.42. 1,1,2-trichloropropane. 13.45. A is 2-methylbut-2-ene (Zaitsev 
product); B is 2-methylbut-l-ene. 13.47. PhCH,CN. 


CHAPTER 14 


14.2. (CH,CH,),0— AICh, 14.4. (a) methoxyethene; methyl] vinyl 
ether; (b) ethyl isopropyl] ether; 2-ethoxypropane; (c) 2-chloroethyl 
methyl ether; 1-chloro-2-methoxyethane; (d) 2-ethoxy-2,3-dimethyl- 
pentane; (e) 1,1-dimethoxycyclopentane; (f) trans-2-methoxycyclo- 
hexanol; (g) cyclopropyl methyl ether; methoxycyclopropane. 14.6. 
(a) dihydropyran; (b) 2-chloro-1,4-dioxane; (c) 3-isopropylpyran; (d) 
trans-2,3-diethyloxirane or trans-3,4-epoxyhexane; (e) 3-bromo-2- 
ethoxyfuran; (f) 3-bromo-2,2-dimethyloxetane. 14.11. Intermolecular 
condensation of a mixture of methanol and ethanol would produce a 
mixture of diethyl ether, dimethyl ether, and ethyl methyl ether. 14.13. 
Intermolecular condensation might work for (a). Use the Williamson for 
(b). Alkoxymercuration is best for (c). 14.15. (a) bromocyclohexane 
and ethyl bromide; (b) 1,5-diiodopentane; (c) phenol and methyl] bro- 
mide; (e) phenol, ethyl bromide, and 1,4-dibromo-2-methylbutane. 
14.23. Epoxidation of ethylene gives ethylene oxide, and catalytic 
hydration of ethylene gives ethanol. Acid-catalyzed opening of the epox- 
ide in ethanol gives cellosolve. 14.26. (a) CH;CH,OCH,CH,O- Na‘; 
(b) HJNCH,CH;0~ Na’; (c) Ph —SCH,CH,0™ Na’; 

(d) PhRNHCH;CH;OH; (ec) N=C—CH,CH,O° K*; 

(f) N;CH,CH,O7 Na*. 14.27. (a) 2-methylpropane-1,2-diol, '°O at 
the C2 hydroxyl group; (b) 2-methylpropane-1,2-diol, '8O at the C1 
hydroxyl group; (c) (25,3S)-2-methoxy-3-methylpentan-3-ol; 

(d) (2R,3R)-3-methoxy-3-methylpentan-2-ol. 14.35. (a) The old ether 
had autoxidized to form peroxides. On distillation, the peroxides were 
heated and concentrated, and they detonated. (b) Discard the old ether 
or treat it to reduce the peroxides. 14.40. (c) epoxide + NaOCH; in 
methanol; (d) epoxide + methanol, H*. 14.47. Sodium then ethyl 
iodide gives retention of configuration. Tosylation gives retention, then 
the Williamson gives inversion. Second product + 15.6°. 

14.49. (CH;0CH,CH)),0. 14.51. phenyloxirane. 


CHAPTER 15 


15.1. (a) hexa-2,4-diene < hexa-1,3-diene < hexa-1,4-diene 

< hexa-1,5-diene < hexa-1,2-diene < hexa-1,3,5-triene; 

(b) third < fifth < fourth < second < first. 15.8. (a) A is 3,4-dibro- 
mobut-1-ene; B is 1,4-dibromobut-2-ene; (c) Hint: A is the kinetic prod- 
uct, B is the thermodynamic product; (d) Isomerization to an equilibrium 
mixture. 10% A and 90% B. 15.9. (a) 1-(bromomethyl)cyclohexene and 
2-bromo-1-methylenecyclohexane. 15.11. (a) 3-bromocyclohexene; 

(c) PhCHCH3Br. 15.12. Both generate the same allylic carbanion. 

15.13. In this reaction, alkyllithiums or Grignard reagents can be 

used interchangeably. (a) allyl bromide + phenyllithium; (b) 
isopropyllithium + 1-bromobut-2-ene; (c) 1,4-dibromobut-2-ene + 
two equivalents of propyllithium. 15.20. (b) [4 + 2] cycloaddition of one 
butadiene with just one of the double bonds of another butadiene. 15.21. 
800. 15.22. (a) 353 nm; (b) 313 nm; (c) 232 nm; (d) 292 nm. 15.24. (a) 
conjugated; (b) isolated; (c) cumulated; (d) conjugated; (e) conjugated; (f) 
cumulated and conjugated. 15.25. (a) allylcyclohexane; (b) 3-chlorocy- 
clopentene; (c) 3-bromo-2-methylpropene; (e) 4-bromobut-2-en- 1-ol and 
1-bromobut-3-en-2-ol; (f) 5,6-dibromohexa-1,3-diene, 1,6-dibromohexa-2, 
4-diene, and 3,6-dibromohexa-1,4-diene (minor); (g) 1-(methoxymethyl)- 
2-methylcyclopentene and 1-methoxy- 1-methyl-2-methylenecyclopentane; 
(h) and (i) Diels-Alder adducts. 15.26. (a) allyl bromide + sec-butyl 
Grignard; (b) 1-bromo-3-methylbut-2-ene + (CH;),CHCH;CHMgBr; 
(c) cyclohexyl-MgBr + 1-bromopent-2-ene. 15.28. (a) 19,000; (b) sec- 
ond structure. 15.32. (a) The product isomerized, 1630 suggests conjugat- 
ed; the UV spectrum supports conjugation; (b) 2-propylcyclohexa-1,3-diene. 


CHAPTER 16 


16.2. (a) +31.8 kJ/mole; (b) —88.6 kJ/mole; (c) — 112.0 kJ/mole. 
16.5. Two of the eight pi electrons are unpaired in two non-bonding 


orbitals, an unstable configuration. 16.7. (a) nonaromatic (internal H’s 
prevent planarity); (b) nonaromatic (one ring atom has no p orbital); 

(c) aromatic, [14]annulene; (d) aromatic (in the outer system). 

16.8. Methylazulene is aromatic, but the other two are antiaromatic. 
16.10. The cation (cyclopropenium ion) is aromatic; the anion is antiaro- 
matic. 16.12. (a) antiaromatic if planar; (b) aromatic if planar; (c) aro- 
matic if planar; (d) antiaromatic if planar; (e) nonaromatic; (f) aromatic 
if planar. 16.14. cyclopropenium fluoroborate. 16.19. (a) aromatic; 
(b) aromatic; (c) nonaromatic; (d) aromatic; (e) aromatic; (f) nonaro- 
matic; (g) aromatic; (h) not aromatic. 16.24. (a) fluorobenzene; (b) 
4-phenylbut-1-yne; (c) 3-methylphenol or m-cresol; (d) o-nitrostyrene; 
(e) p-bromobenzoic acid; (f) isopropyl phenyl ether; (g) 3,4-dinitrophe- 
nol; (h) benzyl ethyl ether. 16.25. 3-phenylprop-2-en-1-ol. 

16.27. (a) 1,4-dichlorobenzene; (b) 3-nitroanisole; (c) 3,4-dibromoben- 
zoic acid; (d) 2,6-dimethoxynaphthalene; (e) 2-chlorobenzoic acid; (f) 
2,3,4-trichlorophenol; (g) 4-sec-butylbenzaldehyde; (h) cyclopropenium 
chloride. 16.30. The second is deprotonated to an aromatic cyclopen- 
tadienyl anion. 16.31. (d), (e) The fourth structure, with 

two three-membered rings, was considered the most likely and was 
called Ladenburg benzene. 16.37. (a) three; (b) one; (c) meta- 
dibromobenzene. 16.38. (a) a-chloroacetophenone; (b) 4-bromo-1- 
ethylbenzene. 16.45. 2-isopropyl-5-methylphenol. 


CHAPTER 17 


17.3. The sigma complex for p-xylene has the + charge on two 2° car- 
bons and one 3° carbon, compared with three 2° carbons in benzene. 
17.9. Bromine adds to the alkene but substitutes on the aryl ether, evolv- 
ing gaseous HBr. 17.10. Strong acid is used for nitration, and the 
amino group of aniline is protonated to a deactivating —NH,* group. 
17.12. (a) 2-methyl-5-nitrosulfonic acid and 2-methyl-3-nitrosulfonic acid; 
(b) 3-bromo-4-nitrotoluene and 5-bromo-2-nitrotoluene; (c) 3- and 5-nitro- 
2-chlorobenzoic acid; (d) 4-ethoxy-3-nitrobenzoic acid; (e) 5-ethyl- 
2-nitrophenol and 3-ethyl-4-nitrophenol. 17.15. (a) phenylcyclohex- 
ane; (b) o- and p-methylanisole, with overalkylation products; 

(c) 1-isopropyl-4-(1,1,2-trimethylpropyl)benzene. 17.16. (a) phenylcy- 
clohexane; (b) tert-butylbenzene; (c) p-di-tert-butylbenzene; 

(d) o- and p-isopropyltoluene. 17.17. (a) tert-butylbenzene; 

(b) 2- and 4-sec-butyltoluene; (c) no reaction; (d) (1,1,2-trimethylpropyl) 
benzene. 17.18. (a) sec-butylbenzene and others; (b) OK; (c) +disub, 
trisub; (d) No, deactivated; (e) OK. 17.20. (a) (CH3),CHCH»COCI, 
benzene, AICI;; (b) (CH3);CCOCI, benzene, AIC1,; (c) PhCOCl1, ben- 
zene, AIC1;; (d) CO/HCI, AIC1;/CuCl, anisole; (f) Clemmensen on (b); 
(g) CH3(CH>),COCI, benzene, AICI; then Clemmensen. 

17.21. Fluoride leaves in a fast exothermic step; the C— F bond is only 
slightly weakened in the reactant-like transition state (Hammond postu- 
late). 17.23. (a) 2,4-dinitroanisole; (b) 2,4- and 3,5-dimethylphenol; 
(c) N-methyl-4-nitroaniline; (d) 2,4-dinitrophenylhydrazine. 

17.32. (a) 1,2,3,4,5,6-hexachloro- 1-(trichloromethyl)cyclohexane; 

(c) cis- and trans-1,2- dimethylcyclohexane; (d) 1,4-dimethylcy- 
clohexa-1,4-diene. 17.33. (a) benzoic acid; (b) terephthalic acid 
(benzene-1,4-dicarboxylic acid); (c) phthalic acid (benzene-1,2-dicar- 
boxylic acid). 17.35. 60% beta, 40% alpha; reactivity ratio = 1.9 
tol. 17.38. (a) 1-bromo-1-phenylpropane. 17.39. (a) HBr, then 
Grignard with ethylene oxide; (b) CH;COCI and AICI, then Clem- 
mensen, Br, and light, then “OCH; (c) nitrate, then Br, and light, then 
NaCN. 17.41. (a) 3-ethoxytoluene; (b) m-tolyl acetate; (c) 2,4,6-tri- 
bromo-3-methylphenol; (d) 2,4,6-tribromo-3-(tribromomethy!)phenol; 
(e) 2-methyl-1,4-benzoquinone; (f) 2,4-di-tert-buty]l-5-methylphe- 

nol. 17.56.indanone. 17.67. kinetic control at 0 °C, thermodynamic 
control at 100 °C. 


CHAPTER 18 

18.1. (a) 5-hydroxyhexan-3-one; ethyl B-hydroxypropyl ketone; 

(b) 3-phenylbutanal: B-phenylbutyraldehyde; (c) trans-2-methoxycyclo- 
hexanecarbaldehyde; (d) 6,6-dimethylcyclohexa-2,4-dienone. 

18.2. (a) 2-phenylpropanal; (b) acetophenone. 18.3. No y-hydrogens. 
18.8. (a) hexan-3-one; (b) butanal; (c) benzylacetonitrile; (d) benzyl 


cyclopentyl ketone; (e) benzylacetaldehyde. 18.10. (a) benzyl alcohol; 
(b) benzaldehyde; (c) hept-1-en-3-one; (d) 4-propylhepta-1,6-dien-4-ol; 
(e) pent-3-enal; (f) 5-hydroxypentanal. 18.14. second < fourth < 
first < third. 18.18. Zand Eisomers. 18.19. (a) cyclohexanone 
and methylamine; (b) butan-2-one and ammonia; (c) acetaldehyde 

and aniline; (d) 6-aminohexan-2-one. 18.23. (a) benzaldehyde and 
semicarbazide; (b) camphor and hydroxylamine; (c) tetralone and phen- 
ylhydrazine; (d) cyclohexanone and 2,4-DNP; (e) 4-(o-aminophenyl)- 
butan-2-one. 18.26. (a) tetralone and ethanol; (b) acetaldehyde and 
propan-2-ol; (c) hexane-2,4-dione and ethanediol; (d) cyclohexanone 
and propane-1,3-diol; (e) 5-hydroxypentanal and cyclohexanol; (f) 
(HOCH,CH,CH,),CHCHO. 18.30. [(CH3)3P —R]* could lose a pro- 
ton from aCH3. 18.33. (a) Wittig of PhCH,Br + acetone; (b) Wittig of 
CHI + PhCOCHs; (c) Wittig of PhCH,Br + PhCH=CHCHO; 

(d) Wittig of EtBr + cyclohexanone. 18.34. (a) 4-hydroxycyclohex- 
anecarboxylic acid; (b) 4-oxocyclohexanecarboxylic acid; (c) 3-oxocy- 
clohexanecarboxylic acid; (d) cis-3,4-dihydroxycyclohexanecarboxylic 
acid. 18.36. (a) indane; (b) hexane; (c) ethylene ketal of 2-propylcyclo- 
hexanone; (d) propylcyclohexane 18.43. (a) hexane-2,5-dione. 

18.44. 1-phenyl-butan-2-one (benzyl ethyl ketone). 18.46. cyclobuta- 
none. 18.52. (all H* cat.) (a) cyclopropanone and hydroxylamine; 

(b) benzaldehyde and cyclohexylamine; (c) benzylamine and 
cyclohexanone; (d) 6-trilone and ethylene glycol; (e) cyclopentylamine 
and acetone; (f) cyclohexanone and methanol. 18.57. (a) 

NaBD,, then HO; (b) NaBDy,, then D,O; (c) NaBHy, then D,O. 

18.60. (a) CH;CH,CH»,COCI and AICI;, then Clemmensen; (b) EtMgBr, 
then H,0*; (c) Cl, /FeCl3, then Dow process to phenol; NaOH, CH3I, 
then Gatterman; (d) oxidize to the acid, SOCl,, then AICI. 

18.64. (a) hexan-3-one; (b) hexan-2-one and hexan-3-one; (c) hexan- 
2-one; (d) cyclodecanone; (e) 2- and 3-methylcyclodecanone. 

18.66. A hexan-2-one. 18.73. A is the ethylene acetal of butan-2-one; B 
is butan-2-one. 18.74. trans-but-2-enal (crotonaldehyde). 


CHAPTER 19 


19.1. Aziridine, pyrroldine, 1-methylpyrrolidine, and piperidine are not 
aromatic. 19.3. (a) pentan-2-amine; (b) N-methylbutan- 

2-amine; (c) m-aminophenol; (d) 3-methylpyrrole; (e) trans-cyclopen- 
tane-1,2-diamine; (f) cis-3-aminocyclohexanecarbaldehyde. 19.4. (a) 
resolvable (chiral carbons); (b) not resolvable (N inverts); (c) symmetric; 
(d) not resolvable; proton on N is removable; (e) resolvable (chiral 

quat. salt). 19.6. (a) aniline < ammonia < methylamine < NaOH; 
(b) p-nitroaniline < aniline < p-methylaniline; (c) pyrrole < 

aniline < pyridine < piperidine; (d) 3-nitropyrrole < pyrrole 

< imidazole. 19.7. (a) secondary amine; (b) primary amine; 

(c) alcohol. 19.8. butan-2-amine 19.9. (a) piperidine; 

(b) diethylmethylamine; (c) propanal; (d) propan-l-ol. 19.16. (a) 
benzylamine + excess CH3I; (b) 1-bromopentane + excess NH3; 

(c) benzyl bromide + excess NH3. 19.17. (a) CH; CONHCH>CH;; 
(b) PhCON(CH3)9; (c) N-hexanoylpiperidine. 19.23. (a) cyclohexane- 
diazonium chloride (then cyclohexanol and cyclohexene); (b) N-nitroso- 
N-ethylhexan-2-amine; (c) N-nitrosopiperidine; (d) benzenediazonium 
chloride. 19.25. (a) diazotize, then HBF,, heat; (b) diazotize, then 
CuCl; (c) protect (CH;COCI), then 3 CH3I/AICI;, H30*, diazotize, 
H3PO,; (d) diazotize, then CuBr; (e) diazotize, then KI; (f) diazotize, 
then CuCN; (g) diazotize, then H,SO,, H,O, heat; (h) diazotize, then 
couple with resorcinol. 19.26. (a) CH;NH>, NaBH(OAc);; 

(b) PhCHO, NaBH(OAc);; (c) aniline / H*, then LiAIHy; 

(d) HyNOH/H", then LiAlHy; (ec) HNOH/H*, then LiAlH,; 

(f) piperidine + cyclopentanone + NaBH(OAc)3. 19.31. (a) nitrate, 
reduce; (b) brominate, then nitrate and reduce; (c) nitrate, then brominate 
and reduce; (d) oxidize toluene, then nitrate and reduce. 19.36. only 
(b), (d), (f), and (h). 19.53. (a) triethylamine; (b) An acid converts it to 
a solid ammonium salt. (c) Rinse the clothes with diluted vinegar (acetic 
acid). 19.56. A is butan-2-amine; B is diethylamine. 

19.57. 2,2-dimethylpropan-1-amine. 


Answers to Selected Problems 1397 


CHAPTER 20 


20.2. (a) 2-iodo-3-methylpentanoic acid; a-iodo-6-methylvaleric acid; 
(b) (Z)-3,4-dimethylhex-3-enoic acid; (c) 2,3-dinitrobenzoic acid; 

(d) trans-cyclohexane-1,2-dicarboxylic acid; (e) 2-chlorobenzene-1,4- 
dicarboxylic acid; 2-chloroterephthalic acid; (f) 3-methylhexanedioic 
acid; B-methyladipic acid. 20.3. (a) first, second, third; (b) third, 
second, first; (c) third, second, fourth, first. 20.7. Broad acid OH 
centered around 3000; conjugated carbonyl about 1690; C=C about 
1650. 20.8. (a) propanoic acid; (b) — CHO proton triplet between 
69 and 610. 20.11. (a) KMnOy; (b) KMnO,; (c) PhaMgBr + 

ethylene oxide, oxidize; (d) PBr3, Grignard, CO); (e) conc. KMnO,, 
heat; (f) KCN, then H;0*. 20.15. (a) methanol and salicylic acid, H'; 
methanol solvent, dehydrating agent; (b) methanol and formic acid, Ht, 
distill product as it forms; (c) ethanol and phenylacetic acid, H*, ethanol 
solvent, dehydrating agent. 20.16. (a) see Fischer esterification; (b) 
C—!8O—CH;; (c) mass spectrometry. 20.19. (a) phenylacetic acid 
and LiAlH,; (b) phenylacetic acid and LiAIH,, then PCC; (c) 3-oxocy- 
clopentanecarboxylic acid + ByH,, then H;0*. 20.21. (a) benzene + 
CH;CH,COCI, AICI;; or propionic acid + 2 PhLi, then H;0*; (b) Add 
2 CH3Li, then H,0*. 20.36. (a) Grignard + CO); or KCN, 

then H;0*; (b) conc. KMnOy, heat; (c) Ag*; (d) SOCh, then 
LiAIH(O-t-Bu)3; or LiAlHy, then PCC; (e) CH;30H, H*; or CH,N>; 

(f) LiAIH, or B>Hg; (g) SOCh, then excess CH3;NH>. 20.38. diastereo- 
mers. 20.40. (a) 2-phenylpropanoic acid; (b) 2-methylpropenoic acid; 
(c) trans-hex-2-enoic acid. 20.43. phenoxyacetic acid. 20.45. (a) 
stockroom; heptaldehyde; students; heptanoic acid; (b) air oxidation; 
(c) prepare fresh samples immediately before using. 


CHAPTER 21 


21.2. No aldehyde C—H at 2700 and 2800; no acid O—H centered 

at 3000. 21.4. (a) acid chloride C=O at 1810; (b) primary amide 
H,C—=CHCONH,; at 1650, two N—H around 3300; (c) anhydride 
C=O double absorption at 1750 and 1820. 21.5. (a) acrylamide, 

(b) 5-hydroxypentanoic acid lactone 21.8. (a) ethanol, propiony] 
chloride; (b) phenol, 3-methylhexanoyl chloride; (c) benzyl alcohol, 
benzoyl chloride; (d) cyclopropanol, cyclohexanecarbony] chloride; 

(e) tert-butyl alcohol, acetyl chloride; (f) allyl alcohol, succinoyl chlo- 
ride. 21.9. (a) dimethylamine, acetyl] chloride; (b) aniline, acetyl chlo- 
ride; (c) ammonia, cyclohexanecarbony] chloride; (d) piperidine, 
benzoyl chloride. 21.10. (1) PhCH>OH; (11) Et)NH. = 21.25. (a) butan- 
l-amine; (b) cyclohexylethylamine; (c) (CH2)¢.NH (7-membered ring); 
(d) morpholine; (e) cyclohexylmethylpropylamine. 21.30. (a) 
benzene + acetyl chloride; (b) benzene + benzoyl chloride; (c) 
benzene + butyryl chloride, then Clemmensen. 21.32. (a) n-octyl 
alcohol, acetic formic anhydride (formy] chloride is unavailable); 

(b) n-octyl alcohol, acetic anhydride (cheap, easy to use); (c) phthalic 
anhydride, ammonia (anhydride forms monoamide); (d) succinic 
anhydride, methanol (anhydride forms monoester). 21.34. (a) 

acetic anhydride; (b) methanol, H*; (c) LiAlHy, then protonate; (d) 
PhNH>, warm. 21.37. (a) SOCI,, then HN(CH3)>, then LiAlHy; (b) 
acetic anhydride, then LiAIH,. 21.38. (a) SOC), then NH, then 
POC; (b) LiAIHy, make tosylate, NaCN; (c) Fe/HCl, diazotize, CuCN. 
21.44. (a) ethyl phenylacetate; (b) acetic phenylacetic anhydride; (c) 
PhCH,CONHPh; (d) 4-methoxybenzophenylacetone; (e) (PhCH,)3COH; 
(f) phenylacetaldehyde. 21.47. (after H*) (a) CH;COOH + PhOH; 
(b) HCOOH + PhCH,OH; (c) o-hydroxyphenylethanoic acid; (d) 
HCHO + (COOH). 21.48. (a) acetic formic anhydride; (b) SOCl, 
then CH3;COONa; (c) oxalyl chloride; (d) H* and heat to form anhy- 
dride, then one equivalent of (CH3).CHOH,; (e) oxidize aldehyde with 
Ag’, then form lactone with H*; (f) NaBH, to reduce aldehyde, then H* 
to form lactone. 21.55. (a) Ph;COH; (b) 3 EtMgBr + EtOCOOEt, 
then H,;0*. 21.61. A is hexanenitrile; B is hexanamide. 21.64. 
Acetic anhydride; add water to hydrolyze it to dilute acetic acid. 21.66. 
CH3;CH,OCOCH3CN. 21.69. 5-valerolactam. 
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CHAPTER 22 


22.8. (a) PhC(NCH3)CHs3; (b) CH, = C(Ph)NMe,; (c) cyclohexanone 
phenyl imine; (d) piperidine enamine of cyclohexanone. 

22.9. (a) enamine + allyl bromide; (b) enamine + PhCH,Br; 

(c) enamine + PhCOCl. 22.13. (a), (b) cyclopentanecarboxylate 
and chloroform/iodoform; (c) PhCOCBr,CH3. 22.19. (a) 3-hydroxy- 
2-methylpentanal; (b) 3-hydroxy-2,4-diphenylbutanal. 22.20. retro- 
aldol, reverse of aldol condensation. 22.24. (a) 2-ethylhex-2-enal; 

(b) 1,3-diphenylbut-2-en-1-one; (c) 2-cyclohexylidenecyclohexanone. 
22.26. PhCH = CHCOCH = CHPh, “dibenzalacetone”. 22.28. (a) 
2-methyl-3,3-diphenylprop-2-enal; (b) 4,4-dimethy]-1-phenylpent- 
2-en-l-one. 22.29. benzaldehyde and acetaldehyde. 22.32. (a) 
butanal and pentanal (no); (b) two PhCOCH,CH; (yes); (c) acetone 
and PhCHO (yes); (d) 6-oxoheptanal (yes, but also attack by enolate of 
aldehyde); (e) nonane-2,8-dione (yes). 22.34. (a) transesterification 
to a mixture of methyl and ethyl esters; (b) saponification. 22.35. no 
second alpha proton to form the final enolate to drive the reaction to 
completion. 22.36. (a) methyl 2-methyl-3-oxopentanoate; (b) ethyl 
2,4-diphenyl-3-oxobutanoate. 22.37. methyl 2-benzyl-5-phenyl- 
3-oxopentanoate 22.38. (a) ethyl butyrate; (b) methyl phenylacetate; (c) 
ethyl 3-methylbutanoate, or common name: ethyl isovalerate. 22.42. 
(a) PhCO — CH(Ph)COOCH;; (b) poor choice, four products; (c) 
EtOCOCO— CH,COOEt?:; (d) Et™OCOCH(CH;3)COOEt. 

22.43. (a) PhCOOEt + CH3;CH,COOEt; (b) PhCH,COOMe + 
MeOCOCOOMe:; (c) (EtO),C—=O + PhCH,COOEt; 

(d) (CH3)3;CCOOMe + CH3(CH2);COOMe. 22.47. Alkylate malo- 
nic ester with; (a) PhCH,Br; (b) CH3I twice; (c) PhCH»CH)>Br; (d) 
Br(CH,)4Br (twice). 22.49. (a) 4-phenylbutan-2-one; (b) cyclobutyl 
methyl ketone; (c) cyclopentanone. 22.50. Alkylate acetoacetic ester 
with: (a) PhCHBr; (b) Br(CH>),Br (twice); (c) PhCH,Br, then CH, = 
CHCH,Br. 22.53. Alkylate the enamine of cyclohexanone with MVK. 
22.56. (a) malonic ester anion + ethyl cinnamate; (b) acetoacetic ester 
anion + acrylonitrile, then H,O*; (c) enamine of cyclopentanone + 
acrylonitrile, then H,0*; (d) enamine of 2-methylcyclopenta- 

none + PhCOCH CH), then H,0°; (e) alkylate acetoacetic 

ester with CHI, then MVK, then H,0*; (f) cyclopent-2-enone + 
(CH,=CH),CuLi. 22.61.)¢g<b<f<a<e<c<d 
(2)a,c,d,e. 22.67. (a) CH;CH,CH,COPh + MVK; (b) 
cyclohexanone and propyl vinyl ketone; (c) cyclohexanone and 
(CH3CH),C =CHCOCH3. 22.72. Alkylate with: (a) PhCH,Br; (b) 
CH;CH3Br, then (bromomethyl)cyclopentane; (c) Br(CH)sBr, alkyl- 
ate on each end to make a cyclohexane ring. 22.73. Alkylate with: 
(a) CH3;CH)Br, then PhCH,Br; (b) Br(CH)),Br; (c) MVK (hydrolysis, 
decarboxylation, then aldol gives product). 22.79. (a) Dieckmann of 
dimethy] adipate, alkylation by allyl bromide, hydrolysis and decarboxyl- 
ation; (c) Robinson with CH;CH=CHCOCH,, then reduction; (d) form 
enamine or enolate, acylate with CICOOEt, methylate with CHI, do 
aldol with benzaldehyde. 


CHAPTER 23 


23.2. (a) two C*, two pairs of enantiomers; (b) one C*, one pair of 
enantiomers; (c) four c*, eight pairs of enantiomers; three Cc, four 
pairs of enantiomers. 23.5. (R) for D series, (S) for L series. 

23.13. 28% alpha, 72% beta. 23.15. L-gulose has the same structure as 
D-glucose, but with the CHO and CH,OH ends interchanged. 

23.16. (a) D-mannonic acid; (b) D-galactonic acid; (c) Bry does 

not oxidize ketoses. 23.17. (a) D-mannaric acid; (b) D-galactaric 
acid. 23.18. A is galactose; B is glucose. 23.20. (a) non-reducing; 
(b) reducing; (c) reducing; (d) non-reducing; (e) reducing; (f) “sucrose” 
is nonreducing; should have “-oside” ending. 23.23. glucose, benz- 
aldehyde, and HCN (toxic). 23.34. A = p-galactose; B = p-talose; 
C = p-lyxose; D = p-threose. 23.38. reducing and mutarotating. 
23.39. reducing and mutarotating. 23.40. Trehalose is a-p-glu- 
copyranosyl-a@-bD-glucopyranoside. 23.41. Melibiose is 6-O-(a- 
D-galactopyranosyl)-p-glucopyranose. 23.48. (a) D-(—)-lyxose; (b) 
D-(+)-threose; (c) L-(—)-mannose; (d) L-(—)-talose; (e) L-(—)-glu- 
cose. 23.55. (a) no; (b) yes; (c) Only applies to double stranded 
DNA. 23.59. (a) D-arabinose and D-lyxose; (b) D-threose; (c) X = 


p-galactose; (d) No; the optically active hexose is degraded to an opti- 

cally active pentose that is oxidized to an optically active aldaric acid; 

(e) D-threose gives an optically active aldaric acid. 23.60. (a) D-taga- 
tose is a ketohexose, the C4 epimer of D-fructose; (b) A pyranose with 
the anomeric carbon (C2) bonded to the oxygen atom of C6. 


CHAPTER 24 


24.6. As in pyrrole, the lone pair on the indole N is part of the aro- 
matic sextet. One N in histidine is like that in pyridine, with the lone 
pair in an sp” hybrid orbital. 24.9, Reductive amination of (a) 
PhCH,COCOOH; (b) HSCH,COCOOH; (c) HOCH,;COCOOH; (d) 
CH;COCOOH. 24.10. Start with (a) CH;COOH; 

(b) (CH3)2CHCH,CH,COOH; (c) HOOCCH,CH,CH,COOH. 

24.13. The free amino group of the deacylated L enantiomer should 
become protonated (and soluble) in dilute acid. 24.21. (a) nucleophilic 
aromatic substitution; (b) Edman cleaves only the N-terminal amino 
acid, leaving the rest of the chain intact for further degradation. 

24.23. Cys-Tyr-Phe-GlIn-Asn-Cys-Pro-Arg-Gly * NH). 24.25. Add 
piperidine/DMF then Fmoc-Gly and DCC, then piperidine/DMF, then 
Fmoc-Leu and DCC, then HF. 24.29. (a) Ruhemann’s purple; (b) ala- 
nine; (c) CH;CONH(CH;)4,CH(COOH)NHCOCH;; (d) L-proline and 
N-acetyl-p-proline; (e) CH;CH,CH(CH;)CH(NH>)CN; (f) isoleucine; 
(g) 2-bromo-4-methylpentanoic acid (after water workup); (h) 2-amino- 
4-methylpentanoic acid or leucine. 24.30. (a) NH3/H»/Pd; 

(b) Br>/PBr3, H3O, excess NH3; (c) NH;/HCN/H,0, H;0~. 

24.32. Convert the alcohol to a bromide and displace with excess 
ammonia. 24.36. aspartylphenylalanine methyl ester. 24.37. 
Phe-Ala-Gly-Met-Ala. 24.39. (a) C-terminal amide (CONH;), 

or amide (Gln) of Glu; (b) The N-terminal Glu is a cyclic amide (a 
“pyroglutamyl” group) that effectively blocks the N-terminus. The 
C-terminal Pro is an amide; (c) cyclic pentapeptide. 24.42. Ornithine 
is H,N(CH,);CH(NH,)COOH, a homolog of lysine, with a similar 

pl. 24.44. Ala-Lys-Phe-Gln-Gly-Tyr-Arg-Ser-Leu-lle. 


CHAPTER 25 


25.2. Hydrogenation of trilinolein (m.p. below —4 °C) gives tristearin 
(m.p. 72 °C). 25.9. Estradiol is a phenol, soluble in aqueous sodium 
hydroxide. 25.13. (1) sesquiterpene; (2) monoterpene; (3) monoter- 
pene; (4) sesquiterpene. 25.16. (a) H)/Ni, LiAlHy; (b) H2/Ni; 

(c) stearic acid from (d) add SOCI,, then octadecan-1-ol; (d) O3, then 
(CH;),S; (e) KMnOy, then H*; (f) Br)/PBr3, then H,O. 25.17 (a) a 
triglyceride; (b) a synthetic detergent; (c) a wax; (d) a sesquiterpene; (e) 
a prostaglandin; (f) a steroid. 25.19. reduce (LiAIHy,), esterify with 
sulfuric acid. 25.21. (a) Sodium stearate produces a precipitate, while 
the sulfonate does not; (b) Paraffin wax does not react; (c) Lauric acid 
dissolves in dilute aqueous base; (d) Trilinoleate decolorizes bromine in 
CCly. 25.28. Petroselenic acid is cis-octadec-6-enoic acid. 


CHAPTER 26 


26.1. The radical intermediates would not be benzylic if they added with 
the other orientation. 26.3. The benzylic hydrogens are more likely to 
be abstracted. 26.4. They all add to give the more highly substituted 
carbocation. 26.5. (a) is possible; (b) is very good; (c) is terrible. 26.6. 
The cation at the end of a chain abstracts hydride from a benzylic position 
in the middle of a chain. In isobutylene, a tertiary cation would have to 
abstract a hydride from a secondary position: unlikely. 26.15. The third 
hydroxyl group of glycerol allows for profuse cross-linking of the chains 
(with a terephthalic acid linking two of these hydroxyl groups), giving a 
very rigid polyester. 26.19. Glycerol allows profuse cross-linking, as in 
Problem 26-15. 26.23. (a) a polyurethane; (b) step-growth polymer; (c) 
HO(CH))3NH, and CO,. 26.24. (a) a polyolefin; (b) addition polymer; 
(c) styrene. 26.25. (a) a polyamide; (b) step-growth polymer; 
(c) H3N(CH)oNH, and HOOCC,H,COOH. — 26.26. (a) polyether 
(addition polymer); (b) ethylene oxide; (c) base catalyst. 26.28. (a) 

CH, — O— [CH,— O],,—; (c) addition polymer. 26.31. (b) and 
(c) No to both. Poly(vinyl acetate) is an addition polymer. The ester bonds 
are not in the main polymer chain; (d) Vinyl alcohol (the enol form of acet- 
aldehyde) is not stable. 
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A 
Abietic acid, 1341 
AbioCor, 39 
Absolute alcohol, 520 
Absolute configuration, 280-282 
Absorptions 
of alcohols and amines, 623-624 
of carbonyl compounds, 624-629 
of C-N bonds, 629-632 
NMR, 663f 
Absorption spectroscopy, 609 
Accidentally equivalent, 675 
Acetaldehyde, 77, 128, 543, 566, 
933, 938, 944, 1039, 1071, 
1171, 1294 
Acetals 
described, 967 
formation of, 967-970 
as protecting groups, 972-973 
Acetamide, 123, 124, 135, 136, 1119 
2-Acetamido-2-deoxy-D-glucose, 
1266 
Acetaminophen, 965 
Acetanilide, 1021, 1087, 1104, 1124, 
1138 
Acetate, 500, 1203 
Acetate esters, 683 
Acetic acid, 50, 63, 107-108, 
109-110, 112, 115, 119, 122, 
124, 134, 135, 352-353, 441, 
500, 501, 560, 564, 590, 673, 
912, 1061, 1064, 1067, 1068, 
1070-1071, 1077, 1103, 
1143, 1207, 1208 
Acetic anhydride, 1107, 1123, 1124, 
1131, 1143 
Acetic benzoic anhydride, 1143 
Acetic formic anhydride, 1107, 1143 
Acetoacetate, 1210 
Acetoacetic ester synthesis, 1205, 
1210-1213 
Acetone, 97, 134, 205, 314, 352-353, 
529, 911, 933, 935, 936, 955, 
958, 1038, 1078, 1188, 1198, 
1204, 1205, 1211 
Acetone hydrate, 955, 958 
Acetonitrile, 45, 97, 212, 315, 731, 
1106 
Acetophenone, 848, 880, 891, 935, 
945, 1140, 1183, 1184, 1197 
Acetylacetone, 235 
Acetylbenzene, 891 
Acetyl chloride, 135, 533, 544, 891, 
892, 1143 
Acetylcholine, 1000 
N-Acetyl-D-galactosamine, 1232 
N-Acetylgalactosamine, 1262 
N-Acetylglucosamine, 1265 
N-Acetylhistidine, 1297 
Acetylenes, 45, 69, 74, 76, 131, 476, 
478, 479-481, 891 
Acetylenic alcohol, 486, 526 
Acetylenic hydrogens, 672-673 
Acetyl fluoride, 1106 
Acetylide ions, 482-483, 484 


1400 


Acetylides, 526 
1-Acetyl-2-methylcyclopentene, 
1196 
2-Acetylpentanoic acid, 1061 
Acetylsalicylic acid (aspirin), 912 
Achiral, 245, 247, 265 
Acid anhydrides, 1107, 1123-1124 
Acid-base properties of amino acids, 
1288-1290 
Acid bromide, 1106 
Acid-catalyzed 
aldol condensations, 1190 
alpha halogenation, 1184-1185 
dehydration of alcohol, 389-390 
hydration of alkenes, 417-419 
keto-enol tautomerism, 497, 1174 
opening of epoxides, 443-445, 
750-754 
Acid chloride, 135, 531, 532, 537, 
891, 951-954, 1020-1022, 
1040, 1088-1091, 1120- 
1122, 1141-1142, 1154 
Acid chloride reactants, 1022 
Acid derivatives, 531, 1119 
Acid-dissociation constant, 109, 1064 
Acid halides, 1101, 1106, 
1113-1114, 1131 
Acidity 
of alcohols, 520-524 
of alkynes, 482-483 
of carbonyl compounds, 1207t 
of carboxylic acids, 1064-1065 
effects of size & electronegativity 
on, 117-119 
hybridization effects on, 120-122 
inductive effects on, 119-120 
limitations in common solvents, 
117t 
of phenols, 522-523 
resonance effects on, 122-125 
solvent effects on, 115-117 
trends within periodic table, 119f 
Acid(s) 
alpha bromination of, 1186-1187 
Arrhenius, 107-108 
Broénsted-Lowry. See Bronsted- 
Lowry acids 
characteristic absorptions of car- 
bonyl compounds, 624-627 
common names of, 935t 
condensations of acids with 
alcohols, 1081-1085 
condensations of with amines, 
1086-1087 
conjugate, 108 
described, 107-108 
Lewis. See Lewis acids 
relative strength of some common, 
111t 
strengths of, 109-112 
Acid salts, 1069-1070 
Acid scum, 1333 
cis-Aconitic acid, 376 
Acryl Lonitrile, 902 
Acrylonitrile, 1352, 1354 
Activated, 873-874 


Activating group, 873-874 
Activation energy, 213-214 
Acyclic, 170 
Acylation 
of amines by acid chlorides, 
1020-1022 
Friedel-Crafts, 891-894, 946-947 
Acylation-reduction, 1040-1041 
Acylbenzenes, 891, 892, 1144 
Acyl chlorides, 891 
Acyl group, 891 
Acyl! halides, 1106 
Acylium ion, 891 
Acyl transfer, 1118 
Addition-elimination mechanism, 
1118-1119 
Addition polymers, 353, 451, 1348, 
1349t, 1355 
Additions 
to aldehydes, 530 
anti-Markovnikov, 413 
conjugate: the Michael reaction, 
1213-1217 
enolate, 1221-1222 
of enolate to ketones, aldehydes, 
1172 
to formaldehyde, 529 
of halogens to alkenes, 430-433 
of hydrogen halides to alkenes, 
409-416 
to ketones, 530 
reactions of alkenes, 407 
reactions of alkynes, 490-499 
reactions of benzene derivatives, 
905-908 
1,2-Addition, 778-779, 1213 
1,4-Addition, 778-779, 1213, 1215 
Adenine, 104, 1268, 1271, 1273 
Adenosine, 746, 1269, 1275 
Adenosine deaminase, 1275 
Adenosine diphosphate (ADP), 1276 
Adenosine monophosphate (AMP), 
1270, 1275 
Adenosine triphosphate (ATP), 745, 
1276 
Adipic acid, 1071, 1072, 1077, 1152, 
1359 
Adrenocortical hormones, 1338 
Agent Orange, 734 
Aglycone, 1249-1250 
AIDS virus, 1267 
Airbags, automobile, 1043 
Alanine, 249, 251, 252, 253, 1284— 
1285, 1288, 1291-1292, 1294 
L-(+)-Alanine, 283 
L-Alanine, 1285 
Albumins, 1318 
Alcohol dehydrogenase (ADH), 566 
Alcohol(s), 117, 133 
acid-catalyzed opening of epox- 
ides, 751-752 
acid-dissociation constants for, 
521t 
acidity of, 520-524 
bimolecular condensation of, 
738-739 
biological oxidation of, 566-567 


boiling points, compared with 
alkanes & ethers, 728t 

characteristic absorptions of, 
623-624 

commercially important, 518-520 

condensations of acids with 
alcohols, 1081-1085 

dehydration reactions of, 579-583 

dehydration to synthesis alkenes, 
388-390 

esterification of, 589-590 

introduction, 510 

ketones and aldehydes from 
oxidation of, 945-946 

mass spectra of, 649 

nomenclature of, 511-516 

as nucleophiles and electrophiles, 
567-570 

oxidation of, 559-563, 564 

oxidation states of, 558-559 

phenols. See Phenols 

physical properties of, 516-518, 
516t 

reactions of, 599-601 

reactions with hydrohalic acids, 
571-575 

reactions with phosphorus halides, 
576-577 

reactions with thionyl] chloride, 
577-578 

reduction of, 570, 1136-1137 

structure, classification of, 
510-511 

synthesis by organometallic 
reagents, 525-527 

synthesis from alkenes, 524-525 

synthesis of 1° and 2°, 539-545 

synthesis of, from carbonyl 
compounds, 548 

thiols, 545-547 

types of reactions of, 557t 


Aldaric acid, 1246 
Aldehyde dehydrogenase (ALDH), 


566 


Aldehydes, 59, 133, 498, 526, 528, 


530, 535, 558, 561, 563, 
932-933, 1088 
addition of an enolate to, 1172 
aldol condensation of, 
1187-1190 
carbon NMR spectra of, 940 
characteristic absorptions of 
carbonyl compounds, 
624-627 
common names of, 935t 
condensations of amines with, 966t 
formation of acetals, 967-970 
formation of imines, 962—965 
hydration of, 958-960 
industrial importance of, 944-945 
infrared spectra of, 938-939 
mass spectra of, 940-943 
nomenclature of, 934-936 
oxidation of, 978-979 


physical properties of, 936-938 
proton NMR spectra of, 939 
reactions of, 954-958 
reactions of amines with, 1015 
reduction of, 979-983 
reduction to, 1137 
review of syntheses of, 945-948 
synthesis from acid chlorides and 
esters, 951-954 
synthesis from nitriles, 949-950 
ultraviolet spectra of, 943-944 
used in household products, 945t 
Wittig reaction, 974-978 
Alder, Kurt, 788 
Alditols, 1245 
Aldohexoses, 1235 
Aldol, 1187 
Aldolases, 1188 
Aldol condensations 
crossed, 1192-1194 
described, 1187 
of ketones and aldehydes, 
1187-1190 
planning syntheses using, 
1196-1197 
Aldol cyclizations, 1195-1196 
Aldol products, dehydration of, 1191 
Aldonic acid, 1246 
Aldopentoses, 1235 
Aldoses, 1233, 1234, 1237f, 1239, 
1246, 1247, 1254 
Aldotriose, 1235 
Aliphatic, 821 
Aliphatic acid, 1059, 1070 
Aliphatic amines, 1008 
Aliphatic riboside, 1269 
Alizarin, 770 
Alkaline compounds, 107-108 
Alkaline phosphatase, 811 
Alkaloid addiction, 999 
Alkaloids, 999 
Alkanecarboxylic acids, 1106 
Alkanediazonium salts, 1031 
Alkanes, 117, 129-130, 146, 558 
boiling points, compared with 
ethers & alcohols, 728t 
conformations of higher, 169 
dehydrogenation, 392 
drawing, 155 
formulas & physical properties of 
unbranched, 148t 
hydrocarbon classification, 147t 
mass spectra of, 645-647 
nomenclature of, 149-156 
physical properties of, 157-158 
reactions of, 161-162 
structure and conformations of, 
162-166 
uses and sources of, 158-161 
n-Alkanes, 148t 
Alkenes, 131 
addition of carbenes to, 439-441 
addition of halogens to, 430-433 
addition of hydrogen halides to, 
409-416 
catalytic cracking, 391-392 
catalytic hydrogenation of, 
436-438 
commercial importance of, 
352-354 
compared with benzene, 868 


described, 342 
double bond orbital, 343-345 
electrophilic addition to, 407-409, 
463 
elements of unsaturation, 345-347 
energy differences in cis-trans 
isomers, 359-360 
epoxidation of, 441-442 
formation by dehydrohalogenation 
of alkyl halides, 365-366 
heats of hydrogenation, 356 
hydration by oxymercuration- 
demercuration, 419-422 
hydration of, 417-419 
hydroboration of, 423-428 
hydrocarbon classification, 147t 
molar heats of hydrogenation of, 
358t 
nomenclature of, 347-349, 351 
olefin metathesis, 455-457 
oxidation and cyclopropanation 
reactions of, 464 
oxidative cleavage of, 448-451 
ozonolysis of, 946 
physical properties of, 354-355 
polymerization of, 451-455 
reactions of, 406-464, 460-462 
stability of, 356-365 
stability of cycloalkenes, 360-361 
as substituents, 348-349 
substitution effects, 356-359 
syn dihydroxylation of, 446-447 
synthesis by dehydration of 
alcohols, 388-390 
synthesis by high-temperature 
industrial methods, 391-397 
synthesis of alcohols from, 
524-525 
Alkenyl group, 348 
Alkenynes, 478 
Alkoxide ion, 520, 593 
Alkoxides, 526, 528, 559 
formation of sodium and 
potassium, 522 
reactions of, 593-595 
Alkoxide salt, 1139 
Alkoxides ion, 540 
Alkoxy alkane nomenclature, 731 
Alkoxy groups, 731, 875-877 
Alkoxymercuration, 422 
Alkoxymercuration-demercuration, 
422-423, 738 
Alkylacetoacetic acid, 1211 
Alkylacetylene, 478 
Alkyl alkyl ether system of 
nomenclature, 731 
Alkylated amine, 1040 
Alkylated iminium salt, 1179 
Alkylated ketone, 1179 
Alkylation 
of acetylide ions, 484 
of amines by alkyl halides, 
1019-1020 
of benzene, 887-888 
of carboxylic acids to form 
ketones, 1089 
of enamines, 1178-1180 
of enolate ions, 1176-1177 
exhaustive, 1020 
Friedel-Crafts, 886-890 
Alkyl azides, 1043 


Alkylbenzenes, 132, 852, 871, 878, 
886, 893, 1077 
Alkylbenzenesulfonate detergent, 
871 
Alkylbenzenesulfonates, 872 
Alkylbenzenesulfonic acid, 871 
Alkylborane, 427 
Alkyl bromides, 299 
Alkyl chlorides, 299, 574 
Alkylcyclopentane, 130 
Alkyl fluorides, 299 
Alkyl groups, 130, 151, 153, 154 
Alkyl halides, 162, 383-384, 526, 
736, 740, 1152 
alkene formation by dehydrohalo- 
genation of, 365-366 
alkylation of amines by, 
1019-1020 
best reagents for converting 
alcohols to, 578t 
common uses of, 295-297 
nomenclature of, 293-294 
physical properties of, 298-300 
predicting substitutions and 
eliminations, 387 
preparation of, 300-305 
reactions of, 333-334 
reduction of, 537-539 
Sy2 reactions of, 309 
structure of, 297-298 
substitution and addition reactions, 
305-306 
substitution and elimination 
reactions of, 385 
Alkyl hypochlorite, 560 
Alkylidene groups, 455 
Alkyl iodides, 299, 309, 575 
Alkylmalonic acid, 1208 
Alkylmalonic ester, 1208 
Alkylnitrobenzene, 865 
N-Alkyl phthalimide, 1042 
Alkyl shift, 330 
Alkyl substitution, 873-874 
Alkynes, 131 
acidity of, 482-483 
addition reactions of, 490-498 
commercial importance of, 
479-481 
described, 476-477 
electronic structure of, 481-482 
hydration of, 947-948 
hydrocarbon classification, 147t 
nomenclature of, 477-478 
oxidation of, 499-501 
physical properties of, 479 
summary of reactions, 503-504 
synthesis by elimination reactions, 
488-489 
synthesis from acetylides, 
484-488 
Alkynide ions, 482 
Allene, 78, 268 
Allicin, 546 
Allotropes, 846 
Allyl alcohol, 514 
Allyl anion, 786 
Allyl bromide, 323, 527, 691-692, 
711,777 
Allyl cation, 786 
Allyl chloride, 309, 349 
Allyl group, 349, 777 
Allylic, 301 
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Allylic bromide, 782 
Allylic bromination, 301-303 
Allylic cations, 777-778 
Allylic halides, 787 
Allylic hydrogens, 782 
Allylic radicals, 782-784 
Allylic shift, 302, 783 
Allylic system, molecular orbitals of 
the, 784-785 
Allyl iodide, 309 
Allylmagnesium bromide, 527, 533 
Allyl radicals, 786 
Almond extract, 944 
Almond-scented millipede, 960 
a-Acetylvaleric acid, 1061 
a, a-Dibromoethylbenzene, 910 
a,a-Dichloroacetophenone, 1184 
Alpha (q) substitutions, 1171, 1173 
a-Amino acids, 1283-1288 
a-Aminoalcohol, 962 
Alpha bromination of acids, 
1186-1187 
a-Bromoacetophenone, 1184 
a-Bromo acid, 1186-1187, 1293 
a-Bromo acyl bromide, 1186-1187 
a-Bromoethylbenzene, 910 
a Carbon atom, 1171 
a-Chlorocyclohexanone, 1181 
a-Chloroethylbenzene, 909 
a-Chloropropionic acid, 1060 
a-Cleavage, 734 
a-Cyclohexylpropionic acid, 1061 
a-D-Fructofuranose, 1243, 1245 
a-D-Glucopyranose, 1242, 1249, 
1251 
Alpha elimination, formation of 
carbenes, 440 
a-Farnesene, 1342 
Alpha halogenation 
acid-catalyzed, 1184-1185 
of ketones, 1180-1186 
a helical arrangement, 1316 
a-Helix, 1315 
a-Hydroxy acid, 962 
a-Hydroxynitriles, 1152 
a-Keratin, 1315 
a-Methoxypropionaldehyde, 936 
a-Methyl-y-valerolactam, 1105 
a-Methyl-y-valerolactone, 1103 
a-Pinene, 1327, 1340, 1342 
Alpha-spin (a@-spin) state, 662-663 
Aluminum chloride, 886, 892, 1144 
Aluminum hydride, 539 
Aluminum trichloride, 730 
Amide group, 885 
Amides, 123, 135, 135-136, 1101 
boiling and melting points, 
1109-1110 
of carbonic acid, 1155-1157 
conversion of acid anhydride to, 
1123-1124 
conversion of acid chlorides to, 
1122 
hydrolysis of, 1133-1134 
IR spectroscopy of, 1113 
structure, nomenclature of, 
1103-1104 
summary of chemistry of, 
1149-1152 
synthesis of, 1086-1087 
used as solvents in organic 
reactions, 1111t 
Amination of a-halo acid, 1293-1294 
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Amine groups, 877 
Amine oxides, 1028-1029 
Amines, 135 
acylation by acid chlorides, 
1020-1022 
alkylation by alkyl halides, 
1019-1020 
basicity of, 1005-1007 
carbon NMR chemical shifts of 
some representative, 1013t 
characteristic absorptions of, 
623-624 
condensations with ketones and 
aldehydes, 966t 
conformations of acids with, 
1086-1087 
conversion of esters to, 1124 
described, 998-999 
examples of some biologically 
active, 999f 
how hydrogen bonding affects 
boiling points, 1004t 
as leaving groups, 1024-1026 
oxidation of, 1027-1029 
physical properties of, 1004-1005 
pK, of, 1006t 
reactions of, 1035-1037 
reactions with nitrous acid, 
1030-1031 
reduction to, 1138-1139 
and resonance-stabilized cations, 
648 
salts of, 1009-1011 
spectroscopy of, 1011-1014 
structure of, 1002-1003 
syntheses limited to primary, 1041 
synthesis by acylation-reduction, 
1040-1041 
synthesis by reductive amination, 
1037-1039 
synthesis of, 1292-1293 
Amine salt, 1009 
L-Amino acid, 281, 1284 
Amino acid analyzer, 1303-1305 
Amino acids, 1105, 1153 
acid-base properties of, 
1288-1290 
essential, 1287-1288 
isoelectric points and 
electrophoresis, 1290-1292 
peptides and proteins, structure and 
nomenclature, 1299-1303 
rare and unusual, 1288 
reactions of, 1296-1299 
resolution of, 1295-1296 
standard, 1285-1287 
structure of, 1284f 
synthesis of, 1292-1295, 1295 
p-Aminobenzoic acid, 1000, 023, 
1061 
4-Aminobutanoic acid, 1000, 1061, 
1105 
Aminobutyric acid, 1288 
3-Aminocyclopentene, 1000 
trans-3-Aminocyclohexanol, 1000 
Amino group, 123 
Amino groups, 870 
6-Aminohexanoic acid lactam, 1105 
1-(Aminomethyl)cyclopentanol, 1044 
4-Amino-2-methylpentanoic acid 
lactam, 1105 


Amino nitrile, 1294 
Amino propionitrile, 1294 
Amino sugar, 1265 
Ammonia, 75—76, 97, 114, 116, 234, 
296, 483, 492, 526, 591, 964, 
1002, 1020, 1037, 1040, 
1041, 1069 
Ammonium butanoate, 1069 
Ammonium butyrate, 1069 
Ammonium carboxylate salt, 
1086-1087 
Ammonium cyanate, 38 
Ammonium hydroxide, 1024 
Ammonium ion, 1007, 1008 
Ammonium salts, 1009, 1292 
Ammonolysis, 1124 
Amnesic shellfish poisoning (ASP), 
1076 
Amorphous polymers, 1363 
AMP (Adenylic acid), 1270 
Amphoteric, 1289 
Amphotericin B, 349 
Amygdalin, 1250 
Amylase, 1318 
Amylopectin, 1265 
Amylose, 1264 
Anabolic steroids, 1326 
Androgens, 1103 
Androsterone, 1336-1337 
Anesthetics 
alkyl halides, 295 
amides as, 1104 
cyclopropane, 170 
ether, 727 
Angina, 592 
Angle strain, 173, 175 
Anhydrides, 870, 1101, 1107, 
1113-1115, 1121, 1131, 
1143-1145 
Anhydrous hydrazine, 965 
Anilides, 878 
Aniline dyes, 865, 1045 
Anilines, 113, 848, 878, 964, 1001, 
1008, 1016, 1021, 1124 
Animal fats, 1102-1103 
Anionic polymerization, 454-455, 
1353-1354 
Anisole, 731, 848, 875, 876, 877, 
1142 
Annulation, Robinson, 1217-1218 
Annulenes, 824, 831-832, 838-839 
Anomeric carbon, 1243 
Anomers, 1242, 1244 
Anthracene, 843-844, 844 
Anti, 376 
Anti addition, 427, 432 
Antiaromatic compounds, 829-830 
Antibiotics, 1151 
Antibonding MO, 774 
Antibonding molecular orbitals, 66, 
68-69, 774 
Anti conformation, 169f, 266 
Anti-coplanar, 376, 377, 378 
Antifreeze, 567 
Anti-Markovnikov reactions, 413, 
415 
Antioxidants, 202 
Antiseptics 
ethanol, isopropyl alcohol, 520 
phenol solutions, 523 
Antithrombin, 1309 
Apple fruit moth, 1147 
Aprotic solvents, 313 
Arachidonic acid, 1340 


Arenediazonium salts, 1032-1035 
Arenes, 132 
Arginine, 1004 
Argon, 824 
Aromatic, 821 
Aromatic acids, 1059 
Aromatic allotropes of carbon, 
845-847 
Aromatic amines, 1008 
Aromatic circles, 618 
Aromatic compounds, 822 
described, 829-830 
heterocyclic, 839-843 
spectroscopy of, 852-854 
Aromatic hydrocarbons, 132, 147t 
Aromatic ions 
cycloheptatrieny] ions, 836 
cyclooctatetraene dianion, 837 
cyclopentadieny] ions, 834-835 
introduction, 833 
Aromatic protons, 670-672 
Aromatic ring current, 671f 
Aromatic rings, catalytic hydrogena- 
tion of, 906 
Aromatic substitution 
of arylamines and pyridine, 
1015-1019 
using organometallic reagents, 
899-905 
Arrhenius acids and bases, 107-108 
Arrhenius equation, 213 
Arrhenius, Svante, 107 
Arrhenius theory, 107 
Arrows 
curved-arrow formalism, 127-129 
in structures, reactions, 51, 126 
Arsenic compounds, 296, 545 
Artificial hearts, 39 
Artificial knees, 406 
Arylamines, 850, 1015-1019 
Arylboronate esters, 904 
Aryl cyanides, 1152 
Arylcyclopentane, 132 
Aryl fluorides, 1033 
Aryl group, 850 
Aryl halides, 292, 323, 903 
Aryl iodides, 1033 
Arylmagnesium bromide, 850 
Aryl nitriles, 1153 
Arylsulfonic acids, 850, 870 
Ascorbic acid, 93, 124, 1147 
L-Ascorbic acid, 1147, 1148 
Aspartic acid, 1291-1292 
L-Aspartic acid, 1293 
Aspirin, 912, 1068, 1131 
Asthma, 1338 
Asymmetric atoms, chiral 
compounds without, 267-269 
Asymmetric carbon atoms, (R) and 
(S) nomenclature, 251-255 
Asymmetric carbons, 247, 249 
Asymmetric induction, 437 
Atactic, 1355 
Atomic structure, principles of, 
39-43 
Atoms, isotopes, 39 
Aufbau principle, 42 
Augmentin, 1151 
Automobile airbags, 1043 
Autoxidation of ethers, 742-743 
Axial bonds, 178, 179-180 
Axial hydrogens, 188 
Azeotrope, 520 


Azides, reduction and formation, 
1043-1044 

Aziridine, 1001 

Azo compounds, 1035 

Azo dyes, 1035 

Azo linkage, 1034 

Azulene, 839 


B 
“Baby in a bubble syndrome,” 1275 
Back-side attacks, 318 
Bacterial antibiotic test, 1101f 
Baeyer, Adolf von, 173 
Baeyer strain, 173 
Bakelite, 944 
Banana oil, 1102 
Barbasco, 1339 
Barium sulfate, 491 
Base-catalyzed 
aldol condensations, 1187-1189 
dehydration of an aldol, 1191 
keto-enol tautomerism, 498, 
1173-1174 
ring opening of epoxides, 
754-755 
Base-dissociation constant, 111, 
1005 
Base-dissociation reaction of amine, 
1007f 
Base pairing, 1272 
Base peak, 640 
Base-promoted halogenation, 
1181-1182 
Base(s), 311 
Arrhenius, 107 
Brénsted-Lowry, 108 
conjugate, 108 
described, 107 
EI vs. E2 elimination reactions, 
381 
pyridine, purine, 1268, 1271 
relative strength of some common 
acids and their conjugate, 
111t 
strengths of, 109-110 
weak, that are common leaving 
groups, 317t 
Basicity, 311 
of amines, 1005—1009 
limitations in common solvents, 
117t 
resonance effects on, 122-125 
solvent effects on, 115-117 
Beclomethasone, 1338 
Beeswax, 1102-1103, 1327 
Bent bonds, 175 
Benzaldehyde cyanohydrin, 960-961 
Benzaldehydes, 544, 848, 894, 944, 
958, 960, 963, 964, 965, 
1038, 1171, 1197 
Benzalkonium chloride, 1334 
Benzenamine, 848 
Benzene, 132, 363, 731, 811t, 831, 
838, 853, 865, 875, 886, 
1072, 1144 
alkylation of, 887-888 
bromination of, 867-868 
chlorination of, 869 
compared with alkenes, 868 
derivatives, addition reactions of, 
905-908 


derivatives, side-chain reactions 
of, 908-912 
discovery of, 820-821 
failures of resonance picture, 
824-825 
halogenation of, 867-869 
iodination of, 869 
molecular orbitals of, 825-827 
nitration of, 869-870 
nomenclature of derivatives, 
848-850 
nucleophilic aromatic substitution, 
897-899 
physical properties of, 850-851 
sulfonation of, 870-871 
ultraviolet spectra of, 854t 
unusual reactions of, 822-823 
unusual stability of, 823-824 
Benzene-1,2-dicarboxylic anhydride, 
1107 
1,3-Benzenedicarboxylic acid, 1063 
Benzene-1,2-diol, 516, 913 
Benzene-1,3-dicarboxylic acid, 1063 
Benzene-1,3-diol, 516 
Benzene-1,4-dicarboxylic acid, 1071 
Benzene-1,4-diol, 516, 913-914 
Benzene hexachloride (BHC), 
905-906 
Benzenesulfonic acid, 547, 870, 
871, 872 
Benzenethiol, 546, 547 
Benzenethiolate, 546 
Benzenoid aromatic compounds, 821 
Benzenoid band, 853 
Benzenol, 848 
Benzensulfonic acid, 848 
Benzimidazole, 847 
Benziodarone, 848 
Benzo[a]pyrene, 845 
7,8-Benzo[a]pyrene oxide, 845 
4,5-Benzo[a]pyrene, 845 
4,5-Benzo[a]pyrene oxide, 845 
Benzoate, 1183 
Benzocaine, 870, 1045, 1045 
Benzofuran, 847 
Benzoic acid, 441, 628, 732, 820, 
848, 1059, 1061, 1068, 1071, 
1077, 1087, 1091, 1143 
Benzonitrile, 950, 1140 
Benzophenone, 935 
Benzophenone imine, 950 
Benzoquinoneimine, 965 
Benzothiophene, 847 
Benzoyl, 891 
Benzoyl chloride, 537, 891, 1022, 
1041, 1090 
Benzoylecgonine, 1086 
Benzoyl peroxide, 1349-1350 
Benzyl 2-methylpropanoate, 1103 
Benzyl alcohol, 512, 544, 850 
Benzylamine, 1000, 1038 
Benzyl bromide, 324, 850, 911, 
1044, 1078, 1179 
Benzylcetyldimethylammonium 
chloride, 1334 
Benzyldiethylamine, 1041 
Benzyl ethyl] ether, 911 
Benzyl group, 850 
Benzylic cation, 648 
Benzylic halide, 911 
Benzylic position, 909, 910-911 
Benzylic radical, 909 
Benzyl isobutyrate, 1103 


N-Benzyloxycarbony! leucine, 1298 
Benzyne, 898 
Benzyne mechanism, 897 
Beryllium hydride, 70 
B-Bromobutyraldeyde, 936 
B-Bromobutyronitrile, 1106 
B-Bromobutyry] bromide, 1106 
B-Bromoethy] isopropyl] ketone, 935 
B-Carotene, 808, 1341, 1342 
B-Chloroethylbenzene, 909 
B-D-2-Deoxyribofuranose, 1271 
B-D-Fructofuranose, 1243, 1253 
B-D-Glucopyranose, 1242, 1245 
B-D-Glucose, 1247 
B-Dicarbonyl compounds, 
1205-1206 
B-Diketone, 1180, 1204, 1205 
B-D-Ribofuranose, 1268 
Beta eliminations, 440 
B-Glucosidase enzyme, 1263 
Betaine, 975 
B-Keto ester, 1199, 1205 
B-Lactams, 1151 
B-Methylbutyric acid, 1060 
B-Phenylvaleric acid, 1061 
B-Propiolactam, 1113, 1151 
B-Propiolactone, 1113 
B-Selinene, 1340, 1341 
Beta-spin (B-spin) state, 662-663 
Bicyclic alkanes, 189 
Bicyclic compounds, 362 
Bicyclo[3.2.1]Joctane, 189 
Biemann, Klaus, 638 
Bimolecular condensation to 
form esters, 582-583 
Bimolecular condensation of 
alcohols, 738-739 
Bimolecular elimination, E2 
reactions, 373-375 
Bimolecular nucleophilic 
substitution, 306-308 
Bimolecular substitution vs. 
elimination, 383-384 
Biochemistry 
alkene oxidation, 444 
enzyme-catalyzed eliminations, 
376 
formation of enols, 496 
sugar polymers and blood cells, 
1232 
Biodegradable, 872 
Biodiesel, 1128, 1330-1331 
Biological discrimination of 
enantiomers, 261-262 
Biological oxidation of alcohols, 
566-567 
Biology, UV-visible analysis in, 
810-811 
Biomimetic, 1292 
Biopol, 1350 
Biopolymers, 1263 
Biphenyl, 268, 886 
Birch reduction, 906-908 
Birth control pills, 477, 1217 
Bisphenol A (BPA), 759-760, 1157, 
1338, 1361 
“Black Death” of Middle Ages, 296 
Black powder, 592 
Bleach, 746, 946, 978 
Bleomycin, 229 
Blister beetle, 1143 
Block diagrams 
of dispersive infrared spectrometer, 
616f 


of gas chromatograph-mass spec- 
trometer, 641 
of nuclear magnetic resonance 
spectrometer, 666f 
Blood 
clotting, and thrombin, 1307 
sugar polymers and blood cells, 
1232 
types, 1262 
Blue Ridge Mountains, 806f 
Blue-ringed octopus, 38 
Boat conformations, 177, 178 
Boat conformer, 187 
Body lice, 297 
Boiling, 102 
Boiling points, 98, 99 
of alcohols, 517 
of alkanes, 157-158 
of alkenes, 354—355 
of alkyl halides, 298-300 
of carboxylic acid derivatives, 
1109-1110 
carboxylic acids, 1064 
comparing ethers, alkanes & 
alcohols, 728t 
of ethers, 727 
how hydrogen bonding affects 
amines’, 1004t 
Bombardier beetle, 913 
bomb calorimeter, 174 
Bond angle strain, 364 
Bond dipole moments, 94-95 
Bond-dissociation energy, 207-208 
Bond-dissociation enthalpies for 
homolytic cleavages, 209t 
Bond-dissociation enthalpy (BDE), 
207-208 
Bonding 
ionic, covalent, 43 
molecular orbitals, 65, 774 
pi, 68 
Bonding MO, 774 
Bond length, 65 
Bond polarity, 47f 
Bond(s) 
axial, 178 
bent, 175 
covalent. See Covalent bonding 
double. See Double bonds 
equatorial, 178 
peptide, 1283 
polarity of, 94-98 
rotating, 79-80 
Bond stretching frequencies, 613t 
Borane, 71, 424 
Borate ester, 428 
Boron atoms, 233 
Boronic acids, 903 
Boron tribromide, 742 
Boron trifluoride, 452, 730 
Boron trifluoride etherate, 730 
Bottom symmetrical carbon, 1236 
Bovine spongiform encephalopathy 
(BSE), 1319 
Bradykinin, 1300-1301, 1305 
Breath testers, 563 
Bredt’s rule, 361-362, 364 
Brewer’s yeast, 519 
Bridged bicyclic compounds, 362 
Bridged rings, 188 
Bridgehead carbon atoms, 362 
Bridgehead carbons, 188 
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British anti-lewisite (BAL), 545 
Bromide, 779, 781, 875 
Bromide ion, 740 
Bromination 
of benzene, 867-868 
free-radical allylic, 782-784 
Hammond’s postulate and, 
224-226 
of pentan-3-one, 1182 
of propane, 223-224 
using NBS, 783-784 
Bromine, 430, 431, 493, 823, 824, 
1182 
Bromine water, 1246 
Bromoacetic acid, 119 
Bromobenzene, 527, 867-868, 902, 
904 
1-Bromo-1-methylcyclohexane, 374, 
375, 380, 386, 416 
3-Bromo-1-methylcyclohexene, 778 
3-Bromobutanal, 936 
1-Bromobutane, 308, 484, 572, 670 
2-Bromobutane, 153, 247—248, 256, 
374 
(R)-2-Bromobutane, 744 
3-Bromobutanenitrile, 1106 
2-Bromobutanoy! bromide, 1186 
3-Bromobutanoy! bromide, 1106 
1-Bromo-1-chloropropane, 350-351 
7-Bromocyclohepta-1,3,5-triene, 348 
trans-2-Bromocyclohexanol, 436 
trans-Bromo-2-chlorocyclohexane, 
436 
Bromocyclohexane, 293, 375, 379, 
527, 573, 1078 
1-Bromocyclohexene, 293 
3-Bromocyclohexene, 228, 302, 324 
trans-Bromocyclopentanol, 434 
Bromodecalin, 380 
1-Bromobut-2-ene, 778 
3-Bromobut-1-ene, 778 
cis-1-Bromo-3-deuteriocyclopentane, 
327 
(1-Bromoethyl)cyclohexane, 373 
Bromoform, 440 
(S)-1-Bromo-1-fluoroethane, 320 
3-Bromohexanedionic acid, 1062 
Bromohydrin, 757 
Bromomethane, 294 
1-Bromo-2-methylbutane, 249, 281 
2-Bromo-2-methylbutane, 575 
2-Bromo-3-chlorobutane, 277 
2-Bromo-3-methylbutane, 328, 370 
cis-1-Bromo-2-methylcyclohexane, 
281 
cis-1-Bromo-3-methylcyclopentane, 
319 
4-Bromo-3-methylheptanal, 934 
1-Bromo-2-methylhexane, 416 
Bromonium ion, 430, 431, 435, 882 
3-Bromopentane, 374, 393 
1-Bromopent-1-ene, 495 
2-Bromopent-1-ene, 494, 495 
1-Bromopentane, 1042 
(S)-2-Bromopentane, 577 
2-Bromophenol, 515 
p-Bromophenol, 903 
1-Bromo-1-phenylbutane, 304 
1-Bromo-2-phenylethane, 1043 
1-Bromopropane, 737, 744, 1043 
2-Bromopropane, 293 
3-Bromopropene, 691 
N-Bromosuccinimide (NBS), 302, 
783-784, 910 


1404 Index 


p-Bromotoluene, 897 

Bronsted, Johannes, 108 

Bronsted-Lowry acid-base reactions, 
112 

Brénsted-Lowry acids, 108-109, 
117-118, 126 

Brénsted-Lowry bases, 108 126 

Browning of fruit, 913 

Brucine, 1296 

Bubonic plague, 296, 297 

Buckminsterfullerenes, 847 

Buckyballs, 847 

Bulletproof windows, 1157 

Bunsen, Robert, 1043 

But-1-en-2-ol, 497 

But-1l-ene, 82, 131, 345, 347, 356, 
1025, 1025 

But-1-yne, 131, 483, 484, 491, 497 

But-2-ene, 131, 345, 347, 408, 456, 
1025, 1025 

cis-But-2-ene, 80, 82, 131, 173f, 
282, 432 

trans-But-2-ene, 80, 82, 131, 173f, 
282, 356-357, 432, 751 

But-2-ene-1-thiol, 546 

But-2-enedioic anhydride, 1107 

But-2-yn-1-ol, 486 

But-2-yne, 131, 476, 483, 491 

But-3-en-2-one, 709 

But-3-yn-2-ol, 478 

Buta-1,3-diene, 348, 773-776, 
780-781, 804, 805, 807, 1357 

Butadiene, 776, 799, 799, 803 

Butan-1-amine, 1044 

Butan-2-amine, 1001, 1025 

Butan-1-ol, 514, 557, 572 

2-Butanamine, 1001 

Butan-2-ol, 260, 263, 264, 389, 512, 
514 

(R)-Butan-2-ol, 285 

2-Butanone, 934 

Butan-2-one, 134, 263, 450, 497, 
541, 707, 934, 941, 966, 979, 
1183 

Butan-2-one cyanohydrin, 961 

Butan-2-one semicarbazone, 966 

Butanal, 939, 1197 

Butane, 147, 148, 149, 159, 
166-168, 356, 490, 670, 936, 
974, 1176 

Butane-1,4-diamine, 1004 

n-Butane, 79, 81, 149 

meso-Butane-2,3-diol, 751 

Butane-1-thiol, 545 

Butanenitrile, 1044 

Butanoic acid, 119, 134, 1069, 1073, 
1186 

Butanoyl chloride, 1040 

1-Butene, 347 

2-Butene, 347 

tert-Butoxide, 312 

2-Butoxynitrobenzene, 737 

n-Butyl, 152 

tert-Butyl acetoacetate, 674-675 

tert-Butyl-a-methoxypropy] ketone, 
935 

Butylacetylene, 484 

n-Butyl alcohol, 514 

sec-Butyl alcohol, 514 

tert-Butyl alcohol, 514, 518, 522, 
573 

tert-Butylamine, 1000 

n-Butylbenzene, 852, 853 

tert-Butybenzene, 848, 886 


n-Butyl bromide, 527 

tert-Butyl bromide, 232, 299f, 301, 
318, 320, 367, 572, 737 

Buty] butyrate, 1146 

5-tert-Butyldecane, 153 

1-Butyl cation, 645 

tert-Butyl cation, 232 

n-Butyl chloride, 293 

tert-Butyl chloride, 212, 294, 325, 
573, 886 

tert-Butylcycloheptane, 171f 

tert-Butyl ether, 674 

Butyl group, 152 

sec-Butyl group, 152 

tert-Butyl group, 152 

tert-Butyl hydroperoxide, 750 

(R)-2-Buty] iodide, 569 

sec-Butyl iodide, 294 

n-Butyl isopropyl ether, 736 

Butyllithium, 974 

n-Butyllithium, 527, 1176 

n-Butyl mercaptan, 545 

n-Buty! propionate, 590 

Butyl propyl amine, 1014 

tert-Butyl propyl ether, 737 

N-Butypyridinium bromide, 1000 

Butyl rubber, 451 

tert-Butyl substitutents, 187 

2-Butyl tartrate, 284 

(S)-2-Buty] tosylate, 569 

Butynide ion, 484 

3-Butyn-2-ol, 478 

Butyraldehyde, 625, 939, 941-942, 
945, 1060, 1330 

Butyric acid, 134, 1060, 1069 


Cc 
Cadaverine, 1004 
Caffeine, 1275 
Cahn-Ingold-Prelog convention, 252, 
273, 350 
Cahn-Ingold—Prelog priority rules, 
351 
Cahn, Robert Sidney, 351 
Calcium carbide, 480, 481 
Calories, 1328 
Camphor, 945, 1341 
Canadarm2, 726 
Cancer 
anticancer agent mitomycin C, 
1003 
blocking DNA synthesis, 842 
chromium agents and, 559 
DES, 352 
and hydroxyl radicals, 200, 549 
“nitrogen mustard” anticancer 
drugs, 312 
skin, and benzo[a]pyrene, 845 
ultraviolet light, and skin, 798 
Canola oil, 1326 
Cantharidin, 1143 
Canthaxanthin, 932 
Capillin, 477 
Capsaicin, 850 
Caraway seed, 262 
Carbamate esters, 1156 
Carbamic acid, 1156, 1361 
Carbanions, 234-235, 895, 1214 
Carbapenems, 1151 
Carbenes, 235-236 
addition of, to alkenes, 430-431 
described, 448 
Carbenium ion, 230 


Carbinolamine, 962, 963, 1015 
Carbinol carbon atom, 511, 534 
Carbocation intermediates, 575 
Carbocations, 230-232, 323, 397 
Carbohydrates, 970. See also Sugars 
chemistry of, 1141-1142 
classification of, 1233-1234 
Carbolic acid, 515 
Carbon 
aromatic allotropes of, 845-846 
correspondence of prefixes & 
numbers of carbon atoms, 
129t 
isotopes, 85 
Carbon-13 
described, 661 
NMR spectroscopy, 702-707 
Carbon 14, 38 
Carbonate, 500 
Carbonate esters, 1155, 1164 
Carbon-carbon bonds using Grignard 
reagents to form, 534 
Carbon-carbon double bonds, 
reactivity of, 406-407 
Carbon chemical shifts, 704 
Carbon dioxide, 96, 161 
Carbon-hydrogen bond stretching, 
619 
Carbonic acid, 500, 1155-1156 
Carbonic anhydrase, 215 
Carbonium ion, 230 
Carbon nanotubes, 847 
Carbon NMR 
interpreting spectra, 710-711 
spectra of ketones and aldehydes, 
938 
spectroscopy, 702-703 
spectroscopy of amines, 
1011-1012 
spectroscopy of carboxylic acid 
derivatives, 1111-1112 
Carbon tetrachloride, 96, 99, 294, 
295, 298, 431, 444, 784 
Carbon tetrahalides, 298 
Carbonyl compounds, 932-933 
characteristic absorptions of, 
623-624 
common classes of, 932t 
condensations and alpha substitu- 
tions of, 1171-1173 
typical acidities of, 1207t 
Carbonyl compounds, synthesis of 
alcohols from, 548 
Carbonyl! condensations, 1172 
Carbonyl group, 1059 
Carbonyl groups, 78, 123, 124, 133- 
134, 451, 485-486, 539-544, 
933-934, 957-958 
Carbony] IR stretching absorptions, 
1111t 
Carboxy]l acid derivatives, 135 
Carboxylate anion, 134 
Carboxylate ion, 1059 
Carboxylate salts, 500, 731 
Carboxyl] group, 1059, 1296-1297 
Carboxylic acid, 135 
Carboxylic acid derivatives 
hydrolysis of, 1131-1135 
interconversion of acid derivatives 
by nucleophilic acyl substitu- 
tion, 1118-1126 
introduction, 1101-1102 


physical properties of, 1109-1111 
reduction of, 1136-1139 
spectroscopy of, 1111-1117 
structure, nomenclature of acid 
derivatives, 1102-1108 
transesterification, 1127, 
1130-1131 
Carboxylic acid group, 124 
Carboxylic acid protons, 673 
Carboxylic acids, 59, 441, 531, 558, 
562, 623, 891, 932, 1059 
acidity of, 1064—1065 
alkylation of to form ketones, 
1089 
commercial sources of, 
1070-1072 
condensations of acids with 
alcohols, 1081-1084 
condensations of acids with 
amides, 1086-1087 
derivatives. See Carboxylic acid 
derivatives 
esterification using diazomethane, 
1086 
and esters, 1139 
names and physical properties of, 
1060t 
nomenclature of, 1060-1062 
reactions of, 1092-1093 
reactions of: nucleophilic acyl 
substitution, 1080-1082 
reduction of, 1087-1088 
salts of, 1068-1070 
spectroscopy of, 1072-1076 
structure, physical properties of, 
1063-1064 
synthesis of, 1076-1079 
synthesis of amides, 1086-1087 
synthesis of ketones from, 
949-950 
values of pK,, 1065t 
Carboxylic ester, 628 
Carboxypeptidase, 1307 
Carmine, 38 
Carnauba wax, 1327 
Carotene derivatives, 808f 
Carotenes, 932, 1326 
Carothers, Wallace, 1357-1358 
Carvone, 255, 262, 944, 945, 1340 
Casein-based glue, 759 
Cassini spacecraft, 146, 802f 
Castor oil, 1071 
Catalysis, heterogeneous, 
homogeneous, 436 
Catalysts, 215, 456-457 
Catalytic asymmetric syntheses, 749 
Catalytic cracking, 160-162, 391 
Catalytic hydrogenation 
to alkanes, 490 
of alkenes, 436-438 
of aromatic rings, 906 
to cis alkenes, 491-492 
described, 437 
of ketones and aldehydes, 545, 
980 
Catechol, 516, 913 
Cationic polymerization, 451-453, 
1351-1352 
Cations, allylic, 782-783 
Cellobiose, 1259 
Cellophane, 1263 


Cellulose, 1232-1234, 1263-1267 
Cellulose acetate, 1233, 1264 
Cephalexin, 1101, 1151 
Cephalins, 1335 
Cephalosporins, 1101, 1102, 1151 
Cesium, 730 
Cety] palmitate, 1146 
Chain-growth polymerization, 454, 
1348 
Chain-growth polymers, 1348-1349 
Chain lengthening: Kiliani-Fischer 
synthesis, 1254-1256 
Chain reactions, 201, 238 
Chain shortening: Ruff degradation, 
1253-1254 
Chair-chair interconversions, 
181-183 
Chair conformations, 177, 179-180 
Chair conformer, 188 
Change in enthalpy, 205 
Chaperone proteins, 1319 
Charcoal, 846 
Chargaff, Erwin, 1273 
Chauvin, Yves, 456, 457 
Chemical kinetics, 107 
Chemical resolution of enantiomers, 
284-285 
Chemically equivalent, 674 
Chemical shifts, 681 
carbon, 702 
characteristic values of, 670-673 
measurement of, 667-669 
typical values of, 671t 
Chiral, 245, 246, 265 
compounds, 266 
compounds without asymmetric 
atoms, 267-268 
objects, 246f 
Chiral carbon atom, 286 
Chiral catalysis, 439 
Chiral centers, 247, 275 
Chirality, 245f, 245-249 
and enantiomers in organic mol- 
ecules, 246-247 
asymmetric carbon atoms, 
chiral centers, stereocenters, 
247-250 
of conformationally mobile 
systems, 265-267 
mirror planes of symmetry, 
250-251 
Chirality center, 248 
Chiral probe, 261 
Chitin, 1265 
Chloral, 959 
Chloral hydrate, 960 
Chlordane, 297 
Chloride, 212 
Chlorinated insecticides, 297 
Chlorination 
of benzene, 869, 905-906 
enthalpy changes in, 208-210 
Hammond’s postulate and, 224—226 
of methane, 198-199, 203-204 
of propane, 219-221 
Chlorine, 198-199, 493, 1182 
p-Chloroacetanilide, 885 
Chloroacetic acid, 119, 1067 
Chloro-alcohol, 749 
Chlorobenzene, 882, 897 
p-Chlorobenzoic acid, 1065 
1-Chlorobutane, 293, 310 
2-Chlorobutane, 536, 1025 


2-Chlorobutanoic acid, 119, 1067 

3-Chlorobutanoic acid, 119, 1067 

4-Chlorobutanoic acid, 119, 1067 

Chlorocyclohexane, 247, 301 

2-Chlorocyclohexanone, 1181 

2-Chloroethanol, 521 

2-Chloroethoxide ion, 521 

Chlorofluorocarbon, 197 

Chloroform, 96, 99, 292, 294, 295, 
431, 434 

Chloroform-d, 704 

Chlorohydrin, 434, 748-749 

trans-Chlorohydrin, 749 

p-Chloroisopropylbenzene, 1077 

Chloromethane, 44, 46-47, 94, 96, 
198, 199, 201, 207, 293, 
670t, 927 

trans-1-Chloro-2-methoxycyclobu- 
tane, 731 

Chloromethoxymethane, 731 

trans-\-Chloro-3-methylcyclopen- 
tane, 293 

Chloromethy! methyl! ether, 731 

3-Chloro-2-methylpentane, 153 

2-Chloro-2-methypropane, 294 

p-(Chloromethyl)styrene, 1310 

Chloronium ion, 430, 434 

(R)-2-Chlorooctane, 578 

meta-Chloroperoxybenzoic acid, 
748, 849 

1-Chloropropane, 219 

2-Chloropropane, 219 

3-Chloropropene, 349 

4-Cyclopropyl-3-methyloctane, 172 

Chlorotriisopropylsilane (TIPSC1), 
749 

Chlorotrimethylsilane, 1252 

Cholesterol, 512, 753, 944, 1315, 
1326, 1337, 1338, 1342, 1343 

Choline, 1335 

Chromate acid, 561 

Chromate ester, 561 

Chromatographic resolution of enan- 
tiomers, 285-286 

Chromic acid, 560, 561, 978 

Chromic acid reagents, 560 

Chromic acid test, 563 

Chromium trioxide, 560 

Chromium (VI) compounds, 559 

Chymotrypsin, 1307 

Cicada, 1265 

Cicutoxin, 477 

Cinnamaldehyde, 1137, 1171, 1195 

trans-Cinnamaldehyde, 945 

Cinnamic acid, 1061, 1220 

Cinnamon, 1171 

Cis alkenes, 491-492 

Cis isomer, 349 

Cisoid, 792 

Cis substitutents, 172, 184 

Cis-trans isomerism, 349 

Cis-trans isomers, 82, 244, 274-275, 
349-351 

Citric acid, 93, 376 

Claisen condensations, crossed, 
1202-1205 

Claisen cyclization, 1201 

Claisen ester condensation, 
1198-1199, 1222 

Clean Air Act of 1990, 731 

Cleavage of ethers by HBr and HI, 
740-742 

Clemmensen reduction, 893, 
980-981 


CMP (cytidylic acid), 1270 
Coal 
amorphous carbon, 846 
sulfur in, 842 
Coal tar, 515 
Cocaine, 189, 1010, 1086 
Cocaine hydrochloride, 1010 
Coenzyme A (CoA), 1155f, 1154 
Coke, 480 
Collagen, 93 
Colored organic compounds, 
808-810 
Combustion, 159 
Common names, 149 
Competitive inhibition, 567 
Complete proteins, 1287 
Complex hydrides, 539 
Complex lipids, 1326 
Complex splitting, NMR, 688-691 
Concerted, 789 
Concerted mechanism, 376 
Concerted reactions, 335, 748, 798 
Condensation polymers, 1347, 1358 
Condensations, 738, 962 
of acids and alcohols, 1081-1084 
of acids with amines, 1086-1087 
aldol. See Aldol condensations 
of amines with ketones and 
aldehydes, 966t 
bimolecular, to form esters, 
582-583 
carbonyl, 1172 
of carbonyl compounds, 1187 
Claisen ester, 1198-1201 
crossed Claisen, 1202-1205 
described, 582 
Dieckmann, 1201—1202 
enolate, 1214-1215 
with hydroxylamine and 
hydrazines, 965-966 
Condensed structural formulas, 
59-60, 61 
Configurational isomers, 169, 244 
Configurations, 252 
absolute and relative, 280-282 
inversion of, 318, 326 
retention of, 326, 336 
Conformational analysis, 165 
Conformations, 79, 165, 777 
of butane, 166-168 
chair, 177 
cyclohexane, 177-181 
of disubstituted cyclohexanes, 
184-187 
of higher alkanes, 169 
of monosubstituted cyclohexanes, 
181-183 
of steroids, 753 
syn-coplanar, 376 
Conformers, 169 
Coniine, 1053 
Conjugate acids and bases, 108, 109 
Conjugate addition, 1213 
Conjugated, 363, 618, 770 
Conjugated dienes, 1,2- and 1,4-ad- 
dition to, 778-779 
Conjugated proteins, 1314, 1315 
Conjugated systems, molecular 
orbital picture of, 770-774 
Conjugation energy, 772 
Conservation of orbital symmetry, 
799 
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Constitutional isomers, 81, 83, 276, 
287 
Continuous wave spectrometers 
(CWs), 703 
Cope elimination, 1027-1029 
Copolymers, 1358 
Cortisol, 1338 
Cortisone, 1217, 1339 
Cotton fabric, 967, 810 
Coumadin, 1145 
Coupling constants, 685-687 
Covalent bonding, 43, 85t 
Cow’s digestion, 1263 
“Crack” cocaine, 1010 
Cracking, catalytic, 160, 161-162, 
391 
Crafts, James M., 886 
Crash helmets, 1157 
p-Cresol, 849 
Cresols, 516 
Creutzfeldt-Jacob Disease (CJD), 
1318 
Crick, Francis C., 1273 
Crossed aldol condensation, 
1192-1194 
Crossed Claisen condensations, 
1202-1204 
Crossed poles, 257 
Cross metathesis, 457 
18-Crown-6, 730 
Crown ethers, 730, 731 
Crude oil, 160 
Crude petroleum, major fractions ob- 
tained through distillation, 160t 
Crystalline melting temperature, 
1363 
Crystallinity, 1363 
Crystallites, 1363, 1365 
C-terminal end, 1300 
C-terminal residue analysis, 1307 
C terminus, 1307 
Cumulated double bonds, 771 
Cuprous bromide, 1033 
Cuprous chloride, 1033 
Cuprous cyanide, 1033 
Cuprous salts, 1033 
Curdling, 1318 
Curved-arrow formalism, 127-129 
Cyanides, 115, 212, 731 
Cyanidin chloride, 809f 
Cyano groups, 123, 124, 136, 1105 
Cyanohydrin, 960 
Cyanohydrins, 962, 1179, 1255 
described, 960 
formation of, 940-941 
3-Cyanopentanoic acid, 1106 
Cyclic, 170 
Cyclic acetals, 970 
Cyclic AMP, 1275 
Cyclic B-keto ester, 1202 
Cyclic ethers, nomenclature of, 
732-734 
Cyclic hemiacetals, 1238-1242 
Cyclic monosaccharides, 1239-1240 
Cyclizations, aldol, 1195-1196 
[442] Cycloaddition, 789 
Cycloadditions, 797, 798, 800-801 
Cycloalkanecarboxylic acids, 1061 
Cycloalkanes, 130, 170 
cis-trans isomerism in, 172—173 
heats of combustion, 174, 175t 
nomenclature of, 171-172 
physical properties of higher, 171It 
stabilities of, 173-176 
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Cycloalkenes, 360-361 
trans Cycloalkenes, 268-269, 361 
Cyclobutadiene, 824, 828-829, 831, 
838 
Cyclobutane, 170, 171f, 174, 176, 
345, 360, 800 
Cyclobutanecarboxylic acid, 1086, 
1209 
Cyclobutanol, 692 
Cyclobutanone, 629 
Cyclobutene, 360 
1-Cyclobuty1-3,5-dimethylhexane, 
172 
Cyclodecapentaene, 824 
cis-Cyclodecene, 350 
Cycloheptane, 170, 171f, 174 
Cycloheptatriene, 836 
Cycloheptatrienone, 838 
Cycloheptatrienyl anion, 838 
Cycloheptatrieny] ions, 836 
trans-Cycloheptene, 361 
Cyclohex-2-en-1-one, 934, 1186 
2-Cyclohexenone, 934 
Cyclohex-2-enone, 628 
Cyclohex-3-en-1-carbaldehyde, 978 
Cyclohex-3-en-1-carboxylic acid, 
978 
Cyclohexa-1,3-diene, 363, 618, 807 
Cyclohexa-1,4-diene, 363, 906 
Cyclohexadienes, 823 
Cyclohexane, 130, 177-181, 171f, 
174, 301, 302, 347, 379-381, 
487, 571, 694, 823, 906, 980 
cis-Cyclohexane-1,2-diol, 515 
cis-Cyclohexene glycol, 515 
Cyclohexanecarbaldehyde, 450, 541, 
562, 934, 946, 979 
Cyclohexanecarboxylic acid, 562, 
949, 1078 
Cyclohexanol, 441, 512, 523, 560, 
571, 573, 580, 712, 736 
Cyclohexanone, 134, 450, 543, 560, 
964, 966, 968, 973, 980, 
1039, 1175, 1185, 1186, 
1205, 1216 
Cyclohexanone dimethyl] acetal, 968 
Cyclohexanone enolate, 1175 
Cyclohexanone imine, 964 
Cyclohexanone phenylhydrazone, 
966 
Cyclohexene, 228, 236, 350, 363, 
375, 430, 432, 436, 580, 618, 
732, 748, 782, 789, 807, 823, 
1077 
Cyclohexene oxide, 732 
Cyclohexenone, 1196 
Cyclohexylacetylene, 483, 484 
Cyclohexylamine, 1000, 1043, 1124 
Cyclohexyl azide, 1043 
Cyclohexyl bromide, 712, 1043 
1-Cyclohexybut-1-yne, 484 
Cyclohexyldimethylamine, 1000 
Cyclohexylethanal, 948 
Cyclohexyl] ethyl carbonate, 1155 
2-Cyclohexyl-2-ethyloxirane, 758 
2-Cyclohexylethanol, 544 
Cyclohexy! formate, 1103 
Cyclohexy] iodide, 293 
Cyclohexyllithium, 758 
Cyclohexylmagnesium bromide, 
527, 543 
Cyclohexy! methanoate, 1103 
Cyclohexylmethanol, 541, 562, 946, 
979 


Cyclohexyl methyl ketone, 947 
2-Cyclohexyl-1-phenybutan-2-ol, 
758 
Cyclohexy! phenyl! ketone, 949 
2-Cyclohexylpropanoic acid, 1061 
1-Cyclohexylpropan-2-ol, 758 
Cyclohexyl tosylate, 571 
Cyclononatetraeny! cation, 838 
Cycloocta-1,3,5,7-tetraene, 348, 824, 
831, 838 
Cyclooctane, 174 
trans-Cyclooctene, 268, 361 
Cyclooctatetraene dianion, 837 
cis-Cyclooctene, 350, 361 
Cyclooctyne, 131 
Cyclopent-2-en-1-amine, 1000 
Cyclopenta-2,4-dien-1-ol, 835 
Cyclopentadiene, 792 
Cyclopentadienone, 838 
Cyclopentadieny] ions, 834-835 
Cyclopentane, 82, 130, 171f, 174, 
176, 360, 434, 570 
trans-Cyclopentane- 1 ,2-diol, 444 
Cyclopentanecarbaldehyde, 951 
Cyclopentanecarbony] chloride, 
1106, 1122 
Cyclopentanecarboxamide, 1104 
trans-1,3-Cyclopentanedicarboxylic 
acid, 1063 
Cyclopentanol, 540, 564, 565, 570, 
740, 1123 
Cyclopentanone, 540, 564, 565, 964, 
1044, 1205 
Cyclopentanone cyanohydrin, 1044 
Cyclopentanone pheny] imine, 964 
Cyclopentene, 360, 432, 441, 570, 
748-749 
Cyclopentene bromohydrin, 434 
Cyclopentene oxide, 444, 754, 
756-757 
Cyclopentenone, 1195 
Cyclopentyl acetate, 1123 
Cyclopenty! alcohol, 740 
Cyclopentylcyclohexane, 172 
Cyclopenty] ethyl ether, 594, 741 
Cyclopropanation, reactions of 
alkenes, 464 
Cyclopropane, 170, 171f, 174-175, 
345, 439 
Cyclopropanecarbonitrile, 1106 
Cyclopropene, 360-361, 361 
Cyclopropenone, 838 
Cyclopropy! benzoate, 590 
Cylindrically symmetrical bond, 66 
Cysteic acid, 1303 
Cysteine, 1284 
Cystine disulfide bridge, 547, 1302f, 
1303 
Cytidine, 845, 1250, 1269 
Cytidine monophosphate, 1270 
Cytosine, 104, 843, 1268, 1271, 
1272 


D 

D-2-Deoxyribose, 1271 

Dacron polyester fiber, 1102, 1146, 
1148, 1149, 1348, 1360 

D-Arabinonic acid, 1254 

D-Arabinose, 1253, 1254 

DDT, 296, 297, 1338 

Deactivating groups, 879 

Deactivating substituents, 878-88 1 

Deamination of anilines, 1034 


Decalin, 188, 189, 362, 1336-1337 
cis-Decalin, 189-190, 1336-1337 
trans-Decalin, 189 
Decan-1-ol, 564 
Decanal, 564 
Decarboxylation, 1297 
Degenerate, 826 
degenerate orbitals, 40 
Degree of alkyl substitution, 152 
Dehydration 
of alcohols to synthesis alkenes, 
388-390 
of aldol products, 1191 
of amides to nitriles, 1150 
reactions of alcohols, 579-583 
7-Dehydrocholesterol, 799 
Dehydrogenation 
of alkanes, 392 
described, 392 
Dehydrohalogenations, 305, 488 
described, 365 
formation of alkenes by, 365-366 
Delocalization energy, 773 
Delocalized, 50, 52, 773 
Demercuration, 420-422 
Denaturation, protein, 1317-1319 
Denatured alcohol, 520 
Densities 
of alkenes, 354—355 
of alkyl halides, 299-300 
Deoxygenation, 980 
Deoxyribonucleic acids (DNA). See 
also DNA 
double helix of, 1273 
electron micrograph of double- 
stranded, 1274 
Deoxyribonucleoside, 1271 
Deoxyribose, 176, 1271 
DEPT (Distortionless Enhanced 
Polarization Transfer) NMR, 
708-709 
D-Erythrose, 1254 
Desenex, 1071 
Desflurane, 295 
Deshielded, 665, 666, 672 
Dess-Martin periodinane (DMP), 
564, 946 
Destructive overlap, 774 
Desulfonation, 872 
Detergents, synthetic, 872, 
1333-1334 
Deuterium, 326, 538 
Deuterium oxide, 696 
(S)-1-Deuterioethanol, 255 
Dextran, 1264 
Dextrorotatory, 258-259, 259 
Dextrose, 1244, 1262 
D-Fructofuranose, 1242 
D-Fructose, 1241 
D-(+)-Galactose, 283 
D-Galactose, 1240 
D-Glucitol, 1245 
D-Gluconic acid, 1253 
D-Glucopyranose, 1242 
D-(+)-Glucose, 282, 283 
D-Glucose, 1253, 1256 
D-(+)-Glyceraldehyde, 282 
DHMA (8Z-Dihydromatricaria acid), 
477 
Diabetes 
electronic glucose meters, 1248 
fruity breath, 937 
glycosylation of proteins, 1250 


Diacetone alcohol, 205, 1188, 1191 
Diacids, 1359 
Dialkylacetoacetic ester, 1211 
Dialkylacetylene, 478 
Dialkylborane, 427 
Dialkylmalonic ester, 1208 
Dialkyl peroxides, 742 
Diamines, 1359 
Diamonds, 846 
Dianion, 949 
Diary] ether, 850 
Diastereomerism, 693 
Diastereomers, 274, 276, 277, 279, 
693 
of molecules with two or more 
chiral centers, 275 
physical properties of, 282-283 
Diastereotopic, 692 
1,3-Diaxial interaction, 183, 184 
trans-Diaxial, 379 
Diazo coupling, 1034 
Diazomethane, 236, 439, 1086 
Diazonium fluoroborate, 1033 
Diazonium group, 1032-1034 
Diazonium salts, 1030-1031, 1153 
Diazotization, 1030, 1033 
Dibenzo-1,4-dioxane, 733-734 
Dibenzopyrene, 845 
Diborane, 424, 730 
1,3-Dibromobutane, 254 
1,4-Dibromobutane, 741 
2,3-Dibromobutane, 277 
meso-2,3-Dibromobutane, 278, 432 
trans-Dibromobutane, 432 
Dibromocarbene, 235, 440, 440 
cis-1,2-Dibromocyclohexane, 
265-266, 278 
trans-1,2-Dibromocyclohexane, 
265, 868 
cis-1,2-Dibromocyclopentane, 432 
cis-1,2-Dichlorocyclobutane, 249 
cis-1,2-Dichlorocyclopentane, 246, 
247, 250, 278 
cis-1,2-Dibromoethene, 96 
cis-1,2-Dimethylcyclopentane, 173f 
cis-1,2-Dimethylcyclopentane, 275 
6,6-Dibromoindigo, 809f 
2,2-Dibromopentane, 495 
2,2-Dibromopentan-3-one, 1182 
2,2-Dibromo- 1-phenylpropane, 489 
1,2-Dibromopropane, 431 
3,5-Dibromotoluene, 1034 
meso-2,3-Dibromosuccinic acid, 282 
Dibuty! phthalate, 1364 
1,3-Dicarbony] products, 1216 
1,5-Dicarbony] products, 1216 
Dicarboxylic acids, 1062-1063 
Dichloroacetic acid, 119, 1067 
1,2-Dichlorobenzene, 821, 849 
m-Dichlorobenzene, 851 
o-Dichlorobenzene, 849, 851 
p-Dichlorobenzene, 851 
para-Dichlorobenzene, 293 
Dichlorocyclopentane, 250 
DichloroDipheny!Trichlorethane 
(DDT), 296 
1,1-Dichloroethylene, 1358 
1,2-Dichloroethene, 98 
4,6-Dichloro-2-nitroaniline, 1016 
1,2-Dichloropropane, 693 
1,1-Dicyclohexylethanol, 544 
N,N'-Dicyclohexylcarbodiimide 
(DCC), 1311 
N,N-Dicyclohexylurea (DCU), 1311 


Dicyclopentadiene, 792 
Dideoxy, 1308 
Dieckmann condensation, 1201— 
1202 
Dielectric constant, 325 
Diels-Alder reaction, 824, 797 
described, 788-790 
as example of pericyclic reaction, 
798-801 
transition state, stereochemical 
requirements of, 791-794 
using unsymmetrical reagents, 
795-796 
Diels, Otto, 788 
Dienes, 269, 348 
1,2- and 1,4-addition to conju- 
gated, 778-779 
relative energies of conjugated, 
isolated, & cumulative, 772f 
stability of, 771-772 
Dienophiles, 789, 797 
Diesel exhaust, 844 
Diesel fuel, 159 
Diethanolamine, 755 
Diethyl adipate, 1202 
Diethylamine, 1133 
N,N-Diethylaniline, 1000, 1001 
Diethyl azodicarboxylate (DEAD), 
1146 
N,N-Diethylbenzamide, 1041, 1133 
Diethyl carbonate, 1155, 1156, 1205 
Diethylene glycol, 981 
Diethyl ether, 116, 133, 582, 726, 
727, 729, 730, 735 
1,1-Diethyl-4-isopropylcyclohexane, 
172 
Diethy] L-tartrate, 750 
Diethyl malonate, 1206, 1208 
Diethylmethylamine, 1000 
Diethylstilbestrol (DES), 352 
Diflubenzuron, 1266 
1,2-Difluoropropane, 153 
Dihalides, 488, 1209 
1,2-Dihalide, 752 
Dihedral angle, 165 
8Z-Dihydromatricaria acid (DHMA), 
477 
1,2-Dihydropyridine, 843 
1,2-Dihydroxyanthraquinone, 770 
3,5-Dihydroxybenzoic acid, 849 
Dihydroxylation 
of alkenes, 446-447 
described, 446 
permanganate, 447 
Diisobutyaluminum hydride, 950, 951 
Diisopentylamine, 1000 
Diisopropylacetylene, 478 
Diisopropylamine, 375, 1176 
Diisopropy! peroxide, 742 
2,6-Diisopropylphenol, 851 
Diketone, 499 
Dimercaprol, 545 
2,3-Dimercaptopropan-1-ol, 545 
2,7-Dimethoxynaphthalene, 908 
Dimethylacetylene, 45, 476 
Dimethylamine, 1022 
3-(Dimethylamino)hexan-1-ol, 1000 
N,N-Dimethylbenzamide, 136 
1,3-Dimethylbenzene, 849 
2,2-Dimethylbutane, 357 
2,3-Dimethylbut-2-ene, 303 
3,3-Dimethylbut-1-ene, 357, 419, 422 
2,3-Dimethylbutane, 102, 228 


2,3-Dimethylbutane-2,3-diol, 587 
3,3-Dimethylbutan-2-one, 587 
2,3-Dimethylbutan-2-ol, 419 
3,3-Dimethylbut-2-ene, 357 
Dimethyl carbonate, 1202 
1,3-Dimethylcyclohexane, 906 
trans-1,3-Dimethylcyclohexane, 184 
3,3-Dimethylcyclohexanecarboxylic 
acid, 1061 
N,N-Dimethylcyclohexylamine, 1039 
N,N-Dimethylcyclopropanecarbox- 
amide, 1104 
Dimethyl ether, 100-101, 517, 731, 
738, 933 
N,N-Dimethylformamide (DMF), 
314, 1087, 1104, 1115-1116 
2,6-Dimethylheptan-4-ol, 649-650 
3,6-Dimethy]-2-heptene, 348 
3,6-Dimethylhept-2-ene, 348 
N,N-Dimethylmethanamide, 1104 
Dimethyl oxalate, 1202 
2,2-Dimethyloxirane, 756-757 
2,4-Dimethylpentane, 640 
2,4-Dimethyl-3-pentanone, 934 
2,4-Dimethylpentan-3-one, 934 
2,2-Dimethylpent-4-en-1-ol, 545 
2,2-Dimethylpent-4-enal, 545 
2,2-Dimethylpentan-1-ol, 545 
3,3-Dimethylpentan-2-ol, 736 
Dimethy] phenylboronate, 904 
Dimethyl] phosphate, 593 
Dimethyl phthalate, 1081 
Dimethyl pimelate, 1202 
2,2-Dimethylpropan-1-ol, 582 
2,6-Dimethylpyridine, 375, 749 
Dimethyl sulfate, 591, 912, 1251 
Dimethyl sulfide, 449, 547, 743, 
744, 745 
Dimethyl sulfoxide (DMSO), 314, 
449, 563, 744 
Dimethyl terephthalate, 1149, 1348, 
1360 
N,N-Diethyl-meta-toluamide 
(DEET), 1087, 1102 
1,1-Dimethy]-3-(1,1,3-trimethylbu- 
tyl)cyclooctane, 155 
1,2-Dimethoxyethane (DME), 729 
1,2-Dimethylbenzene, 675 
1,2-Dimethylcyclopentane, 172-173 
(1,2-Dimethylpropyl)cyclohexane, 
171 


Dimilin, 1266 

2,4-Dinitroaniline, 895 

3,5-Dinitrobenzamide, 873 

2,4-Dinitrochlorobenzene, 895 

2,4-Dinitrofluorobenzene, 897, 1307 

2,4-Dinitrophenol, 849, 895 

2,4-Dinitrophenoxide, 895 

2,4-Dinitropheny] derivative, 897 

2,4-Dinitrophenylhydrazine, 967 

1,2-Diol, 443 

Diols, 514-515, 587-589 

DIOP, 438 

Diosgenin, 1339 

Dioxane, 578, 729 

1,4-Dioxane, 527, 729, 733 

Dioxanes, 733 

Dioxin, 733-734 

3,4-Dioxobutanoic acid, 934 

Dipalmitoyl phosphatidyl choline, 
1335 

Diphenylacetylene, 478 

Diphenylamine, 1000 

Dipheny] ether, 849 


1,1-Diphenylethanol, 533 
Diphenylmethanol, 533 
Dipolar ion, 1288 
Dipole-dipole forces, 98-99, 102 
Dipole moment, 46 
bond, 94-95 
molecular, 95—96, 298 
Dipropylamine, 624 
Disaccharides, 970, 1258-1263 
Di-sec-butyl ketone, 935 
Disiamylborane, 497, 947 
Dispersive instruments, 616 
N,N-Disubstituted amides, 1104 
Disubstituted cyclohexanes, 184-187 
Disulfide, 546 
Disulfide bridges, 1301, 1303 
Disulfide linkages, 1301 
Diterpene, 1341 
Di-tert-butylketone, 961 
D-L system, 281 
D-Mannitol, 1245 
D-Mannose, 1240 
DNA (deoxyribononucleic acid), 593 
hydrogen bonding in, 104 
and “nitrogen mustard” anticancer 
drugs, 312-313 
nucleic acids, 1267 
separated from proteins using 
phenol, 523 
structure of, 1270-1274 
sugar components of, 176 
2,4-DNP derivatives, 967 
Dobson units, 197f 
Domoic acid, 1076 
Dopamine, 438, 438, 999, 1000 
Double-bond isomers, 358-359 
Double bonds, 45, 60t, 68 
cumlated, 771 
enhanced stability of conjugated, 
363 
introduction, 770 
isolated, 363, 770 
orbital description of alkene, 
343-345 
reactivity of carbon-carbon, 
406-407 
rigidity of, 80 
trans, 437 
in vegetable oil, 437 
Doublet of doublets, 689 
Downfield, 666 
Dow process, 897 
D-Ribose, 1268 
D-Ribulose, 1236 
Drugs. See also specific drug 
containers, 1363 
determining concentration, 805 
sulfa, 1023-1024 
testing with GC-MS, 641 
D series, 1236 
D-Threose, 1236 
Dulcitol, 1245 
DuPont’s Teflon, 454 
D-Xylose, 1236 
Dye industry, 1033 
Dynamite, 592 
Dynamit Nobel, 592 
Dynemicin A, 477 


E 
(E)-1-Iodobut-1-ene, 902 
El reactions 
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comparing El and E2 elimination 
reactions, 381-382 
competition between El and Syl 
reactions, 367-368 
orbitals and energetics of, 
368-369 
unimolecular elimination, 366 
(E)-2-Ethylhexyl-4-methoxycinna- 
mate, 902 
3-ethyl-2,4,7-trimethylnonane, 156 
(E)-2-Methyl-2-nitro-3- 
phenyloxirane, 748 
E2 reactions 
bimolecular elimination, 373-375 
bulky bases in E2 eliminations, 
Hofmann orientation, 
375-376 
comparing E1 and E2 elimination 
reactions, 381-382 
stereochemistry of, 376-378 
(E)-3-Phenylprop-2-enoic acid, 1061 
(E)-4-Methylhex-3-enoic acid, 1061 
(E)-But-2-enal, 628 
Echinochrome A, 809f 
Echo satellite, 1148, 1360 
Eclipsed conformation, 165 
Eclipsed conformer, 170 
Edman degradation, 1305-1306 
Egg white, 1318 
Electric field effects on polar bond, 
614f 
Electrochemical process, 1022 
Electrolytic theory of dissociation, 
107 
Electromagnetic spectrum, 610-611, 
615-618 
fingerprint region, 614 
infrared region. See Infrared (IR) 
spectrum 
and resultant molecular effects, 61 1f 
Electron density, 39, 40, 41 
Electronegativities, 46 
Electronegativity, effects on acidity, 
118-119 
Electronegativity scale of the 
elements, 46 
Electronic effect, 956 
Electronic glucose meters, 1248 
Electronic structure of organic 
compounds, 351 
Electron impact ionization, 639 
Electron pairs, 200 
Electrons 
in atomic structure, 39 
magnetic shielding by, 664-666 
valence, 42 
wave properties of, in orbitals, 
63-65 
Electrophiles, 126, 127, 567-569 
Electrophilic addition to alkenes, 
407-409, 463 
Electrophilic aromatic substitution 
of arylamines and pyridine, 
1015-1018 
effects of multiple, 883-886 
mechanism of, 865-867 
of phenols, 914 
of pyridine, 1017 
synthesis using, 915-919 
Electrophoresis, 1291-1292 
Electrostatic potential map (EPM), 
46, 65, 293f 


1408 Index 


Elements, isotopic composition of 
some common, 642t 
Elements of unsaturation, 345 
Eliminations, 305, 365 
bimolecular, E2 reactions, 373-375 
ys. biomolecular substitutions, 
383-384 
competition between substitutions 
and, 383-387 
Cope, 1027-1029 
enzyme-catalyzed, 376 
Hofmann, 1024-1026 
positional orientation of, 371-372 
predicting, 387 
reactions, 382 
reactions of alkenes, 407 
synthesis of alkynes by, 488-489 
ys. unimolecular substitutions, 
384-385 
Elmer’s Glue, 759 
Empirical formulas, 62 
Emulsified, 1333 
Emulsion, 1333 
Enamines 
described, 1178 
formation and alkylation of, 
1178-1180 
Enantiomeric excess (e.e.), 263 
Enantiomers, 247, 253, 264, 275, 
276, 277, 436 
biological discrimination of, 
261-262 
D and L, 1295 
of penta-2,3-diene, 269 
resolution of, 283-286 
Enantioselective synthesis, 437 
Enantiotopic protons, 693 
Endergonic, 204 
Endo position, 793 
Endo rule, 793 
Endothermic, 206, 868 
Enediol rearrangement, 1247 
Energy 
activation, 213 
resonance, 363 
Enolate additions, condensations, 
1221-1222 
Enolate ion, 1171, 1173-1177 
Enol form, 1173-1176 
Enolizable, 1174 
Enols, 496, 498, 947, 1173-1176 
Entgegen, 350 
Enthalpy, 205-210, 221 
Entropy, 206 
Enzymatic resolution, 1296 
Enzymes, 215 
cysteines, 547 
described, 1315 
eliminating undesired 
stereoisomers, 286 
epoxide hydrolase, 444 
glucose oxidase, 1248 
polyketide synthases, 1200 
two enantiomers, 262 
Ephedrine, 1009, 1010 
Ephedrine hydrochloride, 1010 
Epichlorohydrin, 759-760 
Epimeric cyanohydrins, 1255 
Epimers, 1237, 1237-1238 
Epinephrine, 261, 746, 999, 1000 
Epoxidation 
of alkenes, 441-443 


of peroxyacids, 747-748 
Sharpless, 749-750 
Epoxide hydrolase enzymes, 444 
Epoxides, 441-442, 533, 732 
acid-catalyzed opening of, 443-444 
acid-catalyzed ring opening of, 
750-754 
base-catalyzed ring opening of, 
754-755 
nucleophilic attack on, 754f 
orientation of ring opening, 
756-757 
reactions summary, 761 
reactions with Grignard, 
organolithium reagents, 758 
synthesis of, 747-749 
Epoxy, 759 
Epoxy-coated carbon-fiber cloth, 759 
Epoxycyclohexane, 748, 1043 
1,2-Epoxycyclopentane, 751, 755 
cis-4,5-Epoxy-4,5-dimethylcyclohex- 
ene, 748 
cis-2,3-Epoxy-4-methoxyhexane, 
732 
trans-1,2-Epoxy-4-methylcyclohex- 
ane, 732 
Epoxypropane, 444 
Epoxy resins, 726, 759-760 
Equatorial bonds, 178-180 
Equilibrium, 203 
of acetal formation, 969 
positions of acid-base reactions, 
112-114 
Equilibrium constants, 203-205, 311 
Equilibrium control, 781 
Equatorial hydrogens, 188 
Ernst, Richard Robert, 664 
Erythro, 1237 
Erythromycin, 1147, 1148 
Erythrose, 1236 
Escherichia coli, 1309 
Essential amino acids, 1287-1288 
Essential oils, 1340 
Ester hydrate, 1082 
Esterification 
of carboxylic acids using diazo- 
methane, 1086 
Fischer, 590 
Esters, 135, 531, 532, 559, 951-954, 
1101 
and acid derivatives, 1139-1140 
bimolecular condensation to form, 
582-583 
of carbonic acid, 1155-1157 
of carboxylic acids, 1102-1103 
Claisen ester condensation, 
1198-1199 
conversion of acid anhydride to, 
1123 
conversion of acid chlorides to, 
1122 
described, 589, 1102 
hydrolysis of, 1131-1133 
of inorganic acids, 590-593 
IR spectroscopy of, 1112-1113 
nitrate, 592 
phosphate, 593 
and resolution of enantiomers, 284 
substitution of enolate on, 
1172-1173 
summary of chemistry of, 
1146-1149 


used as solvents in organic 
reactions, 1111t 
Estradiol, 1217, 1337, 1339 
Estrogens, 1217, 1338 
Estrone, 1339 
Ethanal, 134, 934 
Ethane, 44, 73, 79, 94, 130, 148, 
149, 158, 160, 163, 165, 207, 
213, 344, 476, 482, 537, 639 
Ethane-1,2-diol, 515 
Ethanenitrile, 1106 
Ethanethiol, 546, 546 
Ethanethiolate, 546, 744 
Ethanoic acid, 134, 1061, 1103 
Ethanoic anhydride, 1107 
Ethanoic methanoic anhydride, 1107 
Ethanol, 44, 100-101, 105, 115, 122, 
133, 352-353, 367, 372, 510, 
512, 516t, 519-520, 546, 
563, 566-567, 582, 594, 
1085, 1103, 1124, 1128, 
1132, 1361 
Ethanolamine, 755, 1335 
Ethanoyl, 891 
Ethanoyl fluoride, 1106 
Ethchlorvynol, 485 
Ethene, 131, 207, 213, 343, 347, 
349, 476, 482 
Ethenylbenzene, 349 
Ethenyl group, 348 
Ethers, 117, 133 
autoxidation of, 742-743 
boiling points, compared with 
alkanes & alcohols, 728t 
cleavage by HBr and HI, 740-742 
commercial, 727 
described, 594, 726-727 
formation of, 1250-1253 
nomenclature of, 731-734 
nucleophilic attack on, 754f 
physical properties of, 727-731 
reactions of, 743 
and resonance-stabilized cations, 
648 
spectroscopy of, 734-736 
synthesis by alkoxymercuration- 
demercuration, 738 
synthesis of, 739 
1-Ethoxy-2-methylpropan-2-ol, 
756-7157 
Ethoxide, 312, 546 
Ethoxide ion, 122, 521 
Ethoxycyclohexane, 736 
3-Ethoxy-1,1-dimethylcyclohexane, 
731 
2-Ethoxy-2-methylbutane, 328 
2-Ethoxy-2-methylpropan- 1-ol, 
756-757 
2-Ethoxy-2-methylpropane, 368 
2-Ethoxy-3-methylbutane, 328 
2-Ethoxyethanol, 731 
Ethyl] acetate, 135, 1103, 1146, 1199, 
1203 
Ethyl acetoacetate, 1199-1200, 
1210-1211, 1218 
p-Ethylacetophenone, 892 
Ethylacetylene, 476 
Ethyl-a-D-glucopyranoside, 1250 
Ethyl alcohol, 133, 510, 738, 1103 
N-Ethylacetamide, 1104 
Ethylallene, 771 
Ethylamine, 124, 1087 
Ethylammonium benzoate, 1087 
Ethylammonium ion, 124 


2-Ethylaniline, 1001 

N-Ethylaniline, 1000, 1138 

o-Ethylaniline, 1001 

Ethyl-G-D-fructofuranoside, 1248 

Ethylbenzene, 132, 681, 682, 875, 
889, 892, 909, 910 

Ethyl benzoate, 1081, 1128, 1203 

Ethy! benzoylacetate, 1203 

Ethy! bromide, 299f, 309, 317, 484 

Ethyl! butyrate, 1146 

Ethyl carbamate, 696, 1156 

Ethyl cation, 646 

Ethyl! chloride, 295, 299f, 309 

Ethyl cinnamate, 1137 

Ethylcyclohexane, 130 

2-Ethyl-1,3-cyclohexadiene, 348 

2-Ethylcyclohexa-1,3-diene, 348 

1-Ethylcyclohexanol, 543 

Ethylcyclohexylacetylene, 484 

Ethy! cyclopentanecarboxylate, 951 

2-Ethy1-3,3-dimethyloxetane, 733 

Ethyl diazoacetate, 236 

N-Ethyl-N,2-dimethylpropanamide, 
1104 

Ethylene, 45, 68, 69, 76, 80, 107, 
131, 343-345, 347, 349, 
352-353, 392, 454, 456, 583, 
732, 774, 776, 800-801, 803, 
807, 1071, 1350, 1351 

relative energies of typical 7 

bonds compared with, 360f 

Ethylene acetals, 970 

Ethylene glycol, 352-353, 515, 567, 
567, 1148, 1149, 1157, 1348, 
1360, 1362 

Ethylene ketals, 970 

Ethylene oxide, 732, 755, 758 

Ethyl ethanoate, 1103 

N-Ethylethanamide, 1104 

3-Ethyl-5-(1-ethyl-2-methylpropy]) 
nonane, 155 

Ethy] fluoride, 293, 299f, 309 

Ethyl formate, 533, 1124 

Ethyl group, 152, 683, 698 

2-Ethylhexanamide, 1150 

2-Ethylhexanenitrile, 1150 

Ethyl hexanoate, 1205 

Ethyl] iodide, 299f 

Ethyllithium, 537 

Ethylmagnesium bromide, 758, 955 

Ethylmethylacetylene, 478 

Ethylmethylamine, 101 

4-(Ethylmethylamino)- 
cyclohexanone, 1000 

Ethyl methy! ether, 595, 731 

N-Ethyl-N-methylisobutyramide, 1104 

1-Ethyl-2-methylcyclobutane, 172 

Ethyl N-cyclohexyl carbamate, 
1156 

Ethyl-N-phenylcarbamate, 1361 

Ethyl octanoate, 629, 1112f 

Ethyl o-cyanobenzoate, 1108 

Ethyl orthoformate, 1085 

4-Ethylphenol, 515 

para-Ethylphenol, 515 

Ethy! phenylacetate, 1136 

Ethyl! propionate, 1132 

Ethyl propyl sulfide, 744 

Ethy] tert-butyl ether, 367 

4-Ethylthio-2-methylpent-2-ene, 743 

3-Ethyl-2,4,5-trimethylheptane, 151, 
153 

Ethyne, 131, 476, 482 

Ethynylcyclohexane, 484, 948 

1-Ethynylcyclohexanol, 487 


Ethynylbenzene, 848 
Ethynylcyclohexane, 947 
Ethyny] estradiol, 477, 1338 
Exact mass, 642 

Exergonic, 204 

Exhaustive alkylation, 1020 
Exothermic, 206 

E-Z nomenclature, 350-351 


F 
Faraday, Michael, 820-821 
Fast proton transfers, 694-695 
Fats, 1327-1328 
Fatty acids, 1059, 1071, 1132, 1203, 
1209, 1265, 1326, 1327 
composition of some fats & oils, 
1330t 
structures, melting points of some 
common, 1328t 
Fermentation of food grains to 
produce ethanol, 519 
Ferric bromide, 823, 875 
Ferric chloride, 886 
Fibrin, 1307 
Fibrinogen, 1307 
Fibroin, 1283 
Fibrous proteins, 1315 
Filters, polarized, 256-257 
Fingerprint region, 614 
Fireflies, 37 
Fischer, Emil, 269, 1081, 1233, 
1246, 1256 
Fischer esterification, 590, 
1081-1085 
Fischer projections, 269-274 
assigning (R) and (S) 
configurations from, 
273-274 
represents totally eclipsed 
conformation, 1233 
using, 274 
Fischer-Rosanoff convention, 281, 1235 
Flagpole hydrogens, 177 
Flamingos, 932 
Fluocinolone acetonide, 970, 1338 
Fluoride, 888 
Fluoroacetic acid, 119 
Fluorodopa, 1033 
2-Fluoro-I-DOPA, 1033 
Fluoroethane, 293 
4-(2-Fluoroethy])heptane, 293 
(S)-1-Fluoro-1-methoxyethane, 320 
1-Fluoropropane, 294 
Flurbiprofen, 903-904 
Folic acid, 1023 
Food additives, 202 
Formal charges, 47 
Formaldehyde, 45, 51-52, 70, 96, 
486, 528, 529, 535, 567, 933, 
938, 944, 960-961 
Formaldimine, 45 
Formalin, 937, 938, 960 
Formalism, curved arrow, 127-129 
Formamide, 1104 
Formate, 500 
Formic acid, 134, 501, 567, 1059, 
1061, 1085 
Formulas 
condensed structural, 59-60 
empirical, 62 
molecular, 62—63 
structural, 58-59 
Formyl, 891 


2-Formylbenzoic acid, 934 
2-Formylcyclohexanecarboxamide, 
1108 
Fourier transform, 703 
Fourier transform infrared 
spectrometer (FT-IR), 616 
Fourier transform NMR, 664 
Fourier transform spectroscopy, 703 
Fragmentation patterns in mass 
spectrometry, 639, 644-650 
Fragments, 639 
Franklin, Rosalind, 1273 
Free energy, 204, 20St 
Free induction decay, 703 
Free-radical allylic bromination, 782 
Free-radical chain reaction, 199-200 
Free-radical halogenation, 201-202, 
300-302 
Free-radical polymerization, 
453-455, 1349-1350 
Free-radical reactions, 226-227 
Free radicals, 200, 233 
Free-radical stabilities, 220-223 
Freon-11, 296 
Freon-12, 296 
Freon-134a, 296 
Freon-22, 292, 296 
Freons, 159, 197, 296 
Frequency, 610-611 
bond stretching, 613t 
domains, 617 
Friedel, Charles, 886 
Friedel-Crafts acylation, 891-894, 
940, 946-947 
Friedel-Crafts alkylation, 886-890, 
893 
Frost circle, 829 
Frost-Musulin diagram, 829 
Fructofuranose, 1242 
Fructose, 1233, 1241, 1245, 1261 
Fruit browning, 913 
Fullerenes, 847 
Fuller, R. Buckminster, 847 
Fumarase, 388 
Fumarate, 388 
Fumaric acid, 244, 245 
Functional groups, 93, 130 
with nitrogen, 135-137 
with oxygen, 132-135 
priority of, in naming organic 
compounds, 478t 
priority of in naming organic 
compounds, 934 
Furan, 133, 733, 811t, 838, 842-843, 
1242 
Furanose, 1242 
Fused heterocyclic compounds, 
847-848 
Fused rings, 188, 843 


G 

Gabriel, Siegmund, 1042-1043 

Gabriel synthesis, 1041-1042 

Galactitol, 1245 

Galactose, 1262 

Galactosidic linkage, 1260 

Gallstones, 1338 

y-Aminobutyric acid, 1060, 1061, 
1105, 1288 

y-Butyrolactam, 1105, 1113, 1151 

y-Butyrolactone, 1103, 1113 

y-Pyrone, 843 

Garlic, 546 


Gas chromatograph, 641 
Gas chromatograph-mass 
spectrometry (GC-MS), 641 
Gasohol, 133 
Gasoline, 104, 159, 731 
Gatterman-Koch synthesis, 894 
Gauche, 167, 168n, 169f, 266 
Gauss, 663 
Geckos, 99 
Geim, Andre, 846 
Gelatin, 1288 
Geminal dihalides, 294, 488-489 
Gentiobiose, 1260-1261 
Geometric isomerism, 349, 1336 
Geometric isomers, 82, 83, 172, 244, 
274-275 
Geometry 
general rules of, 73-74 
tetrahedral, 72 
trigonal, 70, 71 
Geranial, 1341 
Geraniol, 750 
Geranium oil, 1102 
Gerany] acetate, 1102 
Gibbs free energy, 204 
Gilman, Henry, 537 
Gilman reagents, 536, 537, 899, 900, 
952, 1140, 1214 
Ginseng, 477 
Glasses, 1363 
Glass transition temperature, 1363 
Globular proteins, 1315 
Glucaric acid, 1246 
Glucitol, 1245, 1264 
Gluconic acid, 1246, 1247 
Glucopyranose, 1242 
Glucopyranoside, 1248 
Glucose, 282, 519, 970, 1059, 1232, 
1240, 1242, 1252, 1255, 
1259-1267, 1276, 1302, 
1315, 1347 
L-(4+)-Glucose, 283 
Glucose oxidase, 1248 
Glucoside, 1248 
Glucosidic linkage, 1259 
Glucuronic acid, 1253 
Glues, modern, 759-760 
Glutamic acid, 1288, 1309 
L-(+)-Glutamic acid, 281 
L-Glutamic acid, 1293 
Glutathione, 547 
Gluten, 759 
Glycans, 1263 
Glycaric acid, 1246 
Glyceraldehyde, 273, 281, 1235, 
1236, 1284, 1285 
Glycerides, 1326, 1327 
Glycerin, 592 
Glycerol, 592, 1071, 1132, 1326, 
1327, 1331, 1334 
Glyceryl trinitrate (nitroglycerin), 
592 
Glycine, 1284, 1288, 1289 
Glycogen, 1233, 1264, 1265 
cis-Glycol, 446, 589 
Glycols, 448, 499, 514, 515, 589, 
750, 1076 
Glycoprotein N-glycoside, 1250 
Glycosides, 1248, 1249, 1251, 1268 
Glyme, 729 
Glyphosate, 827, 1288 
Glyptal, 1148 
GMP (guanidylic acid), 1270 
Goodyear, Charles, 1347, 1356 
Grain alcohol, 133, 519 
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Graphite, 846 

Grease, emulsion of, 1333 

Greenhouse Effect, 107 

Grignard reagents, 526-527, 528, 
530, 531, 533, 536, 538, 
539, 729, 746, 758, 974, 
1077-1078 

Grignard, Victor, 526 

Grubbs, Robert, 456 

Guanine, 104, 1268, 1271, 1273 

Guanosine, 1269, 1270 

Guanosine monophosphate, 1270 

Gum Benzoin, 820 

Gyromagnetic ratio, 663 


H 
Halides, 292, 1042 
Haloalkanes, 153, 296 
Haloform reaction, 1182—1184 
Halogenated compounds in 
environment, 296 
Halogenation, 162, 194 
alpha. See Alpha halogenation 
base-promoted, 1181-1182 
of benzene, 867-869 
free-radical, 201-202, 300-301 
selectivity in, 218-224 
side-chain, 909-910 
temperature dependence of, 217 
Halogen exchange reactions, 309 
Halogens, 162, 1182 
adding to alkenes, 430-433 
adding to alkynes, 493-494 
elements of unsaturation, 346 
Halogen substituents, 882-883 
Halohydrins, 433-436, 748-750 
Halonium ion(s), 430, 882 
Halothane, 292, 295, 727 
Hammond, George S., 225 
Hammond’s postulate, 224-226, 1126 
Hard water, 1333 
Hard-water scum, 1069, 1333 
Harlequin poison frog, 476 
Harrier II jet, 759 
Haworth projection, 1239 
HCFCs, 296 
Heart(s), artificial, 39, 1348 
Heat of combustion, 174 
Heat of hydrogenation, alkenes, 356 
Heats of hydrogenation 
molar heats of hydrogenation of 
alkenes, 358t 
usually exothermic, 359 
Heat, exothermic and endothermic, 206 
Heck reaction, 901-903 
Heck, Richard F., 899 
Heisenberg uncertainty principle, 39 
Helium, 42 
Hell-Volhard-Zelinsky (HVZ) 
reaction, 1186-1187, 1293 
Heme ring, 840 
Hemiacetal, 958, 968, 969, 
1238-1242 
Hemiaminal, 962, 963, 1015 
Hemiketal, 1241 
Hemoglobin, 1315 
Hemophiliac factor VIII, 1309 
Hept-2-yn-4-ol, 487 
Hepta-1,3,5-triene, 348 
Hepta-1,6-dien-4-ol, 533 
Heptalene, 832, 839 
Heptan-1-ol, 563 
Heptan-2-one, 625, 940 
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Heptanal, 563, 980 
Heptane-2,6-dione, 1196 
n-Heptane, 159, 980 
Heptanoic acid, 1121 
Heptanoic anhydride, 1121 
Heptanoyl chloride, 1121 
1,3,5-Heptatriene, 348 
Hertz (Hz), 610-611 
Heteroatoms, 346 
Heterocyclic aromatic compounds, 
840-843 
Heterocyclic compounds, 732 
Heterogeneous catalysis, 437 
Heterolytic cleavage (ionic 
cleavage), 208 
Hex-1-ene, 619-621 
cis-Hex-2-ene, 131, 491 
Hex-1-yne, 484, 491, 498, 500, 501 
trans-Hex-2-ene, 131, 647 
trans-Hex-2-enoic acid, 690 
Hex-4-enal, 950 
Hex-4-enonitrile, 950 
trans-Hexa-1,3-diene, 363 
trans-Hexa-1,4-diene, 363 
Hexa-1,4-diene, 807 
Hexa-2,4-diene, 807 
Hexa-1,3,5-triene, 804, 807, 830 
Hexa-2,4- dienedioic acid, 1072 
Hexachlorocyclopentadiene, 297 
Hexadeceny] acetate, 1147 
Hexamethylenediamine, 1152 
Hexan-1-ol, 518, 534 
Hexanal, 498 
Hexane, 102, 116, 619-620, 
645-646 
Hexane-1,6-diamine, 1152, 1359 
meso-Hexane-3,4-diol, 446 
Hexanoic acid, 626, 1073, 1074 
Hexanoyl chloride, 1022, 1122 
Hide glue, 759 
High-density polyethylene, 1356, 
1363 
Highest Occupied Molecular Orbital 
(HOMO), 799 
High explosives, 592 
High-resolution mass spectrometry 
(HRMS), 641-642 
High-resolution NMR spectroscopy, 
664 
Histamine, 999, 1297 
Histidine, 811, 1297 
Histidine decarboxylase, 1297 
Histrionicotoxin, 476 
HIV virus, 1267 
H NMR, 661, 704-705 
Hoffman, Roald, 798 
Hofmann elimination, 1024—1027 
Hofmann product, 375 
Homogeneous catalysis, 437 
Homologous series, 147 
Homologs, 147 
Homolytic cleavage (radical 
cleavage), 208, 209t 
Homopolymers, 1358 
Honeybees, 557, 1001, 1262 
Hormones. See also specific hormone 
adrenocortical, 1338 
bradykinin, 1300 
testing Olympic athletes, 641 
thyroid, 293 
Household bleach, 559 
Hiickel, Erich, 830 
Hiickel’s rule 
described, 830-832 


molecular orbital derivation of, 
832-833 
Human brain, MRI scan of, 661f 
Hund’s rule, 42, 829 
Hybrid atomic orbitals, 63, 65, 69 
Hybridization 
effects on acidity, 120-122 
general rules of, 73-74 
and molecular shapes, 69-72 
Hybrid atomic orbitals, 343 
Hydrates, 958, 959 
Hydration, 103, 1150 
of alkynes, 947-948 
of alkynes to ketones and 
aldehydes, 495-496 
bonding, 102 
of ketones and aldehydes, 
958-960 
by oxymercuration-demercuration, 
419-422 
Hydrazines, 965-966 
Hydrazone(s), 965, 980 
Hydride reagents, 539 
Hydride reductions, 979 
Hydride shift, 328-330 
Hydroboration 
of alkenes, 423-430 
described, 425 
stereochemistry of, 427-428 
stoichiometry of, 426-427 
Hydroboration-oxidation, 497 
Hydrobromic acid, 571-573 
Hydrocarbons, 129-132 
alkanes, 129-130 
alkenes, 131 
alkynes, 131 
aromatic, 132 
classification, 147t 
described, 129 
infrared spectroscopy of, 618-622 
polynuclear aromatic, 843-845 
Hydrochloric acid, 573-575, 980, 
1009 
Hydrocracking, 160, 161-162 
Hydrogen, 42 
Hydrogenation 
alkenes, 356 
of triglycerides, 1330 
Hydrogen bonding, 100-101, 102, 
105, 727 
Hydrogen bonds, 100 
Hydrogen chloride, 200 
Hydrogen cyanide, 960 
Hydrogen-deuterium exchange, 872 
Hydrogen gas, 437, 522, 540, 593, 
1039, 1087 
Hydrogen halides 
addition of, to alkenes, 409-416 
addition of, to alkynes, 494-495 
Hydrogenolysis, 1297 
Hydrogen peroxide, 425, 446, 744 
Hydrogens 
acetylenic, 672 
allylic, 782 
primary, secondary, tertiary, 219f 
Hydrohalic acids 
acid-catalyzed opening of 
epoxides, 752-753 
reactions of alcohols with, 
571-575 
Hydroiodic acid (HI), 741 
Hydrolysate, 1303 


Hydrolysis, 1032 
of carboxylic acid derivatives, 
1131-1136 
of fats or oils, 1071 
of lactose, 1260 
partial, 1307-1308 
Hydroperoxides, 427, 742 
Hydrophilic, 105, 517, 1317, 1332 
Hydrophobic, 105, 157, 517, 1317, 
1332 
Hydroquinone, 512, 516, 913 
Hydroxide, 306-307, 316 
Hydroxide salt, 1024-1025 
Hydroxy, 513 
o-Hydroxybenzoic acid, 1061 
3-Hydroxybutanal, 934, 1191 
2-Hydroxybutanenitrile, 1108 
3-Hydroxybutanoic acid, 513 
4-Hydroxybutanoic acid, 711, 1103 
2-Hydroxycyclopentane-1- 
carbaldehyde, 934 
trans-3-(2-Hydroxyethyl)cyclopen- 
tanol, 513 
Hydroxy groups, 133 
Hydroxylamines, 965-966, 1027-1028 
Hydroxylation, 446 
Hydroxyl group, 394 
Hydroxylic solvents, 313 
Hydroxyl radicals, and cancer, 200, 
229, 513n 
5-Hydroxylysine, 1288 
Hydroxymethylacetylene, 478 
2-(Hydroxymethyl)cyclohexanone, 
513 
4-Hydroxy-2-methylpentanoic acid 
lactone, 1103 
4-Hydroxy-4-methyl-2-pentanone, 
934 
4-Hydroxy-4-methylpentan-2-one, 
934, 1189 
9-Hydroxynonanoic acid lactone, 
1147 
9-Hydroxynonanoic acid, 1147 
5-Hydroxypentanoic acid lactone, 
1103 
Hydroxyproline, 1288 
4-Hydroxyproline, 1288 
Hydroxy protons, 694-695 
Hypochlorous acid, 560 
Hypophosphorus acid, 1034 


I 
Ibuprofen, 42 
Imaging 
magnetic resonance imaging 
(MRI), 712-713 
nuclear magnetic resonance, 
712-713 
Imidacloprid, 1001 
Imidazole, 841, 1001 
Imines, 962-965 
Iminium ion, 648, 1014, 1178, 1179 
Iminium salt, 1038, 1039, 1138 
Imipenem, 1101, 1151 
Incomplete proteins, 1288 
Indianapolis 500, 519 
Indigo, 809f, 810, 811 
Indigo Carmine, 810 
Indole, 839, 847, 1001 
Indoxyl, 811 
Induced magnetic field, 664, 665f 
Inductive effects, 119, 234, 1067 


Inductive stabilization, 875 
Infrared (IR) spectroscopy 
of amines, 1011-1012 
of aromatic compounds, 852 
of carboxylic acid derivatives, 
1111-1112 
of carboxylic acids, 1072-1073 
described, 610 
of ethers, 734 
of hydrocarbons, 618-622 
identifying drugs with, 641 
image of mouse, 609f 
IR stretching frequencies, 
632-633 
reading, interpreting IR spectra, 
634-638 
using to monitor biological 
reactions’ progress, 629 
Infrared (IR) spectrum, 612, 
615-618 
Infrared region of electromagnetic 
spectrum, 611-612 
Infrared spectrometers, 615 
Ingold, Christopher Kelk, 351 
Inhibition, competitive, 567 
Inhibitors, radical, 229-230 
Inorganic acids 
described, 590-591 
esters of, 590-593 
Insecticides 
chlorinated, 297 
DichloroDipheny!Trichlorethane 
(DDT), 296 
diflubenzuron, 1266 
imidacloprid, 1001 
Sevin, 1156, 1157 
Insulin, 1303, 1308, 1309, 1314 
Integrators, 676 
Interconversion of acid derivatives by 
nucleophilic acy] substitution, 
1118-1127 
Interferogram(s), 616 
Interferometers, 616 
Intermediate, 172 
Intermolecular forces, 98-101, 102 
Internal acetylene, 478 
Internal alkynes, 478 
Internal mirror plane, 250 
International Space Station (ISS), 
726 
International Union of Pure & Applied 
Chemistry IUPAC), 149 
Inversion of configuration, 318, 319, 
326 
Invertases, 1262 
Invert sugar, 1262 
Todide, 306 
Todide ion, 307, 316, 740 
Jodination of benzene, 869 
Todoacetic acid, 119 
Todobenzene, 869, 900, 901, 1033 
Jodobenzene derivatives, 1033 
2-Iodobutane, 294 
Todocyclohexane, 293 
3-Iodo-2,2-dimethylbutane, 372 
Todohydrin, 434 
JIodomethane, 306, 526 
1-Iodo-1-methylcyclohexane, 322 
1-Iodo-2-methylcyclohexane, 386 
3-(lodomethy])pentane, 293 
Todonium ion, 430, 643 
1-Iodopropane, 690 
Tonic bond, 43 


Tonic structures, 49 
Jon source, 639 
IR absorptions, and wavenumbers, 612 
IR-active, 615 
TR-active and IR-inactive vibrations, 
614-615 
IR-inactive, 615 
IR spectroscopy. See Infrared (IR) 
spectroscopy 
sec-Isoamyl, 497 
Isoamy] acetate, 1102, 1146 
Isoamyl group, 151 
Isobutane, 81, 129, 147, 148, 149, 
151, 222, 301 
Isobutylene, 345, 349, 451, 737, 1352 
Isobutyl group, 151, 152 
Isobutyraldehyde, 978, 1088 
Isobutyric acid, 978, 1088 
Isocyanate, 1361 
Isoelectric pH, 1290 
Isoelectric points and electrophoresis 
of amino acids, 1290-1292 
Isoflurane, 295 
Isolated double bonds, 363, 770 
Isomerism, 81—83 
Isomers, 81 
geometric, 172 
optical, 258 
types of, 276 
Isoniazid, 439 
Isooctane, 159 
Isopentane, 81, 100, 147, 148 
Isopentyl acetate, 557, 1146 
Isopentylamine, 1042 
Isopentyl bromide, 1042 
Isopentyl group, 151 
Isophthalic acid, 1062 
Isoprene, 349, 806, 806f, 1340, 1356 
Isopropyl! acetate, 590 
Isopropyl! alcohol, 133, 352-353, 
510, 514, 520, 590, 739 
N-Isopropylaniline, 1038 
Isopropylbenzene, 889, 893, 909 
Isopropy! bromide, 293, 317, 484 
Isopropylcyclopentane, 130 
Isopropyldimethyloctane, 154 
Isopropyl! formate, 1103 
Isopropyl group, 151, 152, 683, 698 
4-Isopropyloctane, 152 
4-Isopropyl-2,2,3,6-tetramethyloctane, 
154 
Isotactic, 1355 
Isotope ratios, 642 
Isotopes, 39 
“exact” masses of common, 641t 
Isovaleric acid, 951, 1060, 1061 
Isovaleroyl chloride, 951 
Isoxazole, 843 
TUPAC, 149 
IUPAC names 
described, 149-150 
old and new, 348 
summary, Appendix 5 
IUPAC rules, 149 


J 

Jackson, Michael, 851 
cis-Jasmone, 1195 
Jones reagent, 563 
Jones oxidation, 564 
Jones, Ewart, 564 
Joules, 100-101 


K 
Keflex, 1101, 1151 
Kekulé, Friedrich, 821, 822 
Kekulé structure, 821, 822 
Kent, Stephen, 262 
Kepone, 297 
Kerosene, 157, 159, 1326 
Ketal, 967, 967n, 1241n 
Ketamine, 262 
Ketene, 1143 
Keto-acid, 500, 1292 
Keto-aldehyde, 500 
Keto-enol tautomerism, 496, 498, 
1173-1174 
Keto ester enolate, 1199 
Keto form, 1173-1176 
Ketoglutaric acid, 1293 
Ketones, 133, 486, 526, 528, 530, 
532, 537, 558, 560, 563, 892, 
932-933 
acetoacetic ester synthesis, 
1205-1207 
addition of an enolate to, 1172 
aldol condensation of, 1187-1190 
alkylation of carboxylic acids to 
form, 1089 
alpha halogenation of, 1180-1186 
carbon NMR spectra of, 940 
characteristic absorptions of 
carbonyl compounds, 624-629 
condensations of amines with, 966t 
formation of acetals, 967-970 
formation of imines, 962-965 
hydration of, 958-960 
industrial importance of, 944-945 
infrared spectra of, 938-939 
mass spectra of, 940-943 
nomenclature of, 934-936 
physical properties of, 936-938 
proton NMR spectra of, 939 
reactions of, 954-958 
reactions of amines with, 1015 
reduction of, 979-983 
review of syntheses of, 945-948 
synthesis from acid chlorides and 
esters, 951-952 
synthesis from carboxylic acids, 949 
synthesis from nitriles, 949-950 
ultraviolet spectra of, 943-944 
used in household products, 945t 
Wittig reaction, 974-977 
Ketoses, 1233, 1234 
Ketosis, 937 
Kevlar, 1359 
Kiliani-Fischer synthesis, 1236 
Kinetic control, 781 
Kinetic product, 781 
Kinetics, 211 
E1 vs. E2 elimination reactions, 
381-382 
and rate equation, 211-212 
Syl vs. Sy2 reactions, 332 
Knocking, 159 
Knowles, William, 438 
Kumepaloxane, 292 
Kuru, 1319 


L 

Lactams, 1105, 1113, 1150-1151 
Lactic acid, 1059, 1293 
(R)-Lactic acid, 272 


(S)-Lactic acid, 272, 1059 
Lactones, 1113, 1147-1148 
Lactose, 970, 1260 
Lactose-intolerant, 1260 
Laetrile, 1250 
Lanosterol, 753, 1342 
Large-ring annulenes, 831-832 
Latex, 1356 
Latex surgical gloves, 1361 
Lavender oil, 1146 
Leaving group, 325 
amines as, 1024—1027 
effects on Syl reactions, 324 
Leaving groups, 305 
effects on the substrate, 315-316 
weak bases that are common, 317t 
Lecithins, 1335 
Leftorium, 245 
Leucine, 1298 
Leukemia, and benzene, 132 
Levodopa, 438 
Levorotatory, 259 
Levulose, 1262 
Lewis acids, 125—127 
Lewis bases, 125-127 
Lewis, Gilbert N., 43, 125 
Lewisite, 545 
Lewis structures, 44, 61 
Lexan polycarbonate, 1157, 1361 
Lidocaine, 1104 
Light 
energy of photon, 199n 
plane-polarized, 256-257 
Lime, 480 
Limonene, 1342 
Lindlar’s catalyst, 491, 491n, 492, 
502 
Lindlar, Herbert, 491 
Line-angle drawings, 61t 
Line-angle formulas, 60, 61 
Linear bonding, 70 
Linear combination of atomic 
orbitals (LCAO), 65 
Linear polyethylene, 1356 
Linoleic acid, 1064, 1328 
Lipid bilayer, 1335, 1336f 
Lipids 
introduction, 1326 
phospholipids, 1334-1336 
prostaglandins, 1339-1340 
saponification of fats and oils, 
1331-1334 
steroids, 1336-1339 
terpenes, 1340-1343 
triglycerides, 1327-1331 
waxes, 1326, 1327 
Lipitor, 1337 
Lipophilic, 1332 
Liquefied petroleum gas (LPG), 159 
Liquefied natural gas, 158 
Lister, Joseph, 523 
Lithium, 42, 43, 526 
Lithium alkoxide, 1088 
Lithium aluminum hydride (LAH), 
539-542, 979, 1040, 1136, 
1142, 1147, 1153 
Lithium carbonate, 42 
Lithium carboxylate, 949 
Lithium dialkylcuprate reagents, 900 
Lithium dialkylcuprates, 536-537, 
900, 1142, 1214 
Lithium diisopropylamide (LDA), 
1176, 1177 
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Lithium divinylcuprate, 536, 537, 
900, 920, 1214 

Lithium enolates, 1193 

Lithium hydroxide, 1069 

Lithium iodide (Lil), 729 

Lithium pentanoate, 1069 

Lithium tri-tert-butoxyaluminum 
hydride, 951, 1088, 1137 

Lithium valerate, 1069 

London dispersion forces, 98, 
99-100, 102, 298 

Lone pairs, 44, 96 

Low-density polyethylene, 1351, 
1356, 1363 

Lowest Unoccupied Molecular 
Orbital (LUMO), 799 

Lowry, Thomas, 108 

LSD, 848 

L series, 1236 

Lucas reagent, 573 

Lucas test, 574 

Luciferin, 37 

2,6-Lutidine, 749 

Lysine, 1004, 1288, 1291-1292 


M+, 639 

M+1 peak, 642 

M+2 peak, 642 

Macintosh, Charles, 1356 

Maconda well blowout, 2010, 157f 

Magnesium alkoxide salt, 747 

Magnesium monoperoxyphthalate 
(MMPP), 445, 748 

Magnesium salt, 1140 

Magnetically coupled, 679, 681-683 

Magnetic deflection, 639 

Magnetic moment, 662 

Magnetic resonance imaging (MRI), 
712-713 

Magnetic shielding by electrons, 
664-666 

Ma Huang, 1009 

Major contributors, 51-53 

Malaria, 82 

(S)-Malate, 388 

MALDI (Matrix-Assisted Laser 
Desorption/Ionization) 
technique, 640 

Male hormones, 1103 

Maleic acid, 244, 245 

Maleic anhydride, 1107 

Malonate, 1203 

Malonic acid, 1066 

Malonic ester, 1206 

Malonic ester enolate, 1215 

Malonic ester synthesis, 1205, 
1207-1210 

Malt, 519, 1259 

Maltose, 1259-1260 

Mandelonitrile, 960-961 

Manganate ester, 447 

Manganese dioxide, 447 

Mannitol, 1245, 1264 

Mannose, 1237, 1255 

MAO (Monoamine oxidase), 1028 

MAPP (MethylAcetylene-ProPadiene), 
480 

Margarine, 1330 

Markovnikov’s orientation, 412, 435, 
494, 495 

Markovnikov’s product, 412, 494 

Markovnikov’s rule, 411-412 
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Markovnikov, Vladimir V., 409, 411 
Mass spectrometers, 638, 639, 640f 
Mass spectrometry (MS), 63, 638 
of amines, 1014 
of aromatic compounds, 852 
of carboxylic acids, 1075 
described, 610 
determination of molecular 
formulas by, 641-644 
of ethers, 734-736 
fragmentation patterns in, 
644-651, 650-651 
introduction, 609-610, 638-641 
of ketones and aldehydes, 
940-943 
Mass spectrum, 638 
Mauveine, 809f, 865 
McLafferty rearrangement of 
ketones, aldehydes, 941-943, 
1075 
mCPBA (meta-chloroperoxybenzoic 
acid), 445, 747 
Meat tenderizer, 1308 
Melatonin, 1022 
Melibiose, 1263 
Melting points, 98 
of alkanes, 157-158 
of carboxylic acid derivatives, 
1109-1110 
carboxylic acids, 1064 
of some common fatty acids, 
1328t 
Menthol, 510, 1341 
Menthone, 510 
Mercaptans, 545-547 
2-Mercaptoethanol, 545 
Mercurial ether, 738 
Mercuric salts, 947 
Mercurinium ion, 420-422 
Merrifield resin, 1310 
Merrifield, Robert Bruce, 1309 
Mesitylene, 849 
Mesityl oxide, 1191 
Meso compounds, 277-279, 280. 
Messenger RNA, 1267 
meta, 515 
Meta-, 849 
Meta-allowing, 879 
Meta attack, 876, 879, 882 
Meta-directing substituents, 878-881 
Meta-directors, 879, 880 
Metal-ammonia reduction to trans 
alkenes, 492 
Metaldehyde, 938 
Metathesis, 455-458 
Methane, 44, 47, 69, 73, 148, 148, 
158, 160, 162, 481, 546 
chlorination of, 198-199, 204, 
206, 216 
free-radical chain reaction, 199-201 
reactions with halogens, 217 
Methane hydrate, 161 
Methanethiol, 545 
Methanoic acid, 134, 1061 
Methanol, 94, 101, 133, 212, 306, 
310, 320, 322, 327, 510-511, 
514, 516t, 518-519, 567, 
613t, 669, 806, 1071, 1128, 
1360 
Methanotrophs, 70 
Methionine, 745, 1288 
Methoxide, 373, 1124-1125 
Methoxybenzene, 731, 848, 875-877 


1-Methoxybutane, 308 
Methoxycyclohexane, 731 
trans-2-Methoxycyclopentanol, 751, 
752, 754 
2-Methoxy-3,3-dimethylpentane, 736 
Methoxyethane, 731, 936 
3-Methoxyfuran, 733 
1-Methoxy-1-methylcyclopentane, 
423-428 
2-Methoxyhexane, 738 
5-Methoxyhexanenitrile, 1106 
p-Methoxypropiophenone, 1142 
3-Methyl-1-butanamine, 1001 
2-Methyl-2-butene, 348 
3-Methyl-1-butene, 348 
2-Methyl-1-penten-3-yne, 478 
2-Methy1-2-pentene, 350 
Methyl-2-phenylethanoate, 1103 
Methy] acetate, 543, 1198 
Methyl acetylene, 131, 478, 
479-480, 1106 
N-Methylacetamide, 136, 1110 
Methyl acrylate, 902, 1353 
Methyl a-cyanoacrylate, 1354 
Methyl a-D-glucopyranoside, 1251 
Methyl alcohol, 133, 510, 511, 514, 
518-519, 738 
Methylamine, 44, 94, 101, 115, 963, 
964, 1007 
Methylammonium chloride, 49, 94 
Methylammonium ion, 591 
Methylammonium sulfate, 1133 
4-Methylaniline, 1001 
o-Methylacetanilide, 886 
Methyl-8-D-glucopyranoside, 1248 
p-Methylbenzaldehyde, 947 
Methylbenzene, 671, 848 
Methyl benzoate, 532, 1082, 1112f, 
1119, 1128, 1202, 1204 
2-Methylbenzoic acid, 849 
Methyl! bromide, 294 
2-Methylbuta-1,3-diene, 349 
3-Methylbutan-1-amine, 1001, 1040 
N-Methylbutan-2-amine, 1001 
3-Methylbutanamide, 1040 
N-Methyl-2-butanamine, 1001 
2-Methylbut-1-ene, 371 
3-Methylbut-1-ene, 348, 357 
2-Methylbut-2-ene, 82, 348, 357, 
371, 424 
(S)-2-Methylbutanal, 562 
(S)-2-Methylbutan-l-ol, 562 
2-Methylbutan-1-ol, 281 
3-Methylbutan-1-ol, 649 
2-Methylbutan-2-ol, 102, 955 
3-Methylbutan-2-ol, 424, 575 
2-Methylbutane, 357 
3-Methylbutane-1-thiol, 546 
3-Methylbutanoic acid, 1061 
3-Methylbutanoyl chloride, 1040 
3-Methylbut-1-yne, 486 
Methyl cation, 231f 
Methyl chloride, 199 
Methyl] cinnamate, 902 
Methylcyclobutane, 82 
Methyl cyclobutanecarboxylate, 1086 
1-Methylcycloheptanol, 429 
2-Methylcycloheptanol, 429 
Methylcyclohexane, 181, 182 
1-Methylcyclohexanol, 416, 581 
1-Methylcyclohexene, 375, 416 
3-Methylcyclohex-2-enone, 1196 
Methylcyclopentane, 130, 171f, 227 
Methyl! cyclopentanecarboxylate, 
1103 


1-Methylcyclopentanol, 426, 512 
trans-2-Methylcyclopentanol, 427 
trans-3-Methylcyclopentanol, 319 
3-Methylcyclopentanone, 934 
1-Methylcyclopentene, 348, 426, 
427, 428, 435, 449 
3-Methylcyclopentene, 449 
4-Methyl]-1,3-dioxane, 733 
3-Methylenecyclohexene, 348, 807 
2-Methylpent- 1-en-3-yne, 478 
2-Methylpent-2-ene, 350 
4-Methylpent-3-en-2-one, 1191 
2-Methylpentane, 646 
2-Methylphenol, 516 
4-Methyl- 1-phenylpent-2-yn-1-ol, 486 
Methylcyclopropane, 345 
Methylene, 235, 439 
Methylene chloride, 294, 295, 431 
Methylenecyclohexane, 375 
Methylene groups, 147, 235, 348, 
497, 694 
Methylene halides, 294 
Methylene iodide, 439 
Methyl ester, 1086, 1128 
Methyl ethers, 1251 
Methyl ethyl ketone, 134, 935 
1-Methylethyl methanoate, 1103 
Methyl] formate, 1202 
Methyl group, 80, 152 
Methyl halides, 294, 298t 
3-Methylheptane, 536 
cis-2-Methylhex-4-en-3-ol, 501 
3-Methylhex-4-yn-3-ol, 487 
3-Methylhexan-3-ol, 530 
Methylidene group, 348 
Methyl iodide, 307f, 308, 547, 595, 
1250-1251 
Methyl isopropyl] ketone, 683 
Methyl ketones, 683, 947 
Methyllithium, 527 
Methylmagnesium iodide, 526, 1140 
Methyl! mercaptan, 545 
Methyl orange, 1034-1035 
Methyloxirane, 758 
3-Methylphenol, 512 
4-Methylphenol, 849 
Methyl! phenylacetate, 1103 
N-Methy-2-phenylacetamide, 1133 
Methyl phenyl ether, 726, 731, 743 
Methyl! pheny! ketone, 848 
2-Methy1-3-phenylpentanedioic acid, 
1062 
2-Methylpropan-1-ol, 512, 514 
2-Methylpropan-2-ol, 512, 514 
2-Methylpropanal, 502 
2-Methylpropane, 222-223, 367-368 
2-Methylpropene, 349 
Methy! propionate, 699 
2-Methylpropenoic acid, 1072-1073 
4-Methylpyran, 733 
1-Methylpyrrolidine, 1001 
2-Methylpyridine, 1001 
N-Methylpyridinium iodide, 745 
N-Methylpyrrolidine, 1001 
Methyl radicals, 233 
Methy] salicylate, 1146 
MethyI shift, 329 
Methylsulfate ion, 591 
2-Methyltetrahydrofuran, 729, 749 
Methyl tert-butyl ether (MTBE), 
133, 212, 320, 676, 731, 735 
(S)-2-(Methylthio)butane, 744 
Methyltriphenylphosphonium salt, 
974 


Micelles, 1332 


Michael acceptor, 1214 
Michael addition, 1214, 1216 
Michael donor, 1214 
Michael reaction, 1213-1216 
Microns, 611 
Miner’s lamp, 481 
Minor contributors, 51—53 
Mirror planes of symmetry, 250 
Miscible, 517 
Misoprostol, 1340 
Mitomycin C, 1003 
Mitscherlich, Eilhard, 820 
Mitsunobu, Oyo, 1146 
Mitsunobu reaction, 1146 
Mitsunobu reagents, 1146 
Mixed anhydrides, 1107 
Mixed triacyglycerols, 1327 
MMPP (magnesium 
monoperoxyphthalate), 748 
Mobile Servicing System (MSS), 726 
Molar absorptivity, 805 
Molar extinction coefficient, 805 
Molecular biology, 1275 
Molecular formulas, 62-63 
Molecular ion, 639 
Molecular orbitals 
of allylic system, 784-785 
of benzene, 825-827 
of cyclobutadiene, 828-829 
described, 65 
nonbonding, 785 
picture of conjugated systems, 
7712-1717 
Molecular sieves, 1084 
Molecular vibrations, 612-614 
Molecules, polarity of, 94-98 
Molozonide, 448 
Molybdenum metathesis catalysts, 456 
Monoamine oxidase (MAO), 1028 
Monochromator, 615, 805 
Monomers, 451, 1347, 1358 
Monomethy! phosphate, 593 
Monosaccharides, 1233 
anomers of: mutarotation, 1242-1244. 
classification of, 1234-1235 
cyclic structures of, 1238-1242 
D and L configurations of sugars, 
1235-1237 
epimers, 1237-1238 
oxidation of, 1246-1247 
reactions of: reduction, 1245 
Monosubstituted cyclohexanes 
conformations of, 181—183 
energy differences between axial 
& equatorial conformations 
of, 183t 
Monoterpene, 1341 
Morphine, 38, 111, 999 
Morpholine, 113 
Mothballs, 293, 851 
Motor oil, 105 
MRI (nuclear magnetic resonance 
imaging) 
described, 712-713 
scan of human brain, 661f 
scan of human spine, foot, 713 
MTBE (Methy] tert-butyl] ether), 133 
Muconic acid, 1072 
Mull, 615 
Multiplet, 681 
Multistep reactions, rates of, 216 
Multistep synthesis, 501-502 
Murex sea snails, 809f 


Muscalure, 343 

Muscone, 945 

Mushroom Amanita muscaria, 1262 

Mustard gases, 746 

Mutarotation, 1243-1244 

Mylar polyester film, 1102, 1148, 
1149, 1360 

Myrcene, 1340, 1341 


N 
N+ 1 rule, 680-681 
Nanotubes, 847 
Naphthalene, 729, 832, 839, 843, 851 
p-Naphthoic acid, 1061 
1-Naphthol, 1156 
2-Naphthol, 729 
1-Naphthyl-N-methylcarbamate, 
1156 
Naproxen, 902 
Natta, Giulio, 1355 
“Natural,” 1009 
Natural and synthetic rubber, 
1356-1357 
Natural gas, 481, 546 
in clean-burning vehicles, 159 
liquified, 158 
Negishi, Ei-Ichi, 899 
Neon, 42 
Neonicotinoid insecticides, 1001 
Neopentane, 81, 100, 102, 147, 148 
Neopentyl alcohol, 576, 581 
Neopenty! bromide, 576 
Neutralizer, 1303 
Neutrons in atomic structure, 39 
Newman, M., 169 
Newman projections, 163, 164, 169 
Nexium, 264 
Niacin, 567, 999 
Nickel, 545, 980 
Nickel boride, 491 
Nicontinic acid (NAD+), 567 
Nicotinamide, 1135, 1275 
Nicotinamide adenine dinucleotide 
(NAD), 566 
Nicotine, 296, 999, 1000 
Nicotinic acid, 999 
Nicotinonitrile, 1135 
Ninhydrin, 1298, 1304 
Nitrate esters, 592 
Nitration 
of benzene, 869-870 
of toluene, 873-874 
Nitric acid, 563, 592, 869, 1246-1247 
Nitric oxide, 592 
Nitrile bonds, 630 
Nitriles, 136, 1043, 1101 
dehydration of amides to, 1150 
described, 1105-1106 
hydrolysis of, 1135-1136 
summary of chemistry of, 
1152-1153 
synthesis of ketones and aldehydes 
from, 949-950 
used as solvents in organic 
reactions, 1111t 
o-Nitroaniline, 1016 
p-Nitroaniline, 1021 
m-Nitroanisole, 876, 885 
o-Nitroanisole, 876 
p-Nitroanisole, 876 
Nitrobenzene, 848, 869, 870, 878, 879 
m-Nitrobenzoic acid, 884 
p-Nitrobenzoy] chloride, 947 


p-Nitrobenzophenone, 947 
p-Nitro-tert-butylbenzene, 889 
Nitro compounds, reduction of, 
1044-1045 
Nitrogen, 42 
in airbags, 1043 
elements of unsaturation, 346 
functional groups with, 135-137 
protons, signals in NMR, 695 
Nitrogen inversion, 1002-1003 
Nitroglycerin, 880 
Nitro groups, 123, 124, 1068 
m-Nitrotoluene, 873 
Nitromethane, 51 
Nitromide, 873 
Nitronium ion, 869 
2-Nitropentane, 1045 
2-Nitrophenol, 524, 737 
3-Nitrophenol, 515, 524 
4-Nitrophenol, 524, 849 
meta-Nitrophenol, 515 
p-Nitrophenol, 849 
5-Nitro-1-propoxyaniline, 873 
Nitrosamines, 1031 
o-Nitrotoluene, 873, 1045 
p-Nitrotoluene, 686, 870, 873, 885 
Nitrous acid, 1030-1031 
Nitrous oxide, 727 
NMR spectrometers, 666, 668 
NMR spectroscopy. See also Nuclear 
magnetic resonance (NMR) 
spectroscopy 
of carboxylic acids, 1073-1074 
of ethers, 735 
N-Nitrosoamines, 1031 
Nobel, Alfred, 592 
Nobel Prizes, 592 
Nodal plane, 40 
Nodes, 40, 64, 774 
Noise decoupling, 664 
Nomenclature, 129 
of alcohols, 511-516 
of alkanes, 149-156 
of alkenes, 347-349 
alkenes, 351 
of alkyl halides, 293-294 
of alkynes, 477-478 
of amides, 1103-1104 
of amines, 999-1002 
of benzene derivatives, 848-850 
of bicyclic alkanes, 189 
of carboxylic acid derivatives, 
1102-1108 
of carboxylic acids, 1060-1063 
of cis-trans isomers, 349-351 
configurations of chiral centers, 
252 
of cycloalkanes, 171-172 
of dicarboxylic acids, 1062-1063 
of ethers, 731-734 
E-Z, 350-351 
of functional groups, 1108t 
IUPAC names. See IUPAC names 
of ketones and aldehydes, 
934-936 
of multifunctional compounds, 
1107-1108 
of peptides, 1301 
(R) and (S) from Fischer 
projections, 274 
(R) and (S) of asymmetric carbon 
atoms, 251-255 


Nomex, 1359 
Nonan-2-ol, 557 
Nonaromatic compounds, 829-830 
Nonbinding electrons, 44 
Nonbonding molecular orbitals, 785 
Nonoxynol, 1334 
Nonpolar covalent bond, 46 
Nonsteroidal anti-inflammatory 
drugs (NSAIDs), 42 
Norbornane, 188, 362 
Norbornene, 428, 794 
Norepinephrine, 746, 1028 
Novoselov, Konstantin, 846 
Noyori, Ryoji, 438, 439 
N-terminal end, 1300 
N terminus, 1300 
Nuclear magnetic resonance 
imaging, 712-713 
Nuclear magnetic resonance (NMR) 
spectroscopy, 610, 611 
areas of the peaks, 676-678 
of aromatic compounds, 852 
carbon. See Carbon NMR 
carbon-13, 702-709 
of carboxylic acid derivatives, 
1115-1116 
complex splitting, 688-691 
drawing NMR spectrum, 684 
integrators, 676 
interpreting proton NMR spectra, 
697-699 
introduction, 661 
number of signals, 674-675 
spin-spin splitting, 679-687 
stereochemical nonequivalence of 
protons, 691-693 
theory of, 662-664 
time dependence of, 694-696 
Nuclear magnetic resonance 
spectrum, 666 
Nuclear spin, 662 
Nucleic acids, 593, 1267 
Nucleophiles, 126, 127, 306, 311 
alcohols as, 567-569 
some common, 31 It 
strength of, 310-314 
Nucleophilic acyl substitution, 
1080-1081, 1089, 1124-1125 
Nucleophilic additions 
to carbonyl groups, 957-958 
reactions of ketones, aldehydes, 
954-956, 977 
Nucleophilic aromatic substitution 
the addition-elimination mecha- 
nism, 895-896 
benzene mechanism: elimination- 
addition, 897-899 
of pyridine, 1018-1019 
Nucleophilicity, 311 
solvent effects on, 313-314 
steric effects of, 312-313 
trends in, 311 
Nucleophilic acyl substitution, 
1118-1127 
Nucleophilic substitution, 305, 332, 
910-911 
Nucleotides, 1267, 1275-1276 
Nucleus in atomic structure, 39-40 
Nutmeg, 1327 
Nylon, 1102, 1152, 1357, 1358-1359 
Nylon 6, 1359 
Nylon 66, 1071, 1152, 1359 
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oO 
Oct-1-yne, 621 
Oct-2-en-1-ol, 566 
Oct-2-enal, 566 
cis-Oct-2-ene, 619-620 
trans-Oct-2-ene, 492 
trans-Oct-2-enoic acid, 1073 
Oct-2-yne, 492 
Oct-4-yne, 621 
Octa-1,3,5,7-tetraene, 807 
Octan-1-ol, 557 
(R)-Octan-2-ol, 578 
Octanal, 1137 
Octane conformation, 169f 
n-Octane, 617 
Octane-2,7-dione, 1196 
Octane number, 159 
Octanoic acid, 1060 
Octanoyl chloride, 1137 
Octet rule, 43 
Octets, 43 
Octyl methoxycinnamate, 902 
Off-resonance decoupling, 
706-707 
Oil, crude, 160 
Oil of wintergreen, 1146 
Olefination chemistry, 456 
Olefin metathesis 
of alkenes, 455-458 
described, 455 
mechanism of, 457-458 
Olefins, 342 
Oleic acid, 1090, 1329 
Oleoyl chloride, 1089 
Oligomers, 1358 
Oligopeptide, 1300 
Oligosaccharides, 1263 
Olive oil, 342 
Omnivorous leafroller (OLR), 458 
Opium poppies, 38, 111 
Optical activity, 256-260, 257 
Optical isomers, 258, 264 
Optically active, 257 
Optical purity (0.p.), 263 
Oral contraceptives, 1339 
Orbitals 
degenerate atomic, 39-40 
hybridization, 46 
wave properties of electrons in, 
63-64 
Order of reactions, 211 
Orexin A, 1301 
Organic, 37 
Organic chemistry, 37-39, 456 
Organic compounds 
colored, 808-810 
common bonding patterns in, 48t 
electronic structure, 351 
priority of functional groups in 
naming, 478t, 514t 
Organic photochemistry, 225 
Organic synthesis problems in this 
book, 458-460 
Organocuprate chemistry, 537 
Organocuprate reagents, couplings 
using, 900-901 
Organolithium reagents, 527, 758, 
949 
Organomagnesium halide, 526 
Organomercurial alcohol, 496 
Organometallic compounds, 
reactions of, 528-536 
Organometallic and synthetic 
chemistry, 456 
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Organometallic reagents 
for alcohol synthesis, 525-527 
aromatic substitution using, 
899-905 
described, 525 
reactions of acid derivatives with, 
1139-1140 
side reactions of, 537-539 
Orientation of epoxide ring opening, 
757 
Orlon, 1353 
Ortho, 515, 849, 875 
Ortho attack, 876, 879, 882 
Ortho, para-director, 873 
Osmic acid, 446 
Osmium tetroxide, 446, 447 
Overall order of equations, 211 
Overtone, 615 
Oxalic acid, 567 
Oxaloacetic acid, 1293 
Oxalyl chloride, 563, 1090 
Oxane, 733 
Oxaphosphetane, 975 
Oxetanes, 733 
Oxidations 
of alcohols, 559-563 
of alcohols to synthesis ketones, 
aldehydes, 945-946 
of aldehydes, 978-979 
of alkynes, 499-501 
of amines, 1027-1029 
of cholesterol, 944 
of monosaccharides, 1246-1247 
of phenols to quinones, 913-914 
permanganate, 499-500 
of primary alcohols, 561-562 
reactions, 558 
reactions of alkenes, 464 
of secondary alcohols, 560-561 
states of alcohols, 558-559 
Swern, 563 
of tertiary alcohols, 563 
Oxidative cleavages 
of alkenes, 448-449 
described, 448 
Oximes, 965 
Oxiranes, 441, 732, 758 
Oxolane, 729, 733 
Oxonium ion, 734-735 
3-Oxopentanal, 934 
4-Oxo-4-phenybutanoic acid, 1144 
Oxygen, 42 
elements of unsaturation, 346 
functional groups with, 132-135 
Oxygen-acetylene cutting torch, 480 
Oxymercuration, 420-422 
Oxytocin, 1302f, 1306, 1308 
Ozone, 97 
biochemical effects, 448 
hole over Antarctica, 197 
layer around Earth, 448 
as oxidizing agent, 450 
Ozonolysis 
of alkenes, 946 
of alkynes, 500-501 
described, 448-449 
vs. permanganate cleavage, 450-451 


P 
Palladium catalysts, 901-902, 903 
Panaxytriol, 477 


Pantothenic acid, 1288 
Papain, 1308 
para, 515 
Para-, 849 
Para attack, 876, 879, 882 
Para-directing, 875 
Paraffins, 161 
Paraformaldehyde, 936, 938 
Paraldehyde, 938 
Parent peak, 640 
Parkinson’s disease, 438, 1033 
Parr hydrogenation apparatus, 437 
Parsalmide, 477 
Pascal’s triangle, 681 
Pasteurization, 285 
Pasteur, Louis, 284, 285 
Pauli exclusion principle, 42, 343 
Pauling electronegativities, 46-47 
Pauling, Linus Carl, 46 
PCB (polychlorinated biphenyl), 
1338 
Pellagra, 1275 
Penicillin G, 1102 
Penicillins, 1151 
Penicillin V, 1151 
Pent-1-en-4-yne, 478 
ent-1-ene, 82, 347, 350, 771 
Pent-1-yne, 772 
Pent-2-enal, 934 
Pent-2-ene, 82, 347, 374 
cis-Pent-2-ene, 350 
trans-Pent-2-ene, 350, 771 
Pent-2-yne, 494, 499, 500, 501 
Penta-1,2-diene, 771 
Penta-1,3-diene, 804 
trans-Penta-1,3-diene, 771 
Penta-1,4-diene, 770, 771, 804 
Penta-1l-ene, 804 
Penta-2,3-diene, 269 
Pentalene, 832, 838 
Pentan-1-amine, 1020 
Pentan-1-ol, 102, 513 
Pentan-2-amine, 1038 
Pentan-2-ol, 249, 531 
(R)-Pentan-2-ol, 577 
Pentan-2-one, 1038 
Pentan-2-one oxime, 1038 
Pentan-3-ol, 249, 533 
Pentane, 82, 117, 148, 149, 771 
n-Pentane, 82, 100 
Pentane-1,5-diamine, 1004 
Pentane-2,3-dione, 499 
Pentane-2,4-dione, 235 
Pentanoic acid, 499, 500, 1061, 1065 
Penta-O-acetyl--D-fructofuranoside, 
1253 
2-Pentenal, 934 
1-Penten-4-yne, 478 
1-Pentene, 347, 350 
2-Pentene, 347 
cis-2-Pentene, 350 
trans-2-Pentene, 350 
Peppermint oil, 510 
Peptide bonds, 1262, 1283 
Peptides 
described, 1262 
laboratory peptide synthesis, 
1309-1313 
solid-phase synthesis, 1310-1322 
structure determination, 1303-1307 
structure, nomenclature of, 
1384-1389 
synthesis of, 1308 
Peracids, 747 


Pericyclic reactions, 798-800 
Periodic acid cleavage of glycols, 
589 
Periodic table 
acidity trends within, 119f 
first three rows, 43f 
Perkin, Sir William Henry, 809 
Perlon, 1359 
Permanent wave, 1303 
Permanganate, 824, 978 
Permanganate dihydroxylation, 447 
Permanganate oxidations, 499-500 
Permanganates, 731 
Peroxide effect, 416 
Peroxyacetic acid, 447, 469, 751 
Peroxyacids, 441-442, 747, 1028 
Peroxybenzoic acid, 441, 443, 732 
Peroxyformic acid, 1303, 1303-1306 
PETN (pentaerythritol tetranitrate), 
592 
PET (Positron emission tomography) 
scan radiotracer, 1033 
Petroleum refining, 160 
PEX plumbing pipe, 1356 
Ph (symbol), 850 
pH and acid strength, 115-116 
Phenanthrene, 843-844 
Phenol-formaldehyde resins, 944 
Phenolphthalein, 810 
Phenols, 510, 511, 559, 595, 857, 
865, 912 
acidity of, 520-521 
described, 556 
electrophilic aromatic substitution 
of, 914 
nomenclature of, 514-515 
oxidation of phenols to quinones, 
913-914 
reactions of, 906-908 
Phenoxides, 878 
3-Phenoxycyclohexene, 849 
Phenylacetylene, 478 
Phenylboronic acid, 903 
N-Phenylbutanamide, 1040 
2-Phenybut-3-yn-2-ol, 487 
2-Phenyethylamine, 1043 
2-Phenyhex-3-yn-2-ol, 487 
Phenylacetic acid, 1078, 1087, 1153, 
1187 
Phenylacetone, 684 
Phenylacetonitrile, 1044, 1078, 1135 
Phenylacetylene, 848 
Phenylalanine, 811t, 827, 1286, 
1287, 1288, 1292, 1313 
Phenyl benzoate, 1103 
1-Phenylbut-2-yne, 849 
2-Phenyl-1,3-cyclopentadiene, 349 
2-Phenylcyclopenta- 1,3-diene, 349 
Phenylcyclopentane, 132 
1-Phenylethanol, 543 
2-Phenylethanol, 849, 1087, 1136 
Phenyl ethers, 737, 741, 878 
2-Phenylethylamine, 1043 
2-Phenylethyl azide, 1043 
Phenyl group, 348, 378, 849 
2-Propenyl! group, 348 
Phenylhydrazine, 966 
Phenyl isocyanate, 1361 
Pheny] ketones and aldehydes, 946 
Phenyllithium, 527, 904, 949 
Phenylmagnesium bromide, 530, 
538, 543, 950 
3-Phenyl-2-oxopropanoic acid, 1292 
3-Phenylpentan-3-ol, 532 


3-Phenylpentanoic acid, 1061 
Pheny! propanoate, 709 
trans-3-Phenyl-2-propenoic acid, 
1061 
3-Phenylpropanoic acid, 1090 
1-Phenyl-1-propanone, 934 
1-Phenylpropan-1-one, 934 
3-Phenylpropanoy1 chloride, 1090 
3-Phenypropan-1-ol, 1076 
3-Phenypropanoic acid, 1076 
3-Phenypropionate, 1201 
Phenylthiohydantoin, 1305, 1306 
Phenylthiourea, 1305 
Pheromones, 557, 1147 
Phillips Triolefin Process, 456 
Phosgene, 86, 295, 1157 
Phosphate esters, 593 
Phosphatidic acids, 1334, 1335 
Phosphoglycerides, 1334 
Phospholipids, 1334—1336 
Phosphonium salt, 974 
Phosphoric acid, 593, 1343 
Phosphorus halides, 576-577 
Phosphorus oxychloride, 582, 1150 
Phosphorus pentachloride, 576 
Phosphorus pentoxide, 1150 
Phosphorus tribromide, 576 
Phosphorus trichloride, 576 
Phosphorus trihalides, 576-577 
Phosphorus triiodide, 576 
Photochemical induction of 
cycloadditions, 800 
Photography, black-and-white, 913 
Photons, 610-611 
Photosynthesis, 1232 
Phthalic acids, 1062, 1094, 
Phthalic anhydride, 1107, 1144 
Phthalimide, 1043 
Phthalimide hydrazide, 1043 
Physical organic chemistry, 351 
Physostigmine, 1157 
pl, 1277 
Pi bond, 74-75, 344-345, 406-407, 
481, 793 
Picric acid, 592, 880 
Pi-donating, 876 
Pinacolone, 587, 588 
pinacol rearrangement, 587-588 
Pinene, 343 
Piperazine, 999 
Piperidine, 1000, 1001, 1008, 1009, 
1313, 1314 
pK, 
and acid strength, 115-116 
of amines, 966t 
of carboxylic acids, 1060t 
Planck’s constant, 663 
Plane-polarized light, 256 
Plant leaves, 1327 
Plasticizers, 1347 
Plastics, recycling of, 1347-1348 
Pleated sheet, 1315, 1316f 
P NMR spectroscopy, 712 
“Poisoned” catalysts, 491 
Polar aprotic solvents, 314 
Polar bonds, effects of electric field 
on, 614f 
Polar covalent bond, 46 
Polarimeter, 258 
Polarimetry, 256, 258-259 
Polarity 
of alkenes, 356-357 
of bonds and molecules, 94-97 
effects on solubilities, 103-105 


of ethers, 726 
Polarizable, 312 
Polar solvents, ethers as, 727-728 
Polyalkene, 1354 
Polyamides, 1152, 1358 
Polyamines, 760 
Polycarbonate, 39 
Poly(carbonate ester), 1360 
Polycarbonates, 1157, 1360-1361 
Polychlorinated biphenyls, 1338 
Polyene antifungals, 349 
Polyesters, 1071, 1146, 1148, 1358 
Polyethylene, 343, 395, 454, 1351 
Poly(ethylene terephthalate) resin 
(PET), 1148, 1149, 1346 
Polygon rule, 829 
Poly(hexamethylene adipamide), 
1152, 1359 
Polyhydroxyaldehydes, 1233 
Polyhydroxybutyrates, 1350 
Polyisobutylene, 451 
cis-1,4-Polyisoprene, 1356 
Polyketide synthases, 1200 
Polylactic acid (PLA), 1347 
Polymer crystallinity, 1362 
Polymerization, 1348 
of alkenes, 448-456 
stereochemical control of, 1355 
Polymerize, 352 
Polymers, 352, 451, 759, 1319 
amorphous, 1351 
chain-growth, 1347-1354 
copolymers of two or more mono- 
mers, 1358 
described, 1347 
important addition, 1349t 
step-growth, 1358-1361 
stereochemistry of, 1366-1367 
structure and properties, 1362-1363 
Polynuclear aromatic hydrocarbons, 
843-844 
Polyolefins, 353 
Polypeptides, 1321 
Polyphenol oxidase (PPO), 913 
Polyphosphoric acid (PPA), 1144 
Polypropylene, 354, 451 
Polysaccharides, 1232, 1234, 
1249-1259 
Polystyrene, 451, 453, 454, 1321, 
1347-1355 
Poly(tetrafluoroethylene) (PTFE), 354 
Polyunsaturated, 1326 
Polyurethanes, 929, 1157, 
1361-1362 
Poly(vinyl chloride), 451, 1365 
Porphobilinogen, 840 
Portable breath testers, 563 
Potassium, 522, 592 
Potassium fluoride, 729 
Potassium hydroxide, 595 
Potassium nitrate, 592 
Potassium permanganate, 469, 472, 
563, 731 
Potassium tert-butoxide, 338, 522 
Prefixes, correspondence of, of 
carbon atoms, 129t 
Prelog, Vladimir, 351 
Prickly pear cactus, 38 
Priestly, Joseph, 1356 
Prilosec, 264 
Primary alcohol, 486, 512, 533-534, 
948 
oxidation of, 560-561 


reaction with HBr (Sy2), 608 
Primary amides, 1113 
Primary amines, 1124, 1138, 1374 
Primary (carbon bonds), 166 
Primary halides, 317 
Primary ozonide, 448 
Primary structure of DNA, 1272-1273 
Primary structure of proteins, 1316, 
1316f 
Primaxin, 1101, 1151 
Principle of Microscopic 
Reversibility, 417, 1083 
Prion diseases, 1318-1319 
Prion proteins, 1319 
Procaine, 870 
1,2-Product, 781 
1,3-Product, 781 
1,4-Product, 781 
Progesterone, 1339 
Prohibition, 518-519 
Proline, 1285, 1286 
Prop-2-en-1-ol, 514 
Prop-2-yn-1-ol, 487 
Propagation steps, 200, 201 
Propan-1-amine, 1011f 
Propan-1-ol, 133, 543, 545, 936, 
1064 
Propan-2-ol, 133, 510, 512, 504, 
516, 955, 1122 
Propan-2-one, 134 
Propanal, 134, 936, 960, 961, 1189 
Propanal cyanohydrin, 961 
Propanal hydrate, 960 
Propane, 166, 167, 169, 170, 171, 
293, 345, 444, 503 
bromination of, 224-225 
chlorination of, 221—223 
Propane-1,2-diol, 515, 567 
(R)-Propane-1,2-diol, 271, 272 
Propanoic acid, 134 
Propanoy] chloride, 893, 1090 
Propanoy] group, 891 
Propargyl alcohol, 478, 487 
Propenal, 937 
Propene, 131, 347, 349, 350, 354, 
360, 418, 431, 442, 459, 484 
Propionaldehyde, 134, 1064 
Propionamide, 1110 
Propionic acid, 114, 500, 501, 1060 
Propionic anhydride, 1114f 
Propionyl chloride, 1106, 1142 
Propiony! group, 891 
Propiophenone, 532, 533, 893, 919, 
980, 1142 
Propofol, 851 
n-Propyl, 152 
n-Propyl alcohol, 133, 516, 739 
n-Propylamine, 1005 
n-Propylammonium chloride, 1005 
n-Propylbenzene, 889, 980 
N-Propylbutan-1-amine, 1014 
n-Propyl butyrate, 590 
2-Propyl cyclopentanecarboxylate, 
1103 
Propylene, 131, 347, 349, 352, 353, 
520 
Propylene glycol, 352-353, 
516, 567 
Propylene oxide, 353, 442, 758 
n-Propyl ether, 739 
Propyl group, 154 
n-Propyl! fluoride, 294 
3-Propyl-1-heptene, 348 
3-Propylhept-1-ene, 348 


Propyne, 114, 116, 131, 345, 486, 
1106 
Prostaglandins, 912, 1326, 
1339-1340 
Prosthetic group, 1314 
Protecting groups, 746 
described, 972 
use of acetals as, 972 
Proteins 
as amides, 140-141 
classification of, 1344-1345 
complete, 1288 
cysteines, 547 
denaturation, 1317-1319 
described, 810, 1275, 1283 
determining mass of, 645 
determining structure of, 727 
examples of functions, 1278t 
GMO, 1309 
incomplete, 1288 
levels of structure, 1315-1317 
and peptides, structure and 
nomenclature, 1299-1301 
standard amino acids of, 1285 
structure of, 1302f 
Proteolytic, 1308 
Protic solvents, 313 
Protonation of aromatic ring, 865 
Proton, NMR, 664 
Proton NMR spectroscopy 
of amines, 998 
of carboxylic acid derivatives, 1101 
of ketones and aldehydes, 932 
Protons 
in atomic structure, 39 
carboxylic acid, 673 
comparing two, 693 
hydrogen-bonded, 673 
interpreting NMR spectra, 
710-712 
stereochemical nonequivalence of, 
NMR, 691-693 
vinyl, aromatic, 688 
Proton transfers, 694 
Provitamin D3, 799 
Prusiner, Stanley B., 1319 
Pure Food and Drug Act, 810 
Purine, 811t, 841, 842, 847, 1001, 
1268 
Purine bases, 1268 
Purines, 1268 
“Purple benzene,” 809 
Putrescine, 1004 
Pyranose, 1240 
Pyrans, 733, 1240 
Pyrene, 845 
Pyrethrin, 944, 945 
Pyrethrum flowers, 944 
Pyridine, 563-564, 590, 600, 749, 
811t, 839-841, 1001, 1008, 
1015-1019, 1020, 1091, 
1122, 1143, 1298 
Pyridinium acetate, 1009 
Pyridinium chlorochromate (PCC), 
562, 946 
2-Pyridone, 842 
Pyridoxine, 999 
Pyrimidine, 811t, 841, 842, 1001, 
1268 
Pyrimidine bases, 1268 
Pyrrole, 811t, 840, 841-843, 1008, 
1009 
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Pyrrolidine, 1001, 1039, 1179 
Pyrylium ion, 843 


Q 


Quadrupole mass filter, 641 

Quantum chemistry, 46 

Quaternary ammonium hydroxide, 
1024-1025 

Quaternary structure of proteins, 
1317-1318, 1318f 

Quercetin, 809f 

Quinidine, 82 

Quinine, 82, 848, 999 

Quinoline, 491, 839, 847 

Quinone, 229, 913-914 

Quinones, 921-922 

Quinuclidine, 1000 


R 
Racemases, 1285 
Racemate, 262 
Racemic mixtures, 262—263, 265 
Racemization, 326, 336 
Radical cation, 639 
Radical inhibitors, 229 
Radicals, 229 
Radioactive waste, treatment with 
crown ethers, 730 
Radio-wave frequencies, 611 
Raffinose, 1263 
Random coil, 1316 
Raney nickel, 545, 980. 
Rate constant, 211 
Rate-determining step, 216 
Rate equation, and kinetics, 211-212 
Rate-limiting step, 216 
Rate of a reaction, 211 
Rayon, 1233, 1263 
RDxX (research department 
explosive), 592 
Reactant, 1126 
Reaction coordinates, 307 
Reaction-energy diagrams, 214-215 
for 2™ step of addition of HBr to 
buta-1,3-diene, 778f 
addition of hydrogen halides to 
alkenes, 411f 
dehydration of alcohol, 580f 
of El reaction, 366f 
Syl and Sy2 reactions, 331 
for Sn2 reaction, 307f 
Reaction mechanisms, proposing, 
351, 383, 583 
Reactions 
of acid chlorides, 1121—1122 
of acid derivatives with organome- 
tallic reagents, 1139 
addition, of benzene derivatives, 
897-905 
of alcohols, 564, 579-581 
of alcohols with hydrochloric acid, 
573-574 
of alcohols with hydrohalic acids, 
574-577 
of alcohols with Lucas reagent, 574t 
of alcohols with phosphorus 
halides, 576-577 
of alkanes, 161-162 
of alkenes, 406-478, 68-470 
of alkoxides, 593-595 
of alkynes, 476 
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of amides, 1133-1134 
of amines, 1046-1047 
of amines with ketones and 
aldehydes, 1049 
of amines with nitrous acid, 
1030-1031 
of amino acids, 1283-1287 
of anhydrides, 1144-1145 
of arenediazonium salts, 
1032-1035 
of carboxylic acids, 1060-1061 
of carboxylic acids and 
derivatives, 1080-1082 
chain, 203 
concerted, 307, 748, 791 
in cyclohexane systems, 379-381 
dehydration, of alcohols, 579-587 
Diels-Alder, 797-799 
of diols, 587-589 
with electrophilic multiple bonds, 
538 
elimination, 388 
of epoxides, 747, 750 
of esters, 1131-1132 
of ethers, 742 
haloform, 1182-1184 
halogen exchange, 309 
Hell-Volhard-Zelinsky (HVZ), 
1186-1187 
of ketones and aldehydes, 
944-948 
Michael, 1213-1214 
of monosaccharides, 1233 
of nitriles, 1135 
order of, 211 
of organometallic compounds, 
528-530 
of phenols, 912-914 
radical, 233-234 
rate of, 211 
rates of multistep, 216 
Sandmeyer, 1033 
side-chain, 909-911 
side reactions of organometallic 
reagents, 537-539 
Simmons-Smith, 439 
Syl. See Syl reactions 
Sy2. See Sy2 reactions 
of stabilized carbanions, 1216 
stereospecific, 319 
Stork, 1180 
of sugars, 1235-1236 
of terminal alkynes, 500 
termination, 199 
Wittig, 974-975, 1191 
Reactive intermediate, 216 
Reactive intermediates, 230, 230-232 
Reagents. See also specific reagent 
alkyl halides, 292 
aromatic substitution using 
organometallic, 883-887 
for dihydroxylating alkenes, 453 
for epoxidation, 445f 
stable complexes of ethers with, 
729 
Rearrangements 
described, 328 
in El reaction, 369 
E1 vs. E2 elimination reactions, 382 
pinacol, 587 


in Syl reactions, 328 
Syl vs. Sy2 reactions, 328-329 
Recycling of plastics, 1364-1365 
Red tide, 1076 
Reducing sugars, 1246 
Reductions 
of alcohols, 557 
of carbonyl group, 528-529 
of carboxylic acid derivatives, 
1136-1139 
of carboxylic acids, 1088-1089 
Clemmensen, 980-981 
of ketones and aldehydes, 
972-977 
of monosaccharides, 1232 
nitro compounds, 1045-1046 
reactions, 557 
Reductive amination, 1037-1039 
Reference beam, 615, 805 
Reference cell, 805 
Refrigerants and foaming agents, 
296 
Regiochemistry, 406 
Regioselective, 419 
Relative configuration, 287 
Relaxation times, 712, 713 
Residue, 1283 
Resins, epoxy, 759-760 
Resolution 
described, 283 
of enantiomers, 282-285 
Resolving agents, 283 
Resonance, 50-54 
delocalization, 122, 782 
effects on acidity, basicity, 
120-121 
hybrids, 70-72 
lowering of carbonyl frequencies, 
628 
major and minor contributors, 52-53 
stabilization, 323-324 
stabilized cations, 647-648 
and stabilizing carbanions, 234 
Resonance-donating, 876 
Resonance energies, 823 
Resonance energy, 363, 773 
Resonance forms, 50, 51, 52, 54-56 
Resonance stabilization, 239, 876, 
1120, 1154 
Resonance-stabilized, 50 
Resonance structures, 50 
Resorcinol, 516 
Respiratory distress syndrome 
(RDS), 1335 
Retention of configuration, 326 
Retrosynthetic analysis, 458 
Rhodium, 438 
Rhodopsin, 350 
Ribofuranoside, 1248 
Ribonuclease, 1309 
Ribonucleic acids (RNA), 1267 
Ribonucleosides, 1268-1269 
Ribonucleotides, 1269 
Ribose, 176 
Riboside, 1248 
L-Ribulose, 1236 
Rice, 1288 
Rigidity of double bonds, 80 
Ring-closing metathesis, 457-458 
Ring current, 671 
Ring-flips, 185, 267 
Ring-opening metathesis 
polymerization, 456-457 


Ring-opening with ethylene oxide, 
533-534 

Ring strain, 176 

RNA (ribonucleic acid), 593 
phosphate esters in, 593 
sugar components of, 176 
structure of, 1270-1273 
viruses, 1273 

Robinson annulations, 1217, 1220 

Rocket fuel, 965 

Rollerblades, 1157 

Rose hips, 38 

Rotating bonds, 80 

Rotation 
of plane-polarized light, 256-257 
of polarized light, 256 

Rotational isomers, 169 

Roundup, 1288 

Royal purple, 865 

Rubber, natural and synthetic, 

1348-1349 

Rubbing alcohol, 510 

Ruff degradation, 1253, 1254 

Ruff, Otto, 1253 

Ruhemann’s purple, 1298 

Ruthenium, 437-439 

Ruthenium phosphine catalyst, 456 


S 
Saccharic acid, 1246 
S-Adenosylmethionine (SAM), 745 
Salicin, 1250 
Salicylic acid, 912, 1061, 1131 
Salt of a carboxylic acid, 1068 
Salts 
of amines, 1009-1011 
ammonium, 1009 
of carboxylic acids, 1068-1070 
of fatty acid, 1132 
Sample beam, 805 
Sandmeyer reaction, 1033 
Sandmeyer, Traugott, 1033 
Sanger method, 1307 
Sanger, Frederick, 1308 
Saponification, 1131-1133, 
1331-1334 
Saran, 1358 
Saturated, 147 
Saturated alkenes, 344-345 
Saturated fat, 1329 
Saturated hydrocarbons, 147 
Saturn’s moon Titan, 146 
Saturn’s rings, 802f 
Sawhorse structures, 164, 165 
Saytzeff, 371 
Schiff base, 962, 963 
Schrock, Richard R., 456 
s-Cis conformations, 777, 791, 792 
Scrapie, 1318-1319 
Scurvy, 38f 
Secondary alcohol, 511, 512, 530, 
558-561 
Secondary amides, 1110 
Secondary amines, 999, 1004, 1008, 
1038, 1041, 1178 
Secondary (carbon bonds), 152 
Secondary halides, 317 
Secondary overlap, 793 
Secondary structure of proteins, 
1315-1316, 1318f 
Selectivity in halogenation, 
218-224 
Semicarbazide, 965 


Semicarbazones, 965 
Serine, 1284, 1288 
Serotonin, 1028 
Sesquiterpenes, 1341 
Sevin, 1156 
Sevoflurane, 295 
Sharpless epoxidation, 749-750 
Sharpless, K. Barry, 749 
Shell Oil, 162 
Shielded, 664-666 
Siamyl, 497 
Side-chain reactions of benzene 
derivatives, 908-911 
Sigma bond, 65 
alkenes, 343-344 
in ethylene, 802 
overlap, 65-67 
Sigma complex, 865, 866, 867, 
870-871, 880, 887, 914 
Silver bromide, 913 
Silver mirror, 1247 
Silver nitrate, 372 
Silver oxide, 1250-1251 
Silyl ethers, 743, 745-747 
Simmons-Smith reagent, 439 
Simple lipids, 1326, 1336 
Simple proteins, 1314 
Simple sugars, 1233 
Single bonds, 46 
Situs inversus, 245 
Skeletal structures, 60 
Skew conformation, 165 
Skin cancer, 800 
Skunk scent, 546 
Sleep-wake cycle, 1022 
Sy reactions 
compared with Sy? reactions, 
331, 337 
described, 320 
hydride shift in, 328, 330 
methyl shift in, 329 
racemization in, 327 
rearrangements in, 328-330 
solvent effects on, 324 
stereochemistry of, 326-327 
unimolecular nucleophilic substi- 
tution, 320-321, 323, 325 
Sy2 mechanism, 307 
Sy2 reactions, 306-308 
of alkyl halides, 309t 
compared with Sy reactions, 
330-334 
displacement reactions of allylic 
halides and tosylates, 787 
effect of substituents on, 317t 
factors affecting, 310-315 
generality of, 308-309 
inversion of configuration in, 319 
reactivity of substrate, 315-318 
stereochemistry of, 318-319 
of tosylate esters, 570 
Soap, 1069, 1132, 1331-1334 
Sodamide, 483 
Sodium, 525 
Sodium acetate, 49, 1068 
Sodium acetylide, 300, 484, 526 
Sodium alkoxide, 594 
Sodium amide, 114, 116, 483, 526, 
897 
Sodium azide, 1043 
Sodium benzoate, 1133 
Sodium borohydride, 539, 540, 979, 
1136, 1245 


Sodium butynide, 483 
Sodium chloride, 104 
Sodium cyanoborohydride, 1038 
Sodium dichromate, 560, 561 
Sodium dodexyl sulfate, 1334 
Sodium ethanethiolate, 744 
Sodium ethoxide, 522, 595, 1199 
Sodium formate, 1143 
Sodium hydride, 594 
Sodium hydrosulfide, 546 
Sodium hydroxide, 235, 748, 895, 
897, 899, 912, 1068, 1176, 
1331 
Sodium hypochlorite, 450, 559, 560, 
562, 746, 978, 1076 
Sodium lauryl sulfate, 1334 
Sodium metal, 594 
Sodium methoxide, 308, 1024, 1201 
Sodium nitrite, 1030 
Sodium phenoxide, 523, 897 
Sodium propionate, 1132 
Sodium propoxide, 737 
Sodium propynide, 114, 116 
Sodium stearate, 1331 
Sodium tert-butoxide, 737 
Sodium tetraphenylborate, 904 
Sodium triacetoxyborohydride, 956, 
979 
Soldier beetles, 477 
Solid-phase method, 1309 
Solid-phase peptide synthesis, 
1312-1314 
Solubilities, 106 
of alcohols in water, 518t 
of carboxylic acid derivatives, 
1109, 1111 
carboxylic acids, 1063 
polarity effects on, 103, 105 
properties of alcohols, 516-517 
Solution-phase methods, 1309 
Solvents, 325 
acidity & basicity limitations in 
common, 117t 
alkyl halides, 295 
EI vs. E2 elimination reactions, 382 
effects on acidity, basicity, 115 
effects on nucleophilicity, 312-313 
effects on Syl reactions, 324 
esters, amides, & nitriles used in 
organic reactions, 1111t 
Sn vs. Sn2 reactions, 331 
Solvolysis, 320, 367 
Soot, 846 
Sorbitol, 1245, 1264 
Soybeans, 1339 
sp~ hybrid orbitals, 70-72 
sp® hybrid orbitals, 72-73 
Spanish fly, 1143 
Spearmint oil, 262 
Spectrometers 
ultraviolet, 803f 
UV-visible, 802 
Spectrometry, mass. See Mass 
spectrometry 
Spectroscopy 
of amines, 1011-1015 
of aromatic compounds, 852-854 
of carboxylic acid derivatives, 
1111-1116 
of carboxylic acids, 1072-1076 
comparison of wavelengths used 
in, 802t 
described, 638 


of ethers, 734-736 
information provided by each 
time, 713t, 714 
infrared. See Infrared (IR) spec- 
troscopy 
of ketones and aldehydes, 
934-944 
NMR. See Nuclear magnetic reso- 
nance (NMR) spectroscopy 
ultraviolet absorption, 802-808 
Spermaceti, 1102, 1146, 1327 
sp hybrid orbitals, 69-70 
Spider webs, 1283 
Spin-spin splitting 
C NMR, 706-707 
coupling constants, 685-688 
described, 679 
N+ 1 rule, 680-681 
range of magnetic coupling, 
68 1-683 
theory of, 679-680 
Spirocyclic compounds, 188 
Spironolactone, 1103 
Splitting tree, 689 
Squalene, 342, 753, 1342, 1343 
Squalene epoxidase, 753, 754 
Stabilization energy, 802 
Stabilized carbanions, 1216, 1223 
Staggered-anti conformer, 170 
Staggered conformation, 165 
Staggered conformer, 170 
Staggered-gauche conformer, 170 
Standard amino acids, 1285-1287 
Standard Gibbs free energy change, 
204 
Standing waves, 63-65 
Starch, 1232-1233, 1234 
Starches, 1264-1265 
Starch-iodide test for oxidizers, 1265 
Statins, 1337 
Stearic acid, 1059, 1329 
Step-growth polymerization, 1348 
Step-growth polymers 
introduction, 1358 
nylon, 1358-1359 
plasticizers, 1364 
polycarbonates, 1360-1361 
polyesters, 1360 
polyurethanes, 1361-1362 
Sterculic acid, 361 
Stereocenters, 249, 250, 269 
Stereochemical nonequivalence of 
protons, NMR, 691-693 
Stereochemistry, 82, 244, 351, 409 
of a-amino acids, 1284-1288 
control of polymerization, 1355 
EI vs. E2 elimination reactions, 
382 
of E2 reaction, 376-378 
of halogen addition to alkenes, 432 
of hydroboration, 427-428 
of polymers, 1354-1355 
requirements of Diels-Alder reac- 
tion transition state, 791-795 
of Syl reactions, 324-328 
Sn vs. Sn2 reactions, 331 
of Sy2 reactions, 318-320 
Stereogenic atom, 248 
Stereoisomers, 82-84, 244, 274, 
276, 280 
Stereospecific reactions, 319, 377, 
428 


Steric effect, 956 
Steric hindrance, 168n, 312-313, 
317 
Steric strain, 167-168 
Steroids, 1336 
biosynthesis of, 753 
conformations of, 178 
described, 1336-1338 
Stick figures, 60 
trans-Stilbene, 352, 901 
Stoichiometry of hydroboration, 426 
Stork, Gilbert, 1180 
Stork reaction, 1180 
s-Trans conformations, 777 
Strecker, Adolph, 1294 
Strecker synthesis, 1294 
Structural formulas, 58-59 
Structural isomers, 81, 83, 244, 276 
Strychnine, 1296 
Styrene, 349, 452-454, 688-689, 
848, 851, 900, 901, 1310, 
1347, 1349, 1351 
Substituents, 150 
activating, ortho, para-directing, 
875-878 
complex, 155 
deactivating, meta-directing, 
878-881 
directing effects of, 883 
halogen, 882-883 
Substitutions, 199, 305 
alpha, 1171-1172 
competition between substitutions 
and, 383-387 
effects, alkenes, 356-359 
effect of on rates of Sy2 reactions, 
317t 
predicting, 387 
reactions of alkenes, 406 
trans Substitutents, 172, 184 
Substrates, 215, 306, 315 
EI vs. E2 elimination reactions, 
381-382 
Syl vs. Sy2 reactions, 331-332 
Succinic acid, 783, 1144f 
Succinic anhydride, 1144f 
Succinimide, 782, 783 
Sucrose, 1249, 1261-1262 
Sugar alcohols, 1245 
Sugar hydroxy group, 1251f 
Sugar polymers, 1232 
Sugars, 970. See also carbohydrates 
amino, 1265-1266 
anomers of monosaccharides, 
1242-1244 
chain lengthening: Kiliani-Fischer 
synthesis, 1254-1256 
chain shortening, 1253-1254 
classification of carbohydrates, 
1233-1234 
cyclic structures of monosaccha- 
rides, 1238-1242 
D and L configurations of, 1235 
D family of aldoses, 1237f 
disaccharides, 1258-1261 
ether, ester formation, 1250-1253 
monosaccharides, 1234-1238 
nonreducing: formation of 
glycosides, 1248-1250 
polysaccharides, 1263-1267 
reactions of, 1256-1258 
reducing, 1246-1248 
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ribonucleosides, ribonucleotides, 


1268-1270 
Sulfa drugs, 1023, 1024 
Sulfate, 70 


Sulfate esters, 591 
Sulfides, 743-747 
Sulfonamides, formation of, 
1023-1024 
Sulfonation of benzene, 870-871 
Sulfones, 744 
Sulfonic acids, 547 
Sulfonium salts, 745 
Sulfonyl chloride, 1023-1024 
Sulfoxides, 744 
Sulfur, 1154 
in coal, 842 
in vulcanized rubber, 1356-1357 
Sulfuric acid, 107—108, 109, 451, 
865, 869, 1009 
Sulfur mustards, 746 
Sulfur trioxide, 870, 871 
Sunglasses, 257 
Sunscreen ingredient, 902 
Sunset Yellow, 810 
Superimposable, 246 
Suzuki, Akira, 899 
Suzuki coupling, 903 
Suzuki reaction, 903-905 
Sweet clover, 1146-1147 
Swern oxidation, 563 
Symmetrical ether, 726 
Symmetry-allowed, 800 
Symmetry-forbidden, 800 
Syn, 437 
Syn addition, 427 
Syn-coplanar, 376, 378 
Syn-coplanar conformation, 376 
Syndiotactic, 1355 
Syntex chemical company, 1339 
Synthesis. See also Organic synthesis 
of 1° and 2° alcohols, 539-545 
acetoacetic ester, 1210-1213 
of acid chlorides, 1089-1091, 1141 
of alcohols from alkenes, 524—525 
of aldehydes and ketones from 
acid chlorides and esters, 
951-954 
alkenes, 391-397 
of alkenes, 396-397 
of alkynes by elimination 
reactions, 488-489 
of alkynes from acetylides, 
484-488 
of amides, 1086-1087 
of amines, 1046, 1292-1293 
of amines by acylation-reduction, 
1040-1041 
of amines by reductive amination, 
1037-1039 
of amino acids, 1292-1295 
bimolecular condensation of alco- 
hols, 738-739 
of carboxylic acids, 1076-1079 
of epoxides, 747-749 
of esters, 1146 
of ethers, 739 
Gabriel, 1041-1042 
green, 1072 
of ketones and aldehydes, 945-948 
of ketones from carboxylic acids, 
949-950, 
Kiliani-Fischer, 1236, 1254-1256 
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laboratory peptide, 1308-1314 
malonic ester, 1207-1210 
multistep, 501-502 
Robinson annulation, 1217 
using B-dicarbonyl compounds, 
1205-1206 
using electrophilic aromatic sub- 
stitution, 915-919 
Williamson ether, 594 
Synthetic detergents, 1333-1334 
Synthetic dyes, 809 
Synthetic organic polymers, 1347 
Synthetic polymers, 1347-1348 
Synthetic rubber, 1357 
Systematic names, 149 


T 
Table sugar, 967 
Tartaric acid, 284 
L-(+)-Tartaric acid, 284 
meso-Tartaric acid, 278 
(R,R)-(+)-Tartaric acid, 285 
Tautomerism, 496, 1173 
Tautomers, 1173 
Taxol, 999 
Teflon, 292, 353, 354, 433-434 
Temperature 
absolute, 204n 
crystalline melting, 1363 
dependence of halogenation, 217 
dependence of rates, 213-214 
glass transition, 1363 
TEMPO (2,2,6,6-Tetramethylpiper- 
idinyl-1-oxy), 562 
Tennis racquet string, 820 
Terephthalic acid, 1062, 1071, 1072, 
1148, 1360 
Terminal acetylene, 478 
Terminal alkynes, 478, 497, 500, 
505, 526 
Terminal residue analysis, 1305 
Termination reactions, 202-203 
Termination steps, 199 
Terpenes, 753, 1340-1342 
Terpenoids, 1343 
Tertiary alcohol, 511, 512, 530, 531, 
558-559, 563 
Tertiary amides, 1104 
Tertiary amines, 999, 1004, 1008, 
1038-1039, 1041 
Tertiary (carbon bonds), 152 
Tertiary halides, 317 
Tertiary structure of proteins, 
1316-1317, 1317f 
Tesla, 663 
Testosterone, 1337, 1338 
Tetraalkylammonium salt, 1020 
Tetrabutylammonium chloride, 1000 
2,3,7,8-Tetrachlorodibenzodioxin 
(TCDD), 734 
Tetracycline, 805 
Tetraene, 348 
Tetraethylammonium iodide, 1000 
Tetraethyl lead (TEL), 159 
1,1,1,2-Tetrafluoroethane, 296 
Tetrafluoroethylene (TFE), 454 
Tetrahedral geometry, 72 
Tetrahydrofuran (THF), 424, 522, 
727, 728, 733 
Tetrahydropyran (THP), 733 
Tetralin, 909, 910 


2,3,4,6-Tetramethyl-D-glucose, 
1251 
2,4,N,N-Tetramethylhexan-3-amine, 
1001 
Tetramethylsilane (TMS), 668 
Tetramethylurea (TMU), 1155 
Tetraterpenes, 1341 
Tetrodotoxin, 38 
Theory of chemical structure, 822 
Thermodynamic control, 780 
Thermodynamic product, 780 
Thermodynamics, 203, 211 
1,3-Thiazole, 843 
Thiazolinone, 1305, 1306 
1,1,1-Tribromoethane, 679 
1,1,1-Trichloroethane, 292, 295 
Thimerosal, 1069 
Thioesters, 1154-1155, 1200 
Thiolate ion, 546 
Thiol esters, 1153 
Thiols (mercaptans), 545 547 
Thiony] chloride, 576-577, 891, 951, 
1090 
Thiophene, 842-843 
Three-dimensional molecules, 
drawing, 72 
Threo, 1236 
Threonine, 1286 
Threose, 1236 
Thrombin, 1307 
Thymines, 104, 800, 842, 1271, 1272 
Thyroid, 256 
Thyroid hormone, 293 
Thyroxine, 293 
Time domains, 617 
Tissue plasminogen activator (tPA), 
1309 
Titan, 146 
Titanium(IV) isopropoxide, 749 
Titanium tetrachloride, 1355-1356 
TMS ether, 1252 
TNT (trinitrotoluene), 592, 880 
Tollens reagent, 979 
Tollens test, 979, 1247, 1248 
Toluene, 671, 672, 848, 850, 
870-873, 908, 947, 1032, 
1071, 1072, 1297, 1298 
Toluene diisocyanate, 1157, 1362 
para-Toluenesulfonic acid (TsOH), 
591, 990 
para-Toluenesulfony! chloride 
(TsCl), 591 
o-Toluic acid, 849 
p-Toluic acid, 1061 
m-Toluidine, 897, 898 
p-Toluidine, 897, 898, 1001, 1034 
o-Toluidine, 1045 
p-Toly] isobutyrate, 590 
Torsional energy, 165, 166 
Torsional strain, 165, 173 
Toslyate esters, 570-571 
as leaving groups, 591 
Sn2 reactions of, 570t 
Tosylates 
formation of, 567-569 
Sn2 displacement reactions, 
787-788 
Tosyl chloride, 568-569, 571 
Tosyl ester (ROTs), 591 
Toxicology 
dependence on amounts and 
concentrations, 520 


mercury compounds, 420 
Trans, 172, 344 
Transesterification, 1118, 

1127-1128, 1330-1331 
Trans fats, 1330 
Transient, 703 
Transition states, 214-215, 322 
Transmissible encephalopathy in 
mink (TME), 1318 
Transmissible spongiform 
encephalopathies (TSEs), 
1319 
Transoid, 792 
Transport proteins, 1315 
Traveling waves, 63-64 
Trehalose, 1262 
Triacetoxyborohydride, 1038 
Triacyglycerols, 1327 
Trialkylborane, 426 
Trialkyl borate ester, 428 
Tribromomethane, 235 
2,4,6-Tribromoaniline, 1016 
2,4,6-Tribromoanisole, 877 
Trichloroacetaldehyde, 959 
Trichloroacetic acid, 119, 1067 
2,4,5-Trichlorophenoxyacetic acid 
(Agent Orange), 734 
1,2,2-Trichloropropane, 704, 705 
cis-Tricos-9-ene, 343 
Triethanolamine, 755 
Triethyl aluminum, 1356 
Triethylamine, 375, 747, 1005 
Triethylammonium hydrogen sulfate, 
1009 
Triethylbenzenes, 890 
Trifluoroacetic anhydride, 1107 
Trifluoroacetic propionic anhydride, 
1107 
Triglycerides, 1128, 1326, 1327, 
1327-1330 
Trigonal geometry, 70, 71 
Trihalomethyl ketone, 1182 
Triisopropylsilyl (TIPS), 746-747 
Trimethylamine, 101, 1002, 1005 
Trimethylamine oxide, 1003 
(R)-1,2,2-Trimethylaziridine, 1003 
(S)-1,2,2-Trimethylaziridine, 1003 
1,3,5-Trimethylbenzene, 849 
1,3,5-Trinitrobenzene, 849 
1,1,3-Trimethylbutyl group, 172 
1,1,3-Trimethylcyclopentane, 172 
2,2,4-Trimethylpentane, 159 
Trimethy! phosphate, 593 
Trimethylphosphine, 975 
Trimethylsulfonium iodide, 745 
Trimyristin, 1328 
Trinitrotoluene (TNT), 890 
Triolein, 1329 
Trioxane, 937, 938 
Triphenylmethanol, 512 
Triphenylmethyl cation, 232 
Triphenylmethy] fluoroborate, 911 
Triphenylphosphine (PPh3), 974, 
975, 1146 
Triple bonds, 59, 60t, 76, 697f 
Tristearin, 1327, 1329 
Triterpene, 1341 
Tri-tert-butoxyaluminum hydride, 
1137 
Trivial names, 149 
Tropylium ion, 836 
Trypsin, 1307, 1325 
Tryptophan, 811t, 1286 


L-Tryptophan, 848, 999 
Tuberculosis, 439 

Tungsten catalysts, 456 

Turpentine, 104, 343, 1326 

Twist boat conformations, 187, 188 
Twist boat conformer, 187 

Tyrian purple dye, 809f, 809 
Tyrosine, 438, 811t 

Tyrosine phenylthiohydantoin, 1306 


U 

Ubiquinone, 913 

Ultrasiiss, 873 

Ultraviolet absorption maxima of 
some molecules, 806f 

Ultraviolet absorption spectroscopy, 

802-807 

Ultraviolet Imaging Spectrograph, 
802f 

Itraviolet light 

and electronic transitions, 
802-804 

obtaining spectrum, 805 

and skin cancer, 800 

Ultraviolet spectra 

of benzene & derivatives, 854t 

of ketones and aldehydes, 
943-944 

Itraviolet spectrometer, 805f 

Itraviolet (UV) spectroscopy, 802 

of aromatic compounds, 
852-853 

of carboxylic acids, 1074 

UMP (uridylic acid), 1270 

cis-Undec-8-ene-2,5-dione, 1195 

Undecylenic acid, 1071 

U 


e 


ee 


nimolecular substitutions vs. 
eliminations, 384-385 

nsaturated alkenes, 345 

nsymmetrical ether, 726 

nsymmetrical reagents, Diels- 
Alder reaction using, 
795-197 

pfield, 666 

racil, 1268 

reas, 38, 1155 

rethanes, 1156, 1361 

ridine, 1269 

ridine monophosphate, 1270 

V absorptions of common ring 
systems in biomolecules, 
81it 

V lasers, 640 

V-visible analysis in biology, 
medicine, 810-811 

V-visible spectra, 806-807 

V-visible spectrometers, 802 


Cees 


aslapetefarare| 


V 


Vaccination and microbial 
fermentation, 285 

Vaccines, 1309 

Valence electrons, 42, 45 

Valence-shell electron-pair repulsion 
theory (VSEPR theory), 69 

Valerates, 1350 

Valeric acid, 1069 

Valine, 1284 

van der Waal forces, 99 

van der Waal radius, 98 

Vanillin, 945 


Vegetable oils 

double bonds in, 437 

from esters, 1102-1103 
Vegetable shortening, 1330 
Vibrations 

IR-active and IR-inactive, 

614-615 

molecular, 612-614 
Vicinal dihalide, 488 
Vicinal diol, 515 
Vicinal halides, 294 
Vinegaroon (whip-tail scorpion), 1077 
Vinegar, 107, 1070 
Vinyl alcohol, 495 
Vinyl amines, 1178 
Vinylbenzene, 349, 848 
Vinylborane, 497, 498 
Vinyl chloride, 292, 352-353, 354, 

527, 1347, 1348, 1358 

Vinyl group, 348 
Vinyl halides, 292, 323, 488, 903 
3-Vinyl-1,5-hexadiene, 348 
3-Vinylhexa-1,5-diene, 348 
Vinylidene chloride, 1358 
Vinyllithium, 527, 536 
Vinyl protons, 670-672 
Vitalism, 37, 38 
Vitamin A, 103 
Vitamin B3, 567 


Vitamin Be, 999 

Vitamin Bj, 233, 808 

Vitamin C, 38, 93, 124, 1147 

Vitamin D, 103 

Vitamin E, 230 

Vitamins, water solubility of, 103 

Volatile organic compounds (VOCs), 
159 

Vulcanization, 1356, 1357 

Vulcanized rubber, 1347 


Ww 
Walden inversion, 319 
Walden, Paul, 319 
Wallach, Otto, 1340, 1341 
Wallach transformation, 1341 
Warfarin, 1145 
Water, 97 
acid-catalyzed opening of 
epoxides, 751 
and alcohols, 511 
hard, 1333 
hydrogen bonding of ketone 
with, 133f 
and oil, 105 
Watson, James D., 1273 
Waveforms, 63-64 
Wave function, 64 


Wavelength, 610-611 

Wavenumber, 611-612 

Wave properties of electrons in 
orbitals, 63-64 

Waxes, 1326 

Whale oil, 1326 

Wheat paste, 759 

Whip-tail scorpion, 1077 

Wilkinson’s catalyst, 437 

Williamson, Alexander William, 736 

Williamson ether synthesis, 594, 
736, 912 

Willow bark, 1250 

Willstitter, Richard, 824 

Wine sediments, 284 

Wittig, Georg, 974 

Wittig reaction, 974-977, 1191 

Wittig rearrangement, 974 

Wohl degradation, 1255 

Wohler, Friedrich, 38 

Wood alcohol, 518-519 

Wood, and cellulose, 1233 

Woodman-Hoffman rules, 799 

Woodward, Robert B., 798, 799 


x 


X-ray crystallographer, 1273 
X-ray crystallography, 281, 1355 
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X-rays, 611 
L-Xylose, 1236 
m-Xylene, 849, 906 
o-Xylene, 675, 884 
p-Xylene, 870 


Y 
Yeasts, 519, 1262 
Ylide, 974, 975 


Z 

Zaitsev orientation, 371 

Zaitsev product, 375, 382, 1025 

Zaytsev, Aleksander Mikhaylovich, 
372 

Zaitsev’s rule, 358, 371-372, 374, 
375, 382 

Zeaxanthin, 809f 

Zeolite crystals, 1084 

Ziegler, Karl, 1355 

Ziegler-Natta catalysts, 1355-1356 

Zigzag structure, 169 

Zinc-copper couple, 439 

Zingiberene, 1342 

Z isomer, 350 

Zusammen, 350 

Zwitterion, 1288, 1289 

Zylon, 820 
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Common Organic Compounds and Functional Groups 


Class of Compound General Structure Functional Group Example 
alkanes R—H none ee cage 
utane 
alkyl halides R—X X= KCl, Br orl CH;CH,CH,Cl 
1-chloropropane 
alkenes R—CH=CH—R’ carbon-carbon double bond eee 
but-1-ene 
= p : CH;—C=C—CH 
R—C=>C— — 3 3 
alkynes C=C—R carbon-carbon triple bond ere 
H H 
aromatic compounds € \ benzene ring, also drawn C) H H 
H H 
benzene 
ns CH;CH,— OH 
alcohols R—OH hydroxy group cael 
phenols Ar—OH hydroxy group on an aromatic ring € \-on 
phenol 
i = CH;—SH 
thiols R—SH sulfhydryl group sacieadenicl 
—o— CH;CH,— O—CH,CH, 
ethers R—O—R oxygen between two alkyl groups disthy/! ether 
: _ oe CH;—S —CH; 
thioethers R—S—R sulfur between two alkyl groups diinethyl saltids 
O 
O, 
epoxides ~N / \ a= ether in a 3-membered ring 
gn, 
1,2-epoxycyclohexane 
O O 
ketones r—ll = carbonyl group CH,;—C—CH, 
acetone 
O O 
aldehydes «tl 4 carbonyl! group eee 
propanal 
O 
a O | 
carboxylic acids | carboxyl group CH;— C— OH 
R—C— OH acetic acid 
1 
esters a carboalkoxy group CH,—C—O—CH,CH, 
ethyl acetate 
i 
amides R—C—NH, carboxamide group H—C—N(CH;), 
N,N-dimethylformamide 
: = : CH;,CH,—NH, 
amines R—NH, amino group cigiathine 
nitriles R—C=N cyano group CH;CH,— CN 
propionitrile 
nitroalkanes R—NO, nitro group eS 


nitroethane 


Common Groups in Organic Chemistry 


Common Reagents and Solvents 


. Abbreviation Structure 
Organic Groups 
Abbreviation Meaning Structure 1 
O Ac,O0 acetic anhydride CH,—C—O—C—CH, 
I 
Ac acetyl CH, —C—R 
DCC dicyclohexylcarbodiimide N=C=N 
allyl H,C=CH—CH,—R 
Ar aryl group unspecified aromatic DIBAL-H diisobutylaluminum hydride [(CH3),CHCH;],AIH 
O DME, “glyme” 1,2-dimethoxyethane CH,— O— CH,CH, —O— CH, 
I : 
Boc tert-butyloxycarbony] (CH;);C -O—C—R diglyme bis(2-methoxyethyl) ether (CH;—O—CH,CH,),0 
Bn benzyl Ph—CH,—R Aco OAc 
\ /OAc 
Bu butyl (n-butyl) CH;—CH,—CH,— CH, —R Ic 
Bu isobutyl (CH,);CH—CH,—R DMP Dess—Martin periodinane O 
s-Bu sec-butyl CH;— CH,;—CH—R ie) 
| i) 
CH, ll on 
DMF dimethyl fe id H—C—N 
+Bu tert-butyl (CH,);C—R eee eee 5 (CH5)a 
ce} I 
l| DMSO dimethyl] sulfoxide CH,—S—CH, 
Bz benzoyl Ph—C—R 
EtOH ethanol CH;CH,OH 
EtO™ ethoxide ion CH;CH,—O- 
Cbz (or Z) benzyloxycarbonyl Ph—CH, —O—C—R 
Et ethyl CH,—CH,—R Et,0 diethyl ether CH;CH,— O—CH,CH, 
LAH lithium aluminum hydride LiAlH, 
c-Hx cyclohexyl R 
LDA lithium diisopropylamide [(CH3),CH],N~ Lit 
OR t 
mCPBA meta-chloroperoxybenzoic acid Cc—0—0—H 
Fmoc 9-fluorenylmethoxycarbony] 
cl 
MeOH thanol CH;OH 
Me methyl CH,;—R ° aoe 3 
MeO~ methoxide ion CH;—O- 
Ph phenyl € \« O 
Pr propyl CH,—CH,—CH,—R MVK methyl! vinyl ketone CH,—C—CH=CH, 
0 
i-Pr isopropyl (CH;),>CH—R 
: N—Br 
i alkyl group unspecified NBS N-bromosuccinimide 
Sia secondary isoamy] (CH3),;CH—CH—R O 
bee PCC pyridinium chlorochromate pyr - CrO, - HCl 
a 
THP tetrahydropyrany] Py or Pyr pyridine N: 
om R — 
TIPS triisopropylsilyl (-Pr),Si—R t-BuOH tertiary butyl alcohol (CH3);C— OH 
O t-BuOK potassium fertiary butoxide (CH;);C —O Kt 
I 
Ts para-toluenesulfonyl, “tosyl” on{ ie 
ie) TEMPO 2,2,6,6-tetramethylpiperidiny]-1-oxy ae 
vinyl AY yu 
C=C 
H“  —\R 
Not all of these abbreviations are used in this text, but they are provided for THE tetrahydrofuran l SN 
reference. O 
TMS tetramethylsilane (CH3)4Si 


Typical Values of Proton NMR Chemical Shifts Summary of Functional Group Nomenclature 


Type of Proton Approximate 5 Name as Name as 
Functional Group Main Group Substituent 
(—CH,) methyl 0.9 
alkane | (—CH,—) methylene 1.3 Main groups in order of decreasing priority 
(—CH—) methine 1.4 
| carboxylic acids -oic acid carboxy 
t esters -oate alkoxycarbonyl 
=C—CH, methyl ketone 2A amides -amide amido 
2s acetylenic 25 nitriles -nitrile cyano 
R—CH,—X (X = halogen, —O—) 3-4 aldehydes ial formyl 
\ / 
Pr vinyl 5-6 ketones -one oxo 
H alcohols -ol hydroxy 
‘ca’ allylic 1.7 amines -amine amino 
/ \ 
CH; fee -ene alkenyl 
Ph—H aromatic 72, alkynes ~yne alkynyl 
Ph—CH;, benzylic 23 alkanes -ane alkyl 
R—CHO aldehyde 9-10 ethers alkoxy 
R—COOH acid 10-12 halides halo 
R—OH alcohol variable, about 2-5 
Ar—OH phenol variable, about 4—7 
R—NH, amine variable, about 1.5—4 
These values are approximate, because all chemical shifts are affected by 
neighboring substituents. The numbers given here assume that alkyl groups 
are the only other substituents present. A more complete table of chemical 
shifts appears in Appendix 1. 
Typical Values of IR Stretching Frequencies 
Frequency (cm-') Functional Group Comments 
3300 [ alcohol O—H always broad 
amine, amide N—H may be broad, sharp, or broad with spikes 
| alkyne =C—H always sharp, usually strong 
= | 
3000 alkane =SC an just below 3000 cm™! 
| 
pH 
alkene =CL just above 3000 cm™! 
| acid O—H very broad 2500-3500 cm! 
2200 [ alkyne —C=C— just below 2200 cm™! 
| nitrile —C=N__just above 2200 cm”! 
fs Ps ketones, acids about 1710 cm7! 
ie eee ) carbonyl Pe aldehydes about 1725 cm! 
” 8 esters higher, about 1735 cm“! 
amides lower, about 1650 cm! 
L conjugation lowers frequency 
1660 alkene oe =co conjugation lowers frequency 
aromatic C=C about 1600 cm™! 
Ras “N Za 
imine UCN stronger than C=C 
4 SS 
amide C=0 stronger than C=C (see above) 


Ethers, esters, and alcohols also show C—O stretching between 1000 and 1200 cm™!. 


More complete tables of IR frequencies appear in Appendices 2A and 2B. 
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Renegade: 
Adjective 
‘Having rejected tradition: Unconventional.’ 


Merriam-Webster Dictionary 


Acquiescence to tyranny is the death of the spirit 


You may be 38 years old, as I happen to be. And one day, 
some great opportunity stands before you and calls you to 
stand up for some great principle, some great issue, some 
great cause. And you refuse to do it because you are afraid 
... You refuse to do it because you want to live longer ... 
You're afraid that you will lose your job, or you are afraid 
that you will be criticised or that you will lose your 
popularity, or you're afraid that somebody will stab you, or 
shoot at you or bomb your house; so you refuse to take the 
stand. 


Well, you may go on and live until you are 90, but you’re just 
as dead at 38 as you would be at 90. And the cessation of 
breathing in your life is but the belated announcement of an 
earlier death of the spirit. 


Martin Luther King 


How the few control the many and always have — the many do 
whatever they're told 


‘Forward, the Light Brigade!’ 
Was there a man dismayed? 
Not though the soldier knew 
Someone had blundered. 
Theirs not to make reply, 
Theirs not to reason why, 
Theirs but to do and die. 
Into the valley of Death 
Rode the six hundred. 


Cannon to right of them, 
Cannon to left of them, 
Cannon in front of them 
Volleyed and thundered; 
Stormed at with shot and shell, 
Boldly they rode and well, 
Into the jaws of Death, 
Into the mouth of hell 
Rode the six hundred 


Alfred Lord Tennyson (1809-1892) 


The mist is lifting slowly 
I can see the way ahead 
And I’ve left behind the empty streets 
That once inspired my life 
And the strength of the emotion 
Is like thunder in the air 
‘Cos the promise that we made each other 
Haunts me to the end 


The secret of your beauty 
And the mystery of your soul 
I’ve been searching for in everyone I meet 
And the times I’ve been mistaken 
It’s impossible to say 
And the grass is growing 
Underneath our feet 


The words that I remember 
From my childhood still are true 
That there’s none so blind 
As those who will not see 
And to those who lack the courage 
And say it’s dangerous to try 
Well they just don’t know 
That love eternal will not be denied 


I know you're out there somewhere 
Somewhere, somewhere 
I know you're out there somewhere 


Somewhere you can hear my voice 
I know I'll find you somehow 
Somehow, somehow 
I know I'll find you somehow 
And somehow I'll return again to you 


The Moody Blues 


Are you a gutless wonder - or a Renegade Mind? 


Monuments put from pen to paper, 
Turns me into a gutless wonder, 
And if you tolerate this, 

Then your children will be next. 
Gravity keeps my head down, 
Or is it maybe shame ... 


Manic Street Preachers 


Rise like lions after slumber 

In unvanquishable number. 
Shake your chains to earth like dew 
Which in sleep have fallen on you. 

Ye are many — they are few. 


Percy Shelley 
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CHAPTER ONE 
fm thinking’ — Oh, but are you? 


Think for yourself and let others enjoy the privilege of doing so too 
Voltaire 


rench-born philosopher, mathematician and scientist René 
Descartes became famous for his statement in Latin in the 17th 
century which translates into English as: ‘I think, therefore I am.’ 


On the face of it that is true. Thought reflects perception and 
perception leads to both behaviour and self-identity. In that sense 
‘we’ are what we think. But who or what is doing the thinking and is 
thinking the only route to perception? Clearly, as we shall see, ‘we’ 
are not always the source of ‘our’ perception, indeed with regard to 
humanity as a whole this is rarely the case; and thinking is far from 
the only means of perception. Thought is the village idiot compared 
with other expressions of consciousness that we all have the 
potential to access and tap into. This has to be true when we are 
those other expressions of consciousness which are infinite in nature. 
We have forgotten this, or, more to the point, been manipulated to 
forget. 

These are not just the esoteric musings of the navel. The whole 
foundation of human control and oppression is control of 
perception. Once perception is hijacked then so is behaviour which 
is dictated by perception. Collective perception becomes collective 
behaviour and collective behaviour is what we call human society. 
Perception is all and those behind human control know that which is 


why perception is the target 24/7 of the psychopathic manipulators 
that I call the Global Cult. They know that if they dictate perception 
they will dictate behaviour and collectively dictate the nature of 
human society. They are further aware that perception is formed 
from information received and if they control the circulation of 
information they will to a vast extent direct human behaviour. 
Censorship of information and opinion has become globally Nazi- 
like in recent years and never more blatantly than since the illusory 
‘virus pandemic’ was triggered out of China in 2019 and across the 
world in 2020. Why have billions submitted to house arrest and 
accepted fascistic societies in a way they would have never believed 
possible? Those controlling the information spewing from 
government, mainstream media and Silicon Valley (all controlled by 
the same Global Cult networks) told them they were in danger from 
a ‘deadly virus’ and only by submitting to house arrest and 
conceding their most basic of freedoms could they and their families 
be protected. This monumental and provable lie became the 
perception of the billions and therefore the behaviour of the billions. In 
those few words you have the whole structure and modus operandi 
of human control. Fear is a perception — False Emotion Appearing 
Real — and fear is the currency of control. In short ... get them by the 
balls (or give them the impression that you have) and their hearts 
and minds will follow. Nothing grips the dangly bits and freezes the 
rear-end more comprehensively than fear. 


World number 1 

There are two ‘worlds’ in what appears to be one ‘world’ and the 
prime difference between them is knowledge. First we have the mass 
of human society in which the population is maintained in coldly- 
calculated ignorance through control of information and the 
‘education’ (indoctrination) system. That’s all you really need to 
control to enslave billions in a perceptual delusion in which what are 
perceived to be their thoughts and opinions are ever-repeated 
mantras that the system has been downloading all their lives 
through ‘education’, media, science, medicine, politics and academia 


in which the personnel and advocates are themselves 
overwhelmingly the perceptual products of the same repetition. 
Teachers and academics in general are processed by the same 
programming machine as everyone else, but unlike the great 
majority they never leave the ‘education’ program. It gripped them 
as students and continues to grip them as programmers of 
subsequent generations of students. The programmed become the 
programmers — the programmed programmers. The same can 
largely be said for scientists, doctors and politicians and not least 
because as the American writer Upton Sinclair said: ‘It is difficult to 
get a man to understand something when his salary depends upon 
his not understanding it.’ If your career and income depend on 
thinking the way the system demands then you will — bar a few free- 
minded exceptions — concede your mind to the Perceptual 
Mainframe that I call the Postage Stamp Consensus. This is a tiny 
band of perceived knowledge and possibility ‘taught’ (downloaded) 
in the schools and universities, pounded out by the mainstream 
media and on which all government policy is founded. Try thinking, 
and especially speaking and acting, outside of the ‘box’ of consensus 
and see what that does for your career in the Mainstream Everything 
which bullies, harasses, intimidates and ridicules the population into 
compliance. Here we have the simple structure which enslaves most 
of humanity in a perceptual prison cell for an entire lifetime and I'll 
go deeper into this process shortly. Most of what humanity is taught 
as fact is nothing more than programmed belief. American science 
fiction author Frank Herbert was right when he said: ‘Belief can be 
manipulated. Only knowledge is dangerous.’ In the ‘Covid’ age 
belief is promoted and knowledge is censored. It was always so, but 
never to the extreme of today. 


World number 2 

A ‘number 2’ is slang for ‘doing a poo’ and how appropriate that is 
when this other ‘world’ is doing just that on humanity every minute 
of every day. World number 2 is a global network of secret societies 
and semi-secret groups dictating the direction of society via 


governments, corporations and authorities of every kind. I have 
spent more than 30 years uncovering and exposing this network that 
I call the Global Cult and knowing its agenda is what has made my 
books so accurate in predicting current and past events. Secret 
societies are secret for a reason. They want to keep their hoarded 
knowledge to themselves and their chosen initiates and to hide it 
from the population which they seek through ignorance to control 
and subdue. The whole foundation of the division between World 1 
and World 2 is knowledge. What number 1 knows number 2 must not. 
Knowledge they have worked so hard to keep secret includes (a) the 
agenda to enslave humanity in a centrally-controlled global 
dictatorship, and (b) the nature of reality and life itself. The latter (b) 
must be suppressed to allow the former (a) to prevail as I shall be 
explaining. The way the Cult manipulates and interacts with the 
population can be likened to a spider’s web. The ‘spider’ sits at the 
centre in the shadows and imposes its will through the web with 
each strand represented in World number 2 by a secret society, 
satanic or semi-secret group, and in World number 1 — the world of 
the seen — by governments, agencies of government, law 
enforcement, corporations, the banking system, media 
conglomerates and Silicon Valley (Fig 1 overleaf). The spider and the 
web connect and coordinate all these organisations to pursue the 
same global outcome while the population sees them as individual 
entities working randomly and independently. At the level of the 
web governments are the banking system are the corporations are the 
media are Silicon Valley are the World Health Organization working 
from their inner cores as one unit. Apparently unconnected 
countries, corporations, institutions, organisations and people are on 
the same team pursuing the same global outcome. Strands in the web 
immediately around the spider are the most secretive and exclusive 
secret societies and their membership is emphatically restricted to 
the Cult inner-circle emerging through the generations from 
particular bloodlines for reasons I will come to. At the core of the 
core you would get them in a single room. That’s how many people 
are dictating the direction of human society and its transformation 


through the ‘Covid’ hoax and other means. As the web expands out 
from the spider we meet the secret societies that many people will be 
aware of — the Freemasons, Knights Templar, Knights of Malta, Opus 
Dei, the inner sanctum of the Jesuit Order, and such like. Note how 
many are connected to the Church of Rome and there is a reason for 
that. The Roman Church was established as a revamp, a rebranding, 
of the relocated ‘Church’ of Babylon and the Cult imposing global 
tyranny today can be tracked back to Babylon and Sumer in what is 
now Iraq. 


Figure 1: The global web through which the few control the many. (Image Neil Hague.) 


Inner levels of the web operate in the unseen away from the public 
eye and then we have what I call the cusp organisations located at 
the point where the hidden meets the seen. They include a series of 
satellite organisations answering to a secret society founded in 
London in the late 19th century called the Round Table and among 
them are the Royal Institute of International Affairs (UK, founded in 
1920); Council on Foreign Relations (US, 1921); Bilderberg Group 
(worldwide, 1954); Trilateral Commission (US/worldwide, 1972); and 
the Club of Rome (worldwide, 1968) which was created to exploit 
environmental concerns to justify the centralisation of global power 
to ‘save the planet’. The Club of Rome instigated with others the 
human-caused climate change hoax which has led to all the ‘green 


new deals’ demanding that very centralisation of control. Cusp 
organisations, which include endless ‘think tanks’ all over the world, 
are designed to coordinate a single global policy between political 
and business leaders, intelligence personnel, media organisations 
and anyone who can influence the direction of policy in their own 
sphere of operation. Major players and regular attenders will know 
what is happening — or some of it — while others come and go and 
are kept overwhelmingly in the dark about the big picture. I refer to 
these cusp groupings as semi-secret in that they can be publicly 
identified, but what goes on at the inner-core is kept very much ‘in 
house’ even from most of their members and participants through a 
fiercely-imposed system of compartmentalisation. Only let them 
know what they need to know to serve your interests and no more. 
The structure of secret societies serves as a perfect example of this 
principle. Most Freemasons never get higher than the bottom three 
levels of ‘degree’ (degree of knowledge) when there are 33 official 
degrees of the Scottish Rite. Initiates only qualify for the next higher 
‘compartment’ or degree if those at that level choose to allow them. 
Knowledge can be carefully assigned only to those considered ‘safe’. 
I went to my local Freemason’s lodge a few years ago when they 
were having an ‘open day’ to show how cuddly they were and when 
I chatted to some of them I was astonished at how little the rank and 
file knew even about the most ubiquitous symbols they use. The 
mushroom technique — keep them in the dark and feed them bullshit 
— applies to most people in the web as well as the population as a 
whole. Sub-divisions of the web mirror in theme and structure 
transnational corporations which have a headquarters somewhere in 
the world dictating to all their subsidiaries in different countries. 
Subsidiaries operate in their methodology and branding to the same 
centrally-dictated plan and policy in pursuit of particular ends. The 
Cult web functions in the same way. Each country has its own web 
as a subsidiary of the global one. They consist of networks of secret 
societies, semi-secret groups and bloodline families and their job is 
to impose the will of the spider and the global web in their particular 
country. Subsidiary networks control and manipulate the national 
political system, finance, corporations, media, medicine, etc. to 


ensure that they follow the globally-dictated Cult agenda. These 
networks were the means through which the ‘Covid’ hoax could be 
played out with almost every country responding in the same way. 


The ‘Yessir pyramid 

Compartmentalisation is the key to understanding how a tiny few 
can dictate the lives of billions when combined with a top-down 
sequence of imposition and acquiescence. The inner core of the Cult 
sits at the peak of the pyramidal hierarchy of human society (Fig 2 
overleaf). It imposes its will — its agenda for the world — on the level 
immediately below which acquiesces to that imposition. This level 
then imposes the Cult will on the level below them which acquiesces 
and imposes on the next level. Very quickly we meet levels in the 
hierarchy that have no idea there even is a Cult, but the sequence of 
imposition and acquiescence continues down the pyramid in just the 
same way. ‘I don’t know why we are doing this but the order came 
from “on-high” and so we better just do it.” Alfred Lord Tennyson 
said of the cannon fodder levels in his poem The Charge of the Light 
Brigade: ‘Theirs not to reason why; theirs but to do and die.’ The next 
line says that ‘into the valley of death rode the six hundred’ and they 
died because they obeyed without question what their perceived 
‘superiors’ told them to do. In the same way the population 
capitulated to “‘Covid’. The whole hierarchical pyramid functions 
like this to allow the very few to direct the enormous many. 
Eventually imposition-acquiescence-imposition-acquiescence comes 
down to the mass of the population at the foot of the pyramid. If 
they acquiesce to those levels of the hierarchy imposing on them 
(governments/law enforcement/doctors/media) a circuit is 
completed between the population and the handful of super- 
psychopaths in the Cult inner core at the top of the pyramid. 
Without a circuit-breaking refusal to obey, the sequence of 
imposition and acquiescence allows a staggeringly few people to 
impose their will upon the entirety of humankind. We are looking at 
the very sequence that has subjugated billions since the start of 2020. 
Our freedom has not been taken from us. Humanity has given it 


away. Fascists do not impose fascism because there are not enough 
of them. Fascism is imposed by the population acquiescing to 
fascism. Put another way allowing their perceptions to be 
programmed to the extent that leads to the population giving their 
freedom away by giving their perceptions — their mind — away. If this 
circuit is not broken by humanity ceasing to cooperate with their 
own enslavement then nothing can change. For that to happen 
people have to critically think and see through the lies and window 
dressing and then summon the backbone to act upon what they see. 
The Cult spends its days working to stop either happening and its 
methodology is systematic and highly detailed, but it can be 
overcome and that is what this book is all about. 


Figure 2: The simple sequence of imposition and compliance that allows a handful of people 
at the peak of the pyramid to dictate the lives of billions. 


The Life Program 

Okay, back to world number 1 or the world of the ‘masses’. Observe 
the process of what we call ‘life’ and it is a perceptual download 
from cradle to grave. The Cult has created a global structure in 
which perception can be programmed and the program continually 
topped-up with what appears to be constant confirmation that the 
program is indeed true reality. The important word here is ‘appears’. 


This is the structure, the fly-trap, the Postage Stamp Consensus or 
Perceptual Mainframe, which represents that incredibly narrow 
band of perceived possibility delivered by the ‘education’ system, 
mainstream media, science and medicine. From the earliest age the 
download begins with parents who have themselves succumbed to 
the very programming their children are about to go through. Most 
parents don’t do this out of malevolence and mostly it is quite the 
opposite. They do what they believe is best for their children and 
that is what the program has told them is best. Within three or four 
years comes the major transition from parental programming to full- 
blown state (Cult) programming in school, college and university 
where perceptually-programmed teachers and academics pass on 
their programming to the next generations. Teachers who resist are 
soon marginalised and their careers ended while children who resist 
are called a problem child for whom Ritalin may need to be 
prescribed. A few years after entering the ‘world’ children are under 
the control of authority figures representing the state telling them 
when they have to be there, when they can leave and when they can 
speak, eat, even go to the toilet. This is calculated preparation for a 
lifetime of obeying authority in all its forms. Reflex-action fear of 
authority is instilled by authority from the start. Children soon learn 
the carrot and stick consequences of obeying or defying authority 
which is underpinned daily for the rest of their life. Fortunately I 
daydreamed through this crap and never obeyed authority simply 
because it told me to. This approach to my alleged ‘betters’ continues 
to this day. There can be consequences of pursuing open-minded 
freedom in a world of closed-minded conformity. I spent a lot of time 
in school corridors after being ejected from the classroom for not 
taking some of it seriously and now I spend a lot of time being 
ejected from Facebook, YouTube and Twitter. But I can tell you that 
being true to yourself and not compromising your self-respect is far 
more exhilarating than bowing to authority for authority’s sake. You 
don’t have to be a sheep to the shepherd (authority) and the sheep 
dog (fear of not obeying authority). 


The perceptual download continues throughout the formative 
years in school, college and university while script-reading 
‘teachers’, ‘academics’ ‘scientists’, ‘doctors’ and ‘journalists’ insist 
that ongoing generations must be as programmed as they are. 
Accept the program or you will not pass your ‘exams’ which confirm 
your ‘degree’ of programming. It is tragic to think that many parents 
pressure their offspring to work hard at school to download the 
program and qualify for the next stage at college and university. The 
late, great, American comedian George Carlin said: ‘Here’s a bumper 
sticker I’d like to see: We are proud parents of a child who has 
resisted his teachers’ attempts to break his spirit and bend him to the 
will of his corporate masters.’ Well, the best of luck finding many of 
those, George. Then comes the moment to leave the formal 
programming years in academia and enter the ‘adult’ world of work. 
There you meet others in your chosen or prescribed arena who went 
through the same Postage Stamp Consensus program before you 
did. There is therefore overwhelming agreement between almost 
everyone on the basic foundations of Postage Stamp reality and the 
rejection, even contempt, of the few who have a mind of their own 
and are prepared to use it. This has two major effects. Firstly, the 
consensus confirms to the programmed that their download is really 
how things are. I mean, everyone knows that, right? Secondly, the 
arrogance and ignorance of Postage Stamp adherents ensure that 
anyone questioning the program will have unpleasant consequences 
for seeking their own truth and not picking their perceptions from 
the shelf marked: ‘Things you must believe without question and if 
you don’t you're a dangerous lunatic conspiracy theorist and a 
harebrained nutter’. 


Every government, agency and corporation is founded on the 
same Postage Stamp prison cell and you can see why so many 
people believe the same thing while calling it their own ‘opinion’. 
Fusion of governments and corporations in pursuit of the same 
agenda was the definition of fascism described by Italian dictator 
Benito Mussolini. The pressure to conform to perceptual norms 
downloaded for a lifetime is incessant and infiltrates society right 


down to family groups that become censors and condemners of their 
own ‘black sheep’ for not, ironically, being sheep. We have seen an 
explosion of that in the ‘Covid’ era. Cult-owned global media 
unleashes its propaganda all day every day in support of the Postage 
Stamp and targets with abuse and ridicule anyone in the public eye 
who won't bend their mind to the will of the tyranny. Any response 
to this is denied (certainly in my case). They don’t want to give a 
platform to expose official lies. Cult-owned-and-created Internet 
giants like Facebook, Google, YouTube and Twitter delete you for 
having an unapproved opinion. Facebook boasts that its AI censors 
delete 97-percent of ‘hate speech’ before anyone even reports it. 
Much of that ‘hate speech’ will simply be an opinion that Facebook 
and its masters don’t want people to see. Such perceptual oppression 
is widely known as fascism. Even Facebook executive Benny 
Thomas, a ‘CEO Global Planning Lead’, said in comments secretly 
recorded by investigative journalism operation Project Veritas that 
Facebook is ‘too powerful’ and should be broken up: 


| mean, no king in history has been the ruler of two billion people, but Mark Zuckerberg is ... 
And he’s 36. That’s too much for a 36-year-old ... You should not have power over two billion 
people. | just think that’s wrong. 


Thomas said Facebook-owned platforms like Instagram, Oculus, and 
WhatsApp needed to be separate companies. ‘It’s too much power 
when they’re all one together’. That’s the way the Cult likes it, 
however. We have an executive of a Cult organisation in Benny 
Thomas that doesn’t know there is a Cult such is the 
compartmentalisation. Thomas said that Facebook and Google ‘are 
no longer companies, they’re countries’. Actually they are more 
powerful than countries on the basis that if you control information 
you control perception and control human society. 


Another expression of this psychological trickery is for those who 
realise they are being pressured into compliance to eventually 


convince themselves to believe the official narratives to protect their 
self-respect from accepting the truth that they have succumbed to 
meek and subservient compliance. Such people become some of the 
most vehement defenders of the system. You can see them 
everywhere screaming abuse at those who prefer to think for 
themselves and by doing so reminding the compliers of their own 
capitulation to conformity. “You are talking dangerous nonsense you 
Covidiot!!’ Are you trying to convince me or yourself? It is a potent 
form of Stockholm syndrome which is defined as: ‘A psychological 
condition that occurs when a victim of abuse identifies and attaches, 
or bonds, positively with their abuser.’ An example is hostages 
bonding and even ‘falling in love’ with their kidnappers. The 
syndrome has been observed in domestic violence, abused children, 
concentration camp inmates, prisoners of war and many and various 
Satanic cults. These are some traits of Stockholm syndrome listed at 
goodtherapy.org: 


e Positive regard towards perpetrators of abuse or captor [see 
‘Covid’]. 

e Failure to cooperate with police and other government authorities 
when it comes to holding perpetrators of abuse or kidnapping 
accountable [or in the case of ‘Covid’ cooperating with the police 
to enforce and defend their captors’ demands]. 

e Little or no effort to escape [see ‘Covid’]. 


¢ Belief in the goodness of the perpetrators or kidnappers [see 
‘Covid’]. 

e Appeasement of captors. This is a manipulative strategy for 
maintaining one’s safety. As victims get rewarded — perhaps with 
less abuse or even with life itself — their appeasing behaviours are 
reinforced [see ‘Covid’]. 


e Learned helplessness. This can be akin to ‘if you can’t beat “em, 
join ‘em’. As the victims fail to escape the abuse or captivity, they 
may start giving up and soon realize it’s just easier for everyone if 
they acquiesce all their power to their captors [see ‘Covid’]. 


Feelings of pity toward the abusers, believing they are actually 

victims themselves. Because of this, victims may go on a crusade 

or mission to ‘save’ [protect] their abuser [see the venom 

unleashed on those challenging the official ‘Covid’ narrative]. 

¢ Unwillingness to learn to detach from their perpetrators and heal. 
In essence, victims may tend to be less loyal to themselves than to 
their abuser [ definitely see ‘Covid’]. 


Ponder on those traits and compare them with the behaviour of 
great swathes of the global population who have defended 
governments and authorities which have spent every minute 
destroying their lives and livelihoods and those of their children and 
grandchildren since early 2020 with fascistic lockdowns, house arrest 
and employment deletion to ‘protect’ them from a ‘deadly virus’ that 
their abusers’ perceptually created to bring about this very outcome. 
We are looking at mass Stockholm syndrome. All those that agree to 
concede their freedom will believe those perceptions are originating 
in their own independent ‘mind’ when in fact by conceding their 
reality to Stockholm syndrome they have by definition conceded any 
independence of mind. Listen to the ‘opinions’ of the acquiescing 
masses in this ‘Covid’ era and what gushes forth is the repetition of 
the official version of everything delivered unprocessed, unfiltered 
and unquestioned. The whole programming dynamic works this 
way. I must be free because I’m told that Iam and so I think that I 
am. 

You can see what I mean with the chapter theme of ‘I’m thinking — 
Oh, but are you?’ The great majority are not thinking, let alone for 
themselves. They are repeating what authority has told them to 
believe which allows them to be controlled. Weaving through this 
mentality is the fear that the ‘conspiracy theorists’ are right and this 
again explains the often hysterical abuse that ensues when you dare 
to contest the official narrative of anything. Denial is the mechanism 
of hiding from yourself what you don’t want to be true. Telling 
people what they want to hear is easy, but it’s an infinitely greater 
challenge to tell them what they would rather not be happening. 


One is akin to pushing against an open door while the other is met 
with vehement resistance no matter what the scale of evidence. I 
don’t want it to be true so I’ll convince myself that it’s not. Examples 
are everywhere from the denial that a partner is cheating despite all 
the signs to the reflex-action rejection of any idea that world events 
in which country after country act in exactly the same way are 
centrally coordinated. To accept the latter is to accept that a force of 
unspeakable evil is working to destroy your life and the lives of your 
children with nothing too horrific to achieve that end. Who the heck 
wants that to be true? But if we don’t face reality the end is duly 
achieved and the consequences are far worse and ongoing than 
breaking through the walls of denial today with the courage to make 
a stand against tyranny. 


A crucial aspect of perceptual programming is to portray a world in 
which everything is random and almost nothing is connected to 
anything else. Randomness cannot be coordinated by its very nature 
and once you perceive events as random the idea they could be 
connected is waved away as the rantings of the tinfoil-hat brigade. 
You can’t plan and coordinate random you idiot! No, you can’t, but 
you can hide the coldly-calculated and long-planned behind the 
illusion of randomness. A foundation manifestation of the Renegade 
Mind is to scan reality for patterns that connect the apparently 
random and turn pixels and dots into pictures. This is the way I 
work and have done so for more than 30 years. You look for 
similarities in people, modus operandi and desired outcomes and 
slowly, then ever quicker, the picture forms. For instance: There 
would seem to be no connection between the ‘Covid pandemic’ hoax 
and the human-caused global-warming hoax and yet they are masks 
(appropriately) on the same face seeking the same outcome. Those 
pushing the global warming myth through the Club of Rome and 
other Cult agencies are driving the lies about ‘Covid’ — Bill Gates is 
an obvious one, but they are endless. Why would the same people be 
involved in both when they are clearly not connected? Oh, but they 


are. Common themes with personnel are matched by common goals. 
The ‘solutions’ to both ‘problems’ are centralisation of global power 
to impose the will of the few on the many to ‘save’ humanity from 
‘Covid’ and save the planet from an ‘existential threat’ (we need 
‘zero Covid’ and ‘zero carbon emissions’). These, in turn, connect 
with the ‘dot’ of globalisation which was coined to describe the 
centralisation of global power in every area of life through incessant 
political and corporate expansion, trading blocks and superstates 
like the European Union. If you are the few and you want to control 
the many you have to centralise power and decision-making. The 
more you centralise power the more power the few at the centre will 
have over the many; and the more that power is centralised the more 
power those at the centre have to centralise even quicker. The 
momentum of centralisation gets faster and faster which is exactly 
the process we have witnessed. In this way the hoaxed ‘pandemic’ 
and the fakery of human-caused global warming serve the interests 
of globalisation and the seizure of global power in the hands of the 
Cult inner-circle which is behind ‘Covid’, ‘climate change’ and 
globalisation. At this point random ‘dots’ become a clear and 
obvious picture or pattern. 

Klaus Schwab, the classic Bond villain who founded the Cult’s 
Gates-funded World Economic Forum, published a book in 2020, The 
Great Reset, in which he used the ‘problem’ of ‘Covid’ to justify a 
total transformation of human society to ‘save’ humanity from 
‘climate change’. Schwab said: “The pandemic represents a rare but 
narrow window of opportunity to reflect, reimagine, and reset our 
world.’ What he didn’t mention is that the Cult he serves is behind 
both hoaxes as I show in my book The Answer. He and the Cult don’t 
have to reimagine the world. They know precisely what they want 
and that’s why they destroyed human society with ‘Covid’ to ‘build 
back better’ in their grand design. Their job is not to imagine, but to 
get humanity to imagine and agree with their plans while believing 
it’s all random. It must be pure coincidence that ‘The Great Reset’ 
has long been the Cult’s code name for the global imposition of 
fascism and replaced previous code-names of the ‘New World 


Order’ used by Cult frontmen like Father George Bush and the ‘New 
Order of the Ages’ which emerged from Freemasonry and much 
older secret societies. New Order of the Ages appears on the reverse 
of the Great Seal of the United States as ‘Novus ordo seclorum’ 
underneath the Cult symbol used since way back of the pyramid and 
all seeing-eye (Fig 3). The pyramid is the hierarchy of human control 
headed by the illuminated eye that symbolises the force behind the 
Cult which I will expose in later chapters. The term ‘Annuit Coeptis’ 
translates as ‘He favours our undertaking’. We are told the ‘He’ is 
the Christian god, but ‘He’ is not as I will be explaining. 


Figure 3: The all-seeing eye of the Cult ‘god’ on the Freemason-designed Great Seal of the 
United States and also on the dollar bill. 


Having you on 

Two major Cult techniques of perceptual manipulation that relate to 
all this are what I have called since the 1990s Problem-Reaction- 
Solution (PRS) and the Totalitarian Tiptoe (TT). They can be 
uncovered by the inquiring mind with a simple question: Who 
benefits? The answer usually identifies the perpetrators of a given 
action or happening through the concept of ‘he who most benefits 
from a crime is the one most likely to have committed it’. The Latin 
‘Cue bono?’ — Who benefits? — is widely attributed to the Roman 
orator and statesman Marcus Tullius Cicero. No wonder it goes back 
so far when the concept has been relevant to human behaviour since 


history was recorded. Problem-Reaction-Solution is the technique 
used to manipulate us every day by covertly creating a problem (or 
the illusion of one) and offering the solution to the problem (or the 
illusion of one). In the first phase you create the problem and blame 
someone or something else for why it has happened. This may relate 
to a financial collapse, terrorist attack, war, global warming or 
pandemic, anything in fact that will allow you to impose the 
‘solution’ to change society in the way you desire at that time. The 
‘problem’ doesn’t have to be real. PRS is manipulation of perception 
and all you need is the population to believe the problem is real. 
Human-caused global warming and the ‘Covid pandemic’ only have 
to be perceived to be real for the population to accept the ‘solutions’ of 
authority. I refer to this technique as NO-Problem-Reaction-Solution. 
Billions did not meekly accept house arrest from early 2020 because 
there was a real deadly ‘Covid pandemic’ but because they 
perceived — believed — that to be the case. The antidote to Problem- 
Reaction-Solution is to ask who benefits from the proposed solution. 
Invariably it will be anyone who wants to justify more control 
through deletion of freedom and centralisation of power and 
decision-making. 

The two world wars were Problem-Reaction-Solutions that 
transformed and realigned global society. Both were manipulated 
into being by the Cult as I have detailed in books since the mid- 
1990s. They dramatically centralised global power, especially World 
War Two, which led to the United Nations and other global bodies 
thanks to the overt and covert manipulations of the Rockefeller 
family and other Cult bloodlines like the Rothschilds. The UN is a 
stalking horse for full-blown world government that I will come to 
shortly. The land on which the UN building stands in New York was 
donated by the Rockefellers and the same Cult family was behind 
Big Pharma scalpel and drug ‘medicine’ and the creation of the 
World Health Organization as part of the UN. They have been 
stalwarts of the eugenics movement and funded Hitler’s race-purity 
expert’ Ernst Rudin. The human-caused global warming hoax has 
been orchestrated by the Club of Rome through the UN which is 


manufacturing both the ‘problem’ through its Intergovernmental 
Panel on Climate Change and imposing the ‘solution’ through its 
Agenda 21 and Agenda 2030 which demand the total centralisation 
of global power to ‘save the world’ from a climate hoax the United 
Nations is itself perpetrating. What a small world the Cult can be 
seen to be particularly among the inner circles. The bedfellow of 
Problem-Reaction-Solution is the Totalitarian Tiptoe which became 
the Totalitarian Sprint in 2020. The technique is fashioned to hide the 
carefully-coordinated behind the cover of apparently random events. 
You start the sequence at ‘A’ and you know you are heading for ‘Z’. 
You don’t want people to know that and each step on the journey is 
presented as a random happening while all the steps strung together 
lead in the same direction. The speed may have quickened 
dramatically in recent times, but you can still see the incremental 
approach of the Tiptoe in the case of ‘Covid’ as each new imposition 
takes us deeper into fascism. Tell people they have to do this or that 
to get back to ‘normal’, then this and this and this. With each new 
demand adding to the ones that went before the population’s 
freedom is deleted until it disappears. The spider wraps its web 
around the flies more comprehensively with each new diktat. I’ll 
highlight this in more detail when I get to the ‘Covid’ hoax and how 
it has been pulled off. Another prime example of the Totalitarian 
Tiptoe is how the Cult-created European Union went from a ‘free- 
trade zone’ to a centralised bureaucratic dictatorship through the 
Tiptoe of incremental centralisation of power until nations became 
mere administrative units for Cult-owned dark suits in Brussels. 


The antidote to ignorance is knowledge which the Cult seeks 
vehemently to deny us, but despite the systematic censorship to that 
end the Renegade Mind can overcome this by vociferously seeking 
out the facts no matter the impediments put in the way. There is also 
a method of thinking and perceiving — knowing — that doesn’t even 
need names, dates, place-type facts to identify the patterns that 
reveal the story. I’ll get to that in the final chapter. All you need to 
know about the manipulation of human society and to what end is 
still out there — at the time of writing — in the form of books, videos 


and websites for those that really want to breach the walls of 
programmed perception. To access this knowledge requires the 
abandonment of the mainstream media as a source of information in 
the awareness that this is owned and controlled by the Cult and 
therefore promotes mass perceptions that suit the Cult. Mainstream 
media lies all day, every day. That is its function and very reason for 
being. Where it does tell the truth, here and there, is only because the 
truth and the Cult agenda very occasionally coincide. If you look for 
fact and insight to the BBC, CNN and virtually all the rest of them 
you are asking to be conned and perceptually programmed. 


Events seem random when you have no idea where the world is 
being taken. Once you do the random becomes the carefully 
planned. Know the outcome and you'll see the journey is a phrase I 
have been using for a long time to give context to daily happenings 
that appear unconnected. Does a problem, or illusion of a problem, 
trigger a proposed ‘solution’ that further drives society in the 
direction of the outcome? Invariably the answer will be yes and the 
random — abracadabra — becomes the clearly coordinated. So what is 
this outcome that unlocks the door to a massively expanded 
understanding of daily events? I will summarise its major aspects — 
the fine detail is in my other books — and those new to this 
information will see that the world they thought they were living in 
is a very different place. The foundation of the Cult agenda is the 
incessant centralisation of power and all such centralisation is 
ultimately in pursuit of Cult control on a global level. I have 
described for a long time the planned world structure of top-down 
dictatorship as the Hunger Games Society. The term obviously 
comes from the movie series which portrayed a world in which a 
few living in military-protected hi-tech luxury were the overlords of 
a population condemned to abject poverty in isolated ‘sectors’ that 
were not allowed to interact. ‘Covid’ lockdowns and travel bans 
anyone? The ‘Hunger Games’ pyramid of structural control has the 
inner circle of the Cult at the top with pretty much the entire 


population at the bottom under their control through dependency 
for survival on the Cult. The whole structure is planned to be 
protected and enforced by a military-police state (Fig 4). 


Here you have the reason for the global lockdowns of the fake 
pandemic to coldly destroy independent incomes and livelihoods 
and make everyone dependent on the ‘state’ (the Cult that controls 
the ‘states’). I have warned in my books for many years about the 
plan to introduce a ‘guaranteed income’ — a barely survivable 
pittance — designed to impose dependency when employment was 
destroyed by AI technology and now even more comprehensively at 
great speed by the ‘Covid’ scam. Once the pandemic was played and 
lockdown consequences began to delete independent income the 
authorities began to talk right on cue about the need for a 
guaranteed income and a ‘Great Reset’. Guaranteed income will be 
presented as benevolent governments seeking to help a desperate 
people — desperate as a direct result of actions of the same 
governments. The truth is that such payments are a trap. You will 
only get them if you do exactly what the authorities demand 
including mass vaccination (genetic manipulation). We have seen 
this theme already in Australia where those dependent on 
government benefits have them reduced if parents don’t agree to 
have their children vaccinated according to an insane health- 
destroying government-dictated schedule. Calculated economic 
collapse applies to governments as well as people. The Cult wants 
rid of countries through the creation of a world state with countries 
broken up into regions ruled by a world government and super 
states like the European Union. Countries must be bankrupted, too, 
to this end and it’s being achieved by the trillions in ‘rescue 
packages’ and furlough payments, trillions in lost taxation, and 
money-no-object spending on ‘Covid’ including constant all- 
medium advertising (programming) which has made the media 
dependent on government for much of its income. The day of 
reckoning is coming — as planned — for government spending and 
given that it has been made possible by printing money and not by 
production/taxation there is inflation on the way that has the 


potential to wipe out monetary value. In that case there will be no 
need for the Cult to steal your money. It just won't be worth 
anything (see the German Weimar Republic before the Nazis took 
over). Many have been okay with lockdowns while getting a 
percentage of their income from so-called furlough payments 
without having to work. Those payments are dependent, however, 
on people having at least a theoretical job with a business considered 
non-essential and ordered to close. As these business go under 
because they are closed by lockdown after lockdown the furlough 
stops and it will for everyone eventually. Then what? The ‘then 
what?’ is precisely the idea. 
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Figure 4: The Hunger Games Society structure | have long warned was planned and now the 
‘Covid’ hoax has made it possible. This is the real reason for lockdowns. 


Between the Hunger Games Cult elite and the dependent population 
is planned to be a vicious military-police state (a fusion of the two 
into one force). This has been in the making for a long time with 
police looking ever more like the military and carrying weapons to 
match. The pandemic scam has seen this process accelerate so fast as 


lockdown house arrest is brutally enforced by carefully recruited 
fascist minds and gormless system-servers. The police and military 
are planned to merge into a centrally-directed world army ina 
global structure headed by a world government which wouldn't be 
elected even by the election fixes now in place. The world army is 
not planned even to be human and instead wars would be fought, 
primarily against the population, using robot technology controlled 
by artificial intelligence. I have been warning about this for decades 
and now militaries around the world are being transformed by this 
very AI technology. The global regime that I describe is a particular 
form of fascism known as a technocracy in which decisions are not 
made by clueless and co-opted politicians but by unelected 
technocrats — scientists, engineers, technologists and bureaucrats. 
Cult-owned-and-controlled Silicon Valley giants are examples of 
technocracy and they already have far more power to direct world 
events than governments. They are with their censorship selecting 
governments. I know that some are calling the ‘Great Reset’ a 
Marxist communist takeover, but fascism and Marxism are different 
labels for the same tyranny. Tell those who lived in fascist Germany 
and Stalinist Russia that there was a difference in the way their 
freedom was deleted and their lives controlled. I could call it a fascist 
technocracy or a Marxist technocracy and they would be equally 
accurate. The Hunger Games society with its world government 
structure would oversee a world army, world central bank and single 
world cashless currency imposing its will on a microchipped 
population (Fig 5). Scan its different elements and see how the 
illusory pandemic is forcing society in this very direction at great 
speed. Leaders of 23 countries and the World Health Organization 
(WHO) backed the idea in March, 2021, of a global treaty for 
‘international cooperation’ in ‘health emergencies’ and nations 
should ‘come together as a global community for peaceful 
cooperation that extends beyond this crisis’. Cut the Orwellian 
bullshit and this means another step towards global government. 
The plan includes a cashless digital money system that I first warned 
about in 1993. Right at the start of “Covid’ the deeply corrupt Tedros 


Adhanom Ghebreyesus, the crooked and merely gofer ‘head’ of the 
World Health Organization, said it was possible to catch the ‘virus’ 
by touching cash and it was better to use cashless means. The claim 
was ridiculous nonsense and like the whole ‘Covid’ mind-trick it 
was nothing to do with ‘health’ and everything to do with pushing 
every aspect of the Cult agenda. As a result of the Tedros lie the use 
of cash has plummeted. The Cult script involves a single world 
digital currency that would eventually be technologically embedded 
in the body. China is a massive global centre for the Cult and if you 
watch what is happening there you will know what is planned for 
everywhere. The Chinese government is developing a digital 
currency which would allow fines to be deducted immediately via 
Al for anyone caught on camera breaking its fantastic list of laws 
and the money is going to be programmable with an expiry date to 
ensure that no one can accrue wealth except the Cult and its 
operatives. 
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Figure 5: The structure of global control the Cult has been working towards for so long and 
this has been enormously advanced by the ‘Covid’ illusion. 


Seridom is so smart 

The Cult plan is far wider, extreme, and more comprehensive than 
even most conspiracy researchers appreciate and I will come to the 
true depths of deceit and control in the chapters ‘Who controls the 


Cult?’ and ‘Escaping Wetiko’. Even the world that we know is crazy 
enough. We are being deluged with ever more sophisticated and 
controlling technology under the heading of ‘smart’. We have smart 
televisions, smart meters, smart cards, smart cars, smart driving, 
smart roads, smart pills, smart patches, smart watches, smart skin, 
smart borders, smart pavements, smart streets, smart cities, smart 
communities, smart environments, smart growth, smart planet ... 
smart everything around us. Smart technologies and methods of 
operation are designed to interlock to create a global Smart Grid 
connecting the entirety of human society including human minds to 
create a centrally-dictated ‘hive’ mind. ‘Smart cities’ is code for 
densely-occupied megacities of total surveillance and control 
through AI. Ever more destructive frequency communication 
systems like 5G have been rolled out without any official testing for 
health and psychological effects (colossal). 5G/6G/7G systems are 
needed to run the Smart Grid and each one becomes more 
destructive of body and mind. Deleting independent income is 
crucial to forcing people into these Al-policed prisons by ending 
private property ownership (except for the Cult elite). The Cult’s 
Great Reset now openly foresees a global society in which no one 
will own any possessions and everything will be rented while the 
Cult would own literally everything under the guise of government 
and corporations. The aim has been to use the lockdowns to destroy 
sources of income on a mass scale and when the people are destitute 
and in unrepayable amounts of debt (problem) Cult assets come 
forward with the pledge to write-off debt in return for handing over 
all property and possessions (solution). Everything — literally 
everything including people — would be connected to the Internet 
via AI. I was warning years ago about the coming Internet of Things 
(loT) in which all devices and technology from your car to your 
fridge would be plugged into the Internet and controlled by AI. 
Now we are already there with much more to come. The next stage 
is the Internet of Everything (IoE) which is planned to include the 
connection of AI to the human brain and body to replace the human 
mind with a centrally-controlled AI mind. Instead of perceptions 


being manipulated through control of information and censorship 
those perceptions would come direct from the Cult through AI. 
What do you think? You think whatever AI decides that you think. 
In human terms there would be no individual ‘think’ any longer. Too 
incredible? The ravings of a lunatic? Not at all. Cult-owned crazies 
in Silicon Valley have been telling us the plan for years without 
explaining the real motivation and calculated implications. These 
include Google executive and ‘futurist’ Ray Kurzweil who highlights 
the year 2030 for when this would be underway. He said: 


Our thinking ... will be a hybrid of biological and non-biological thinking ... humans will be 
able to extend their limitations and ‘think in the cloud’ ... We’re going to put gateways to the 
cloud in our brains ... We're going to gradually merge and enhance ourselves ... In my view, 
that’s the nature of being human — we transcend our limitations. 


As the technology becomes vastly superior to what we are then the small proportion that is 
still human gets smaller and smaller and smaller until it’s just utterly negligible. 


The sales-pitch of Kurzweil and Cult-owned Silicon Valley is that 
this would make us ‘super-human’ when the real aim is to make us 
post-human and no longer ‘human’ in the sense that we have come 
to know. The entire global population would be connected to AI and 
become the centrally-controlled ‘hive-mind’ of externally-delivered 
perceptions. The Smart Grid being installed to impose the Cult’s will 
on the world is being constructed to allow particular locations — even 
one location — to control the whole global system. From these prime 
control centres, which absolutely include China and Israel, anything 
connected to the Internet would be switched on or off and 
manipulated at will. Energy systems could be cut, communication 
via the Internet taken down, computer-controlled driverless 
autonomous vehicles driven off the road, medical devices switched 
off, the potential is limitless given how much AI and Internet 
connections now run human society. We have seen nothing yet if we 
allow this to continue. Autonomous vehicle makers are working 
with law enforcement to produce cars designed to automatically pull 
over if they detect a police or emergency vehicle flashing from up to 
100 feet away. At a police stop the car would be unlocked and the 


window rolled down automatically. Vehicles would only take you 
where the computer (the state) allowed. The end of petrol vehicles 
and speed limiters on all new cars in the UK and EU from 2022 are 
steps leading to electric computerised transport over which 
ultimately you have no control. The picture is far bigger even than 
the Cult global network or web and that will become clear when I 
get to the nature of the ‘spider’. There is a connection between all 
these happenings and the instigation of DNA-manipulating 
‘vaccines’ (which aren’t ‘vaccines’) justified by the ‘Covid’ hoax. That 
connection is the unfolding plan to transform the human body from 
a biological to a synthetic biological state and this is why synthetic 
biology is such a fast-emerging discipline of mainstream science. 
‘Covid vaccines’ are infusing self-replicating synthetic genetic 
material into the cells to cumulatively take us on the Totalitarian 
Tiptoe from Human 1.0 to the synthetic biological Human 2.0 which 
will be physically and perceptually attached to the Smart Grid to one 
hundred percent control every thought, perception and deed. 
Humanity needs to wake up and fast. 


This is the barest explanation of where the ‘outcome’ is planned to 
go but it’s enough to see the journey happening all around us. Those 
new to this information will already see ‘Covid’ in a whole new 
context. I will add much more detail as we go along, but for the 
minutiae evidence see my mega-works, The Answer, The Trigger and 
Everything You Need to Know But Have Never Been Told. 

Now — how does a Renegade Mind see the ‘world’? 


CHAPTER TWO 
Renegade Perception 


It is one thing to be clever and another to be wise 
George R.R. Martin 


simple definition of the difference between a programmed 

mind and a Renegade Mind would be that one sees only dots 
while the other connects them to see the picture. Reading reality 
with accuracy requires the observer to (a) know the planned 
outcome and (b) realise that everything, but everything, is connected. 


The entirety of infinite reality is connected — that’s its very nature — 
and with human society an expression of infinite reality the same 
must apply. Simple cause and effect is a connection. The effect is 
triggered by the cause and the effect then becomes the cause of 
another effect. Nothing happens in isolation because it can’t. Life in 
whatever reality is simple choice and consequence. We make choices 
and these lead to consequences. If we don’t like the consequences we 
can make different choices and get different consequences which 
lead to other choices and consequences. The choice and the 
consequence are not only connected they are indivisible. You can’t 
have one without the other as an old song goes. A few cannot 
control the world unless those being controlled allow that to happen 
— cause and effect, choice and consequence. Control — who has it and 
who doesn’t — is a two-way process, a symbiotic relationship, 
involving the controller and controlled. “They took my freedom 
away!!’ Well, yes, but you also gave it to them. Humanity is 


subjected to mass control because humanity has acquiesced to that 
control. This is all cause and effect and literally a case of give and 
take. In the same way world events of every kind are connected and 
the Cult works incessantly to sell the illusion of the random and 
coincidental to maintain the essential (to them) perception of dots 
that hide the picture. Renegade Minds know this and constantly 
scan the world for patterns of connection. This is absolutely pivotal 
in understanding the happenings in the world and without that 
perspective clarity is impossible. First you know the planned 
outcome and then you identify the steps on the journey — the day-by- 
day apparently random which, when connected in relation to the 
outcome, no longer appear as individual events, but as the 
proverbial chain of events leading in the same direction. I’ll give you 
some examples: 


Political puppet show 

We are told to believe that politics is ‘adversarial’ in that different 
parties with different beliefs engage in an endless tussle for power. 
There may have been some truth in that up to a point — and only a 
point — but today divisions between ‘different’ parties are rhetorical 
not ideological. Even the rhetorical is fusing into one-speak as the 
parties eject any remaining free thinkers while others succumb to the 
ever-gathering intimidation of anyone with the ‘wrong’ opinion. The 
Cult is not anew phenomenon and can be traced back thousands of 
years as my books have documented. Its intergenerational initiates 
have been manipulating events with increasing effect the more that 
global power has been centralised. In ancient times the Cult secured 
control through the system of monarchy in which ‘special’ 
bloodlines (of which more later) demanded the right to rule as kings 
and queens simply by birthright and by vanquishing others who 
claimed the same birthright. There came a time, however, when 
people had matured enough to see the unfairness of such tyranny 
and demanded a say in who governed them. Note the word — 
governed them. Not served them — governed them, hence government 
defined as ‘the political direction and control exercised over the 


actions of the members, citizens, or inhabitants of communities, 
societies, and states; direction of the affairs of a state, community, 
etc.’ Governments exercise control over rather than serve just like the 
monarchies before them. Bizarrely there are still countries like the 
United Kingdom which are ruled by a monarch and a government 
that officially answers to the monarch. The UK head of state and that 
of Commonwealth countries such as Canada, Australia and New 
Zealand is ‘selected’ by who in a single family had unprotected sex 
with whom and in what order. Pinch me it can’t be true. Ouch! Shit, 
it is. The demise of monarchies in most countries offered a potential 
vacuum in which some form of free and fair society could arise and 
the Cult had that base covered. Monarchies had served its interests 
but they couldn’t continue in the face of such widespread opposition 
and, anyway, replacing a ‘royal’ dictatorship that people could see 
with a dictatorship ‘of the people’ hiding behind the concept of 
‘democracy’ presented far greater manipulative possibilities and 
ways of hiding coordinated tyranny behind the illusion of ‘freedom’. 


Democracy is quite wrongly defined as government selected by 
the population. This is not the case at all. It is government selected 
by some of the population (and then only in theory). This ‘some’ 
doesn’t even have to be the majority as we have seen so often in first- 
past-the-post elections in which the so-called majority party wins 
fewer votes than the ‘losing’ parties combined. Democracy can give 
total power to a party in government from a minority of the votes 
cast. It’s a sleight of hand to sell tyranny as freedom. Seventy-four 
million Trump-supporting Americans didn’t vote for the 
‘Democratic’ Party of Joe Biden in the distinctly dodgy election in 
2020 and yet far from acknowledging the wishes and feelings of that 
great percentage of American society the Cult-owned Biden 
government set out from day one to destroy them and their right to a 
voice and opinion. Empty shell Biden and his Cult handlers said 
they were doing this to ‘protect democracy’. Such is the level of 
lunacy and sickness to which politics has descended. Connect the 
dots and relate them to the desired outcome — a world government 
run by self-appointed technocrats and no longer even elected 


politicians. While operating through its political agents in 
government the Cult is at the same time encouraging public distain 
for politicians by putting idiots and incompetents in theoretical 
power on the road to deleting them. The idea is to instil a public 
reaction that says of the technocrats: ‘Well, they couldn't do any 
worse than the pathetic politicians.’ It’s all about controlling 
perception and Renegade Minds can see through that while 
programmed minds cannot when they are ignorant of both the 
planned outcome and the manipulation techniques employed to 
secure that end. This knowledge can be learned, however, and fast if 
people choose to get informed. 


Politics may at first sight appear very difficult to control from a 
central point. I mean look at the ‘different’ parties and how would 
you be able to oversee them all and their constituent parts? In truth, 
it’s very straightforward because of their structure. We are back to 
the pyramid of imposition and acquiescence. Organisations are 
structured in the same way as the system as a whole. Political parties 
are not open forums of free expression. They are hierarchies. I was a 
national spokesman for the British Green Party which claimed to be 
a different kind of politics in which influence and power was 
devolved; but I can tell you from direct experience — and it’s far 
worse now -— that Green parties are run as hierarchies like all the 
others however much they may try to hide that fact or kid 
themselves that it’s not true. A very few at the top of all political 
parties are directing policy and personnel. They decide if you are 
elevated in the party or serve as a government minister and to do 
that you have to be a yes man or woman. Look at all the maverick 
political thinkers who never ascended the greasy pole. If you want to 
progress within the party or reach ‘high-office’ you need to fall into 
line and conform. Exceptions to this are rare indeed. Should you 
want to run for parliament or Congress you have to persuade the 
local or state level of the party to select you and for that you need to 
play the game as dictated by the hierarchy. If you secure election and 
wish to progress within the greater structure you need to go on 
conforming to what is acceptable to those running the hierarchy 


from the peak of the pyramid. Political parties are perceptual gulags 
and the very fact that there are party ‘Whips’ appointed to ‘whip’ 
politicians into voting the way the hierarchy demands exposes the 
ridiculous idea that politicians are elected to serve the people they 
are supposed to represent. Cult operatives and manipulation has 
long seized control of major parties that have any chance of forming 
a government and at least most of those that haven’t. A new party 
forms and the Cult goes to work to infiltrate and direct. This has 
reached such a level today that you see video compilations of 
‘leaders’ of all parties whether Democrats, Republicans, 
Conservative, Labour and Green parroting the same Cult mantra of 
‘Build Back Better’ and the ‘Great Reset’ which are straight off the 
Cult song-sheet to describe the transformation of global society in 
response to the Cult-instigated hoaxes of the ‘Covid pandemic’ and 
human-caused ‘climate change’. To see Caroline Lucas, the Green 
Party MP that I knew when I was in the party in the 1980s, speaking 
in support of plans proposed by Cult operative Klaus Schwab 
representing the billionaire global elite is a real head-shaker. 


Many parties — one master 

The party system is another mind-trick and was instigated to change 
the nature of the dictatorship by swapping ‘royalty’ for dark suits 
that people believed — though now ever less so — represented their 
interests. Understanding this trick is to realise that a single force (the 
Cult) controls all parties either directly in terms of the major ones or 
through manipulation of perception and ideology with others. You 
don’t need to manipulate Green parties to demand your 
transformation of society in the name of ‘climate change’ when they 
are obsessed with the lie that this is essential to ‘save the planet’. You 
just give them a platform and away they go serving your interests 
while believing they are being environmentally virtuous. America’s 
political structure is a perfect blueprint for how the two or multi- 
party system is really a one-party state. The Republican Party is 
controlled from one step back in the shadows by a group made up of 
billionaires and their gofers known as neoconservatives or Neocons. 


I have exposed them in fine detail in my books and they were the 
driving force behind the policies of the imbecilic presidency of Boy 
George Bush which included 9/11 (see The Trigger for a 
comprehensive demolition of the official story), the subsequent ‘war 
on terror’ (war of terror) and the invasions of Afghanistan and Iraq. 
The latter was a No-Problem-Reaction-Solution based on claims by 
Cult operatives, including Bush and British Prime Minister Tony 
Blair, about Saddam Hussein’s ‘weapons of mass destruction’ which 
did not exist as war criminals Bush and Blair well knew. 


HIDDEN 
HAND 


Figure 6: Different front people, different parties — same control system. 


The Democratic Party has its own ‘Neocon’ group controlling 
from the background which I call the ‘Democons’ and here’s the 
penny-drop — the Neocons and Democons answer to the same 
masters one step further back into the shadows (Fig 6). At that level 
of the Cult the Republican and Democrat parties are controlled by 
the same people and no matter which is in power the Cult is in 
power. This is how it works in almost every country and certainly in 
Britain with Conservative, Labour, Liberal Democrat and Green 
parties now all on the same page whatever the rhetoric may be in 
their feeble attempts to appear different. Neocons operated at the 
time of Bush through a think tank called The Project for the New 
American Century which in September, 2000, published a document 
entitled Rebuilding America’s Defenses: Strategies, Forces, and Resources 


For a New Century demanding that America fight ‘multiple, 
simultaneous major theatre wars’ as a ‘core mission’ to force regime- 
change in countries including Iraq, Libya and Syria. Neocons 
arranged for Bush (‘Republican’) and Blair (‘Labour Party’) to front- 
up the invasion of Iraq and when they departed the Democons 
orchestrated the targeting of Libya and Syria through Barack Obama 
(‘Democrat’) and British Prime Minister David Cameron 
(‘Conservative Party’). We have ‘different’ parties and ‘different’ 
people, but the same unfolding script. The more the Cult has seized 
the reigns of parties and personnel the more their policies have 
transparently pursued the same agenda to the point where the 
fascist ‘Covid’ impositions of the Conservative junta of Jackboot 
Johnson in Britain were opposed by the Labour Party because they 
were not fascist enough. The Labour Party is likened to the US 
Democrats while the Conservative Party is akin to a British version 
of the Republicans and on both sides of the Atlantic they all speak 
the same language and support the direction demanded by the Cult 
although some more enthusiastically than others. It’s a similar story 
in country after country because it’s all centrally controlled. Oh, but 
what about Trump? I’ll come to him shortly. Political ‘choice’ in the 
‘party’ system goes like this: You vote for Party A and they get into 
government. You don’t like what they do so next time you vote for 
Party B and they get into government. You don’t like what they do 
when it’s pretty much the same as Party A and why wouldn't that be 
with both controlled by the same force? Given that only two, 
sometimes three, parties have any chance of forming a government 
to get rid of Party B that you don’t like you have to vote again for 
Party A which ... you don’t like. This, ladies and gentlemen, is what 
they call ‘democracy’ which we are told — wrongly — is a term 
interchangeable with ‘freedom’. 


The cult of cults 

At this point I need to introduce a major expression of the Global 
Cult known as Sabbatian-Frankism. Sabbatian is also spelt as 
Sabbatean. I will summarise here. I have published major exposés 


and detailed background in other works. Sabbatian-Frankism 
combines the names of two frauds posing as ‘Jewish’ men, Sabbatai 
Zevi (1626-1676), a rabbi, black magician and occultist who 
proclaimed he was the Jewish messiah; and Jacob Frank (1726-1791), 
the Polish ‘Jew’, black magician and occultist who said he was the 
reincarnation of ‘messiah’ Zevi and biblical patriarch Jacob. They 
worked across two centuries to establish the Sabbatian-Frankist cult 
that plays a major, indeed central, role in the manipulation of human 
society by the Global Cult which has its origins much further back in 
history than Sabbatai Zevi. I should emphasise two points here in 
response to the shrill voices that will scream ‘anti-Semitism’: (1) 
Sabbatian-Frankists are NOT Jewish and only pose as such to hide 
their cult behind a Jewish facade; and (2) my information about this 
cult has come from Jewish sources who have long realised that their 
society and community has been infiltrated and taken over by 
interloper Sabbatian-Frankists. Infiltration has been the foundation 
technique of Sabbatian-Frankism from its official origin in the 17th 
century. Zevi’s Sabbatian sect attracted a massive following 
described as the biggest messianic movement in Jewish history, 
spreading as far as Africa and Asia, and he promised a return for the 
Jews to the ‘Promised Land’ of Israel. Sabbatianism was not Judaism 
but an inversion of everything that mainstream Judaism stood for. So 
much so that this sinister cult would have a feast day when Judaism 
had a fast day and whatever was forbidden in Judaism the 
Sabbatians were encouraged and even commanded to do. This 
included incest and what would be today called Satanism. Members 
were forbidden to marry outside the sect and there was a system of 
keeping their children ignorant of what they were part of until they 
were old enough to be trusted not to unknowingly reveal anything 
to outsiders. The same system is employed to this day by the Global 
Cult in general which Sabbatian-Frankism has enormously 
influenced and now largely controls. 

Zevi and his Sabbatians suffered a setback with the intervention 
by the Sultan of the Islamic Ottoman Empire in the Middle East and 
what is now the Republic of Turkey where Zevi was located. The 


Sultan gave him the choice of proving his ‘divinity’, converting to 
Islam or facing torture and death. Funnily enough Zevi chose to 
convert or at least appear to. Some of his supporters were 
disillusioned and drifted away, but many did not with 300 families 
also converting — only in theory — to Islam. They continued behind 
this Islamic smokescreen to follow the goals, rules and rituals of 
Sabbatianism and became known as ‘crypto-Jews’ or the ‘Donmeh’ 
which means ‘to turn’. This is rather ironic because they didn’t ‘turn’ 
and instead hid behind a fake Islamic persona. The process of 
appearing to be one thing while being very much another would 
become the calling card of Sabbatianism especially after Zevi’s death 
and the arrival of the Satanist Jacob Frank in the 18th century when 
the cult became Sabbatian-Frankism and plumbed still new depths 
of depravity and infiltration which included -— still includes — human 
sacrifice and sex with children. Wherever Sabbatians go paedophilia 
and Satanism follow and is it really a surprise that Hollywood is so 
infested with child abuse and Satanism when it was established by 
Sabbatian-Frankists and is still controlled by them? Hollywood has 
been one of the prime vehicles for global perceptual programming 
and manipulation. How many believe the version of ‘history’ 
portrayed in movies when it is a travesty and inversion (again) of the 
truth? Rabbi Marvin Antelman describes Frankism in his book, To 
Eliminate the Opiate, as ‘a movement of complete evil’ while Jewish 
professor Gershom Scholem said of Frank in The Messianic Idea in 
Judaism: ‘Tn all his actions [he was] a truly corrupt and degenerate 
individual ... one of the most frightening phenomena in the whole of 
Jewish history.’ Frank was excommunicated by traditional rabbis, as 
was Zevi, but Frank was undeterred and enjoyed vital support from 
the House of Rothschild, the infamous banking dynasty whose 
inner-core are Sabbatian-Frankists and not Jews. Infiltration of the 
Roman Church and Vatican was instigated by Frank with many 
Donmeh ‘turning’ again to convert to Roman Catholicism with a 
view to hijacking the reins of power. This was the ever-repeating 
modus operandi and continues to be so. Pose as an advocate of the 
religion, culture or country that you want to control and then 


manipulate your people into the positions of authority and influence 
largely as advisers, administrators and Svengalis for those that 
appear to be in power. They did this with Judaism, Christianity 
(Christian Zionism is part of this), Islam and other religions and 
nations until Sabbatian-Frankism spanned the world as it does 
today. 


Sabbatian Saudis and the terror network 

One expression of the Sabbatian-Frankist Donmeh within Islam is 
the ruling family of Saudi Arabia, the House of Saud, through which 
came the vile distortion of Islam known as Wahhabism. This is the 
violent creed followed by terrorist groups like Al-Qaeda and ISIS or 
Islamic State. Wahhabism is the hand-chopping, head-chopping 
‘religion’ of Saudi Arabia which is used to keep the people in a 
constant state of fear so the interloper House of Saud can continue to 
rule. Al-Qaeda and Islamic State were lavishly funded by the House 
of Saud while being created and directed by the Sabbatian-Frankist 
network in the United States that operates through the Pentagon, 
CIA and the government in general of whichever ‘party’. The front 
man for the establishment of Wahhabism in the middle of the 18th 
century was a Sabbatian-Frankist ‘crypto-Jew’ posing as Islamic 
called Muhammad ibn Abd al-Wahhab. His daughter would marry 
the son of Muhammad bin Saud who established the first Saudi state 
before his death in 1765 with support from the British Empire. Bin 
Saud’s successors would establish modern Saudi Arabia in league 
with the British and Americans in 1932 which allowed them to seize 
control of Islam’s major shrines in Mecca and Medina. They have 
dictated the direction of Sunni Islam ever since while Iran is the 
major centre of the Shiite version and here we have the source of at 
least the public conflict between them. The Sabbatian network has 
used its Wahhabi extremists to carry out Problem-Reaction-Solution 
terrorist attacks in the name of ‘Al-Qaeda’ and ‘Islamic State’ to 
justify a devastating ‘war on terror’, ever-increasing surveillance of 
the population and to terrify people into compliance. Another 
insight of the Renegade Mind is the streetwise understanding that 


just because a country, location or people are attacked doesn’t mean 
that those apparently representing that country, location or people 
are not behind the attackers. Often they are orchestrating the attacks 
because of the societal changes that can be then justified in the name 
of ‘saving the population from terrorists’. 


I show in great detail in The Trigger how Sabbatian-Frankists were 
the real perpetrators of 9/11 and not ‘19 Arab hijackers’ who were 
blamed for what happened. Observe what was justified in the name 
of 9/11 alone in terms of Middle East invasions, mass surveillance 
and control that fulfilled the demands of the Project for the New 
American Century document published by the Sabbatian Neocons. 
What appear to be enemies are on the deep inside players on the 
same Sabbatian team. Israel and Arab ‘royal’ dictatorships are all 
ruled by Sabbatians and the recent peace agreements between Israel 
and Saudi Arabia, the United Arab Emirates (UAE) and others are 
only making formal what has always been the case behind the 
scenes. Palestinians who have been subjected to grotesque tyranny 
since Israel was bombed and terrorised into existence in 1948 have 
never stood a chance. Sabbatian-Frankists have controlled Israel (so 
the constant theme of violence and war which Sabbatians love) and 
they have controlled the Arab countries that Palestinians have 
looked to for real support that never comes. ‘Royal families’ of the 
Arab world in Saudi Arabia, Bahrain, UAE, etc., are all Sabbatians 
with allegiance to the aims of the cult and not what is best for their 
Arabic populations. They have stolen the oil and financial resources 
from their people by false claims to be ‘royal dynasties’ with a 
genetic right to rule and by employing vicious militaries to impose 
their will. 


Satanic ‘illumination’ 

The Satanist Jacob Frank formed an alliance in 1773 with two other 
Sabbatians, Mayer Amschel Rothschild (1744-1812), founder of the 
Rothschild banking dynasty, and Jesuit-educated fraudulent Jew, 
Adam Weishaupt, and this led to the formation of the Bavarian 
Illuminati, firstly under another name, in 1776. The Illuminati would 


be the manipulating force behind the French Revolution (1789-1799) 
and was also involved in the American Revolution (1775-1783) 
before and after the Illuminati’s official creation. Weishaupt would 
later become (in public) a Protestant Christian in archetypal 
Sabbatian style. I read that his name can be decoded as Adam-Weis- 
haupt or ‘the first man to lead those who know’. He wasn’t a leader 
in the sense that he was a subordinate, but he did lead those below 
him in a crusade of transforming human society that still continues 
today. The theme was confirmed as early as 1785 when a horseman 
courier called Lanz was reported to be struck by lighting and 
extensive Illuminati documents were found in his saddlebags. They 
made the link to Weishaupt and detailed the plan for world takeover. 
Current events with ‘Covid’ fascism have been in the making for a 
very long time. Jacob Frank was jailed for 13 years by the Catholic 
Inquisition after his arrest in 1760 and on his release he headed for 
Frankfurt, Germany, home city and headquarters of the House of 
Rothschild where the alliance was struck with Mayer Amschel 
Rothschild and Weishaupt. Rothschild arranged for Frank to be 
given the title of Baron and he became a wealthy nobleman with a 
big following of Jews in Germany, the Austro-Hungarian Empire 
and other European countries. Most of them would have believed he 
was on their side. 

The name ‘Illuminati’ came from the Zohar which is a body of 
works in the Jewish mystical ‘bible’ called the Kabbalah. ‘Zohar’ is 
the foundation of Sabbatian-Frankist belief and in Hebrew ‘Zohar’ 
means ‘splendour’, ‘radiance’, ‘illuminated’, and so we have 
‘Tlluminati’. They claim to be the ‘Illuminated Ones’ from their 
knowledge systematically hidden from the human population and 
passed on through generations of carefully-chosen initiates in the 
global secret society network or Cult. Hidden knowledge includes 
an awareness of the Cult agenda for the world and the nature of our 
collective reality that I will explore later. Cult ‘illumination’ is 
symbolised by the torch held by the Statue of Liberty which was 
gifted to New York by French Freemasons in Paris who knew exactly 
what it represents. ‘Liberty’ symbolises the goddess worshipped in 


Babylon as Queen Semiramis or Ishtar. The significance of this will 
become clear. Notice again the ubiquitous theme of inversion with 
the Statue of ‘Liberty’ really symbolising mass control (Fig 7). A 
mirror-image statute stands on an island in the River Seine in Paris 
from where New York Liberty originated (Fig 8). A large replica of 
the Liberty flame stands on top of the Pont de l’Alma tunnel in Paris 
where Princess Diana died in a Cult ritual described in The Biggest 
Secret. Lucifer ‘the light bringer’ is related to all this (and much more 
as we'll see) and ‘Lucifer’ is a central figure in Sabbatian-Frankism 
and its associated Satanism. Sabbatians reject the Jewish Torah, or 
Pentateuch, the “five books of Moses’ in the Old Testament known as 
Genesis, Exodus, Leviticus, Numbers, and Deuteronomy which are 
claimed by Judaism and Christianity to have been dictated by ‘God’ 
to Moses on Mount Sinai. Sabbatians say these do not apply to them 
and they seek to replace them with the Zohar to absorb Judaism and 
its followers into their inversion which is an expression of a much 
greater global inversion. They want to delete all religions and force 
humanity to worship a one-world religion — Sabbatian Satanism that 
also includes worship of the Earth goddess. Satanic themes are being 
more and more introduced into mainstream society and while 
Christianity is currently the foremost target for destruction the 
others are planned to follow. 


Figure 7: The Cult goddess of Babylon disguised as the Statue of Liberty holding the flame of 
Lucifer the ‘light bringer’. 
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Figure 8: Liberty’s mirror image in Paris where the New York version originated. 


Marx brothers 

Rabbi Marvin Antelman connects the Illuminati to the Jacobins in To 
Eliminate the Opiate and Jacobins were the force behind the French 
Revolution. He links both to the Bund der Gerechten, or League of 
the Just, which was the network that inflicted communism/Marxism 
on the world. Antelman wrote: 


The original inner circle of the Bund der Gerechten consisted of born Catholics, Protestants 
and Jews [Sabbatian-Frankist infiltrators], and those representatives of respective subdivisions 
formulated schemes for the ultimate destruction of their faiths. The heretical Catholics laid 
plans which they felt would take a century or more for the ultimate destruction of the church; 
the apostate Jews for the ultimate destruction of the Jewish religion. 


Sabbatian-created communism connects into this anti-religion 
agenda in that communism does not allow for the free practice of 
religion. The Sabbatian ‘Bund’ became the International Communist 
Party and Communist League and in 1848 ‘Marxism’ was born with 
the Communist Manifesto of Sabbatian assets Karl Marx and 
Friedrich Engels. It is absolutely no coincidence that Marxism, just a 
different name for fascist and other centrally-controlled tyrannies, is 
being imposed worldwide as a result of the ‘Covid’ hoax and nor 
that Marxist/fascist China was the place where the hoax originated. 
The reason for this will become very clear in the chapter “Covid: The 
calculated catastrophe’. The so-called ‘Woke’ mentality has hijacked 


traditional beliefs of the political left and replaced them with far- 
right make-believe ‘social justice’ better known as Marxism. Woke 
will, however, be swallowed by its own perceived ‘revolution’ which 
is really the work of billionaires and billionaire corporations feigning 
being ‘Woke’. Marxism is being touted by Wokers as a replacement 
for ‘capitalism’ when we don’t have ‘capitalism’. We have cartelism 
in which the market is stitched up by the very Cult billionaires and 
corporations bankrolling Woke. Billionaires love Marxism which 
keeps the people in servitude while they control from the top. 
Terminally naive Wokers think they are ‘changing the world’ when 
it’s the Cult that is doing the changing and when they have played 
their vital part and become surplus to requirements they, too, will be 
targeted. The Illuminati-Jacobins were behind the period known as 
‘The Terror’ in the French Revolution in 1793 and 1794 when Jacobin 
Maximillian de Robespierre and his Orwellian ‘Committee of Public 
Safety’ killed 17,000 ‘enemies of the Revolution’ who had once been 
‘friends of the Revolution’. Karl Marx (1818-1883), whose Sabbatian 
creed of Marxism has cost the lives of at least 100 million people, is a 
hero once again to Wokers who have been systematically kept 
ignorant of real history by their ‘education’ programming. As a 
result they now promote a Sabbatian ‘Marxist’ abomination destined 
at some point to consume them. Rabbi Antelman, who spent decades 
researching the Sabbatian plot, said of the League of the Just and 
Karl Marx: 


Contrary to popular opinion Karl Marx did not originate the Communist Manifesto. He was 
paid for his services by the League of the Just, which was known in its country of origin, 
Germany, as the Bund der Geaechteten. 


Antelman said the text attributed to Marx was the work of other 
people and Marx ‘was only repeating what others already said’. 
Marx was ‘a hired hack — lackey of the wealthy Illuminists’. Marx 
famously said that religion was the ‘opium of the people’ (part of the 
Sabbatian plan to demonise religion) and Antelman called his books, 
To Eliminate the Opiate. Marx was born Jewish, but his family 
converted to Christianity (Sabbatian modus operandi) and he 


attacked Jews, not least in his book, A World Without Jews. In doing 
so he supported the Sabbatian plan to destroy traditional Jewishness 
and Judaism which we are clearly seeing today with the vindictive 
targeting of orthodox Jews by the Sabbatian government of Israel 
over ‘Covid’ laws. I don’t follow any religion and it has done much 
damage to the world over centuries and acted as a perceptual 
straightjacket. Renegade Minds, however, are always asking why 
something is being done. It doesn’t matter if they agree or disagree 
with what is happening — why is it happening is the question. The 
‘why?’ can be answered with regard to religion in that religions 
create interacting communities of believers when the Cult wants to 
dismantle all discourse, unity and interaction (see ‘Covid’ 
lockdowns) and the ultimate goal is to delete all religions for a one- 
world religion of Cult Satanism worshipping their ‘god’ of which 
more later. We see the same ‘why?’ with gun control in America. I 
don’t have guns and don’t want them, but why is the Cult seeking to 
disarm the population at the same time that law enforcement 
agencies are armed to their molars and why has every tyrant in 
history sought to disarm people before launching the final takeover? 
They include Hitler, Stalin, Pol Pot and Mao who followed 
confiscation with violent seizing of power. You know it’s a Cult 
agenda by the people who immediately race to the microphones to 
exploit dead people in multiple shootings. Ultra-Zionist Cult lackey 
Senator Chuck Schumer was straight on the case after ten people 
were killed in Boulder, Colorado in March, 2121. Simple rule ... if 
Schumer wants it the Cult wants it and the same with his ultra- 
Zionist mate the wild-eyed Senator Adam Schiff. At the same time 
they were calling for the disarmament of Americans, many of whom 
live a long way from a police response, Schumer, Schiff and the rest 
of these pampered clowns were sitting on Capitol Hill behind a 
razor-wired security fence protected by thousands of armed troops 
in addition to their own armed bodyguards. Mom and pop in an 
isolated home? They’re just potential mass shooters. 


Sabbatian-Frankists and most importantly the Rothschilds were 
behind the creation of ‘Zionism’, a political movement that 
demanded a Jewish homeland in Israel as promised by Sabbatai 
Zevi. The very symbol of Israel comes from the German meaning of 
the name Rothschild. Dynasty founder Mayer Amschel Rothschild 
changed the family name from Bauer to Rothschild, or “Red-Shield’ 
in German, in deference to the six-pointed ‘Star of David’ hexagram 
displayed on the family’s home in Frankfurt. The symbol later 
appeared on the flag of Israel after the Rothschilds were centrally 
involved in its creation. Hexagrams are not a uniquely Jewish 
symbol and are widely used in occult (‘hidden’) networks often as a 
symbol for Saturn (see my other books for why). Neither are 
Zionism and Jewishness interchangeable. Zionism is a political 
movement and philosophy and not a ‘race’ or a people. Many Jews 
oppose Zionism and many non-Jews, including US President Joe 
Biden, call themselves Zionists as does Israel-centric Donald Trump. 
America’s support for the Israel government is pretty much a gimme 
with ultra-Zionist billionaires and corporations providing fantastic 
and dominant funding for both political parties. Former 
Congresswoman Cynthia McKinney has told how she was 
approached immediately she ran for office to ‘sign the pledge’ to 
Israel and confirm that she would always vote in that country’s best 
interests. All American politicians are approached in this way. 
Anyone who refuses will get no support or funding from the 
enormous and all-powerful Zionist lobby that includes organisations 
like mega-lobby group AIPAC, the American Israel Public Affairs 
Committee. Trump’s biggest funder was ultra-Zionist casino and 
media billionaire Sheldon Adelson while major funders of the 
Democratic Party include ultra-Zionist George Soros and ultra- 
Zionist financial and media mogul, Haim Saban. Some may reel back 
at the suggestion that Soros is an Israel-firster (Sabbatian-controlled 
Israel-firster), but Renegade Minds watch the actions not the words 
and everywhere Soros donates his billions the Sabbatian agenda 
benefits. In the spirit of Sabbatian inversion Soros pledged $1 billion 
for anew university network to promote ‘liberal values and tackle 
intolerance’. He made the announcement during his annual speech 


at the Cult-owned World Economic Forum in Davos, Switzerland, in 
January, 2020, after his ‘harsh criticism’ of ‘authoritarian rulers’ 
around the world. You can only laugh at such brazen mendacity. 
How he doesn’t laugh is the mystery. Translated from the Orwellian 
‘liberal values and tackle intolerance’ means teaching non-white 
people to hate white people and for white people to loathe 
themselves for being born white. The reason for that will become 
clear. 


The ‘Anti-Semitism fraud 

Zionists support the Jewish homeland in the land of Palestine which 
has been the Sabbatian-Rothschild goal for so long, but not for the 
benefit of Jews. Sabbatians and their global Anti-Semitism Industry 
have skewed public and political opinion to equate opposing the 
violent extremes of Zionism to be a blanket attack and condemnation 
of all Jewish people. Sabbatians and their global Anti-Semitism 
Industry have skewed public and political opinion to equate 
opposing the violent extremes of Zionism to be a blanket attack and 
condemnation of all Jewish people. This is nothing more than a 
Sabbatian protection racket to stop legitimate investigation and 
exposure of their agendas and activities. The official definition of 
‘anti-Semitism’ has more recently been expanded to include criticism 
of Zionism — a political movement — and this was done to further stop 
exposure of Sabbatian infiltrators who created Zionism as we know 
it today in the 19th century. Renegade Minds will talk about these 
subjects when they know the shit that will come their way. People 
must decide if they want to know the truth or just cower in the 
corner in fear of what others will say. Sabbatians have been trying to 
label me as ‘anti-Semitic’ since the 1990s as I have uncovered more 
and more about their background and agendas. Useless, gutless, 
fraudulent ‘journalists’ then just repeat the smears without question 
and on the day I was writing this section a pair of unquestioning 
repeaters called Ben Quinn and Archie Bland (how appropriate) 
outright called me an ‘anti-Semite’ in the establishment propaganda 
sheet, the London Guardian, with no supporting evidence. The 


Sabbatian Anti-Semitism Industry said so and who are they to 
question that? They wouldn’t dare. Ironically ‘Semitic’ refers to a 
group of languages in the Middle East that are almost entirely 
Arabic. ‘Anti-Semitism’ becomes ‘anti-Arab’ which if the 
consequences of this misunderstanding were not so grave would be 
hilarious. Don’t bother telling Quinn and Bland. I don’t want to 
confuse them, bless ‘em. One reason Iam dubbed ‘anti-Semitic’ is 
that I wrote in the 1990s that Jewish operatives (Sabbatians) were 
heavily involved in the Russian Revolution when Sabbatians 
overthrew the Romanov dynasty. This apparently made me ‘anti- 
Semitic’. Oh, really? Here is a section from The Trigger: 


British journalist Robert Wilton confirmed these themes in his 1920 book The Last Days of the 
Romanovs when he studied official documents from the Russian government to identify the 
members of the Bolshevik ruling elite between 1917 and 1919. The Central Committee 
included 41 Jews among 62 members; the Council of the People’s Commissars had 17 Jews 
out of 22 members; and 458 of the 556 most important Bolshevik positions between 1918 and 
1919 were occupied by Jewish people. Only 17 were Russian. Then there were the 23 Jews 
among the 36 members of the vicious Cheka Soviet secret police established in 1917 who 
would soon appear all across the country. 


Professor Robert Service of Oxford University, an expert on 20th century Russian history, 
found evidence that [‘Jewish’] Leon Trotsky had sought to make sure that Jews were enrolled 
in the Red Army and were disproportionately represented in the Soviet civil bureaucracy that 
included the Cheka which performed mass arrests, imprisonment and executions of ‘enemies 
of the people’. A US State Department Decimal File (861.00/5339) dated November 13th, 
1918, names [Rothschild banking agent in America] Jacob Schiff and a list of ultra-Zionists as 
funders of the Russian Revolution leading to claims of a ‘Jewish plot’, but the key point missed 
by all is they were not ‘Jews’ — they were Sabbatian-Frankists. 


Britain’s Winston Churchill made the same error by mistake or 
otherwise. He wrote in a 1920 edition of the Illustrated Sunday Herald 
that those behind the Russian revolution were part of a “worldwide 
conspiracy for the overthrow of civilisation and for the 
reconstitution of society on the basis of arrested development, of 
envious malevolence, and impossible equality’ (see ‘Woke’ today 
because that has been created by the same network). Churchill said 
there was no need to exaggerate the part played in the creation of 
Bolshevism and in the actual bringing about of the Russian 


Revolution ‘by these international and for the most part atheistical 
Jews’ [‘atheistical Jews’ = Sabbatians]. Churchill said it is certainly a 
very great one and probably outweighs all others: ‘With the notable 
exception of Lenin, the majority of the leading figures are Jews.’ He 
went on to describe, knowingly or not, the Sabbatian modus 
operandi of placing puppet leaders nominally in power while they 
control from the background: 


Moreover, the principal inspiration and driving power comes from the Jewish leaders. Thus 
Tchitcherin, a pure Russian, is eclipsed by his nominal subordinate, Litvinoff, and the 
influence of Russians like Bukharin or Lunacharski cannot be compared with the power of 
Trotsky, or of Zinovieff, the Dictator of the Red Citadel (Petrograd), or of Krassin or Radek — all 
Jews. In the Soviet institutions the predominance of Jews is even more astonishing. And the 
prominent, if not indeed the principal, part in the system of terrorism applied by the 
Extraordinary Commissions for Combatting Counter-Revolution has been taken by Jews, and 
in some notable cases by Jewesses. 


What I said about seriously disproportionate involvement in the 
Russian Revolution by Jewish ‘revolutionaries’ (Sabbatians) is 
provable fact, but truth is no defence against the Sabbatian Anti- 
Semitism Industry, its repeater parrots like Quinn and Bland, and 
the now breathtaking network of so-called ‘Woke’ ‘anti-hate’ groups 
with interlocking leaderships and funding which have the role of 
discrediting and silencing anyone who gets too close to exposing the 
Sabbatians. We have seen ‘truth is no defence’ confirmed in legal 
judgements with the Saskatchewan Human Rights Commission in 
Canada decreeing this: ‘Truthful statements can be presented in a 
manner that would meet the definition of hate speech, and not all 
truthful statements must be free from restriction.’ Most ‘anti-hate’ 
activists, who are themselves consumed by hatred, are too stupid 
and ignorant of the world to know how they are being used. They 
are far too far up their own virtue-signalling arses and it’s far too 
dark for them to see anything. 


The ‘revolution’ game 


The background and methods of the ‘Russian’ Revolution are 
straight from the Sabbatian playbook seen in the French Revolution 


and endless others around the world that appear to start as a 
revolution of the people against tyrannical rule and end up with a 
regime change to more tyrannical rule overtly or covertly. Wars, 
terror attacks and regime overthrows follow the Sabbatian cult 
through history with its agents creating them as Problem-Reaction- 
Solutions to remove opposition on the road to world domination. 
Sabbatian dots connect the Rothschilds with the Illuminati, Jacobins 
of the French Revolution, the ‘Bund’ or League of the Just, the 
International Communist Party, Communist League and the 
Communist Manifesto of Karl Marx and Friedrich Engels that would 
lead to the Rothschild-funded Russian Revolution. The sequence 
comes under the heading of ‘creative destruction’ when you advance 
to your global goal by continually destroying the status quo to install 
a new status quo which you then also destroy. The two world wars 
come to mind. With each new status quo you move closer to your 
planned outcome. Wars and mass murder are to Sabbatians a 
collective blood sacrifice ritual. They are obsessed with death for 
many reasons and one is that death is an inversion of life. Satanists 
and Sabbatians are obsessed with death and often target churches 
and churchyards for their rituals. Inversion-obsessed Sabbatians 
explain the use of inverted symbolism including the inverted 
pentagram and inverted cross. The inversion of the cross has been 
related to targeting Christianity, but the cross was a religious symbol 
long before Christianity and its inversion is a statement about the 
Sabbatian mentality and goals more than any single religion. 


Sabbatians operating in Germany were behind the rise of the 
occult-obsessed Nazis and the subsequent Jewish exodus from 
Germany and Europe to Palestine and the United States after World 
War Two. The Rothschild dynasty was at the forefront of this both as 
political manipulators and by funding the operation. Why would 
Sabbatians help to orchestrate the horrors inflicted on Jews by the 
Nazis and by Stalin after they organised the Russian Revolution? 
Sabbatians hate Jews and their religion, that’s why. They pose as 
Jews and secure positions of control within Jewish society and play 
the ‘anti-Semitism’ card to protect themselves from exposure 


through a global network of organisations answering to the 
Sabbatian-created-and-controlled globe-spanning intelligence 
network that involves a stunning web of military-intelligence 
operatives and operations for a tiny country of just nine million. 
Among them are Jewish assets who are not Sabbatians but have been 
convinced by them that what they are doing is for the good of Israel 
and the Jewish community to protect them from what they have 
been programmed since childhood to believe is a Jew-hating hostile 
world. The Jewish community is just a highly convenient cover to 
hide the true nature of Sabbatians. Anyone getting close to exposing 
their game is accused by Sabbatian place-people and gofers of ‘anti- 
Semitism’ and claiming that all Jews are part of a plot to take over 
the world. I am not saying that. I am saying that Sabbatians — the real 
Jew-haters — have infiltrated the Jewish community to use them both 
as a cover and an ‘anti-Semitic’ defence against exposure. Thus we 
have the Anti-Semitism Industry targeted researchers in this way 
and most Jewish people think this is justified and genuine. They 
don’t know that their ‘Jewish’ leaders and institutions of state, 
intelligence and military are not controlled by Jews at all, but cultists 
and stooges of Sabbatian-Frankism. I once added my name to a pro- 
Jewish freedom petition online and the next time I looked my name 
was gone and text had been added to the petition blurb to attack me 
as an ‘anti-Semite’ such is the scale of perceptual programming. 


I tell the story in The Trigger and a chapter called ‘Atlantic Crossing’ 
how particularly after Israel was established the Sabbatians moved 
in on the United States and eventually grasped control of 
government administration, the political system via both Democrats 
and Republicans, the intelligence community like the CIA and 
National Security Agency (NSA), the Pentagon and mass media. 
Through this seriously compartmentalised network Sabbatians and 
their operatives in Mossad, Israeli Defense Forces (IDF) and US 
agencies pulled off 9/11 and blamed it on 19 ‘Al-Qaeda hijackers’ 
dominated by men from, or connected to, Sabbatian-ruled Saudi 


Arabia. The ‘19’ were not even on the planes let alone flew those big 
passenger jets into buildings while being largely incompetent at 
piloting one-engine light aircraft. ‘Hijacker’ Hani Hanjour who is 
said to have flown American Airlines Flight 77 into the Pentagon 
with a turn and manoeuvre most professional pilots said they would 
have struggled to do was banned from renting a small plane by 
instructors at the Freeway Airport in Bowie, Maryland, just six weeks 
earlier on the grounds that he was an incompetent pilot. The Jewish 
population of the world is just 0.2 percent with even that almost 
entirely concentrated in Israel (75 percent Jewish) and the United 
States (around two percent). This two percent and globally 0.2 
percent refers to Jewish people and not Sabbatian interlopers who are 
a fraction of that fraction. What a sobering thought when you think 
of the fantastic influence on world affairs of tiny Israel and that the 
Project for the New America Century (PNAC) which laid out the 
blueprint in September, 2000, for America’s war on terror and regime 
change wars in Iraq, Libya and Syria was founded and dominated by 
Sabbatians known as ‘Neocons’. The document conceded that this 
plan would not be supported politically or publicly without a major 
attack on American soil and a Problem-Reaction-Solution excuse to 
send troops to war across the Middle East. Sabbatian Neocons said: 


... [The] process of transformation ... [war and regime change] ... is likely to be a long one, 
absent some catastrophic and catalysing event — like a new Pearl Harbor. 


Four months later many of those who produced that document 
came to power with their inane puppet George Bush from the long- 
time Sabbatian Bush family. They included Sabbatian Dick Cheney 
who was Officially vice-president, but really de-facto president for 
the entirety of the ‘Bush’ government. Nine months after the ‘Bush’ 
inauguration came what Bush called at the time ‘the Pearl Harbor of 
the 21st century’ and with typical Sabbatian timing and symbolism 
2001 was the 60th anniversary of the attack in 1941 by the Japanese 
Air Force on Pearl Harbor, Hawaii, which allowed President 
Franklin Delano Roosevelt to take the United States into a Sabbatian- 


instigated Second World War that he said in his election campaign 
that he never would. The evidence is overwhelming that Roosevelt 
and his military and intelligence networks knew the attack was 
coming and did nothing to stop it, but they did make sure that 
America’s most essential naval ships were not in Hawaii at the time. 
Three thousand Americans died in the Pearl Harbor attacks as they 
did on September 11th. By the 9/11 year of 2001 Sabbatians had 
widely infiltrated the US government, military and intelligence 
operations and used their compartmentalised assets to pull off the 
‘Al-Qaeda’ attacks. If you read The Trigger it will blow your mind to 
see the utterly staggering concentration of ‘Jewish’ operatives 
(Sabbatian infiltrators) in essential positions of political, security, 
legal, law enforcement, financial and business power before, during, 
and after the attacks to make them happen, carry them out, and then 
cover their tracks — and I do mean staggering when you think of that 
0.2 percent of the world population and two percent of Americans 
which are Jewish while Sabbatian infiltrators are a fraction of that. A 
central foundation of the 9/11 conspiracy was the hijacking of 
government, military, Air Force and intelligence computer systems 
in real time through “back-door’ access made possible by Israeli 
(Sabbatian) ‘cyber security’ software. Sabbatian-controlled Israel is 
on the way to rivalling Silicon Valley for domination of cyberspace 
and is becoming the dominant force in cyber-security which gives 
them access to entire computer systems and their passcodes across 
the world. Then add to this that Zionists head (officially) Silicon 
Valley giants like Google (Larry Page and Sergey Brin), Google- 
owned YouTube (Susan Wojcicki), Facebook (Mark Zuckerberg and 
Sheryl Sandberg), and Apple (Chairman Arthur D. Levinson), and 
that ultra-Zionist hedge fund billionaire Paul Singer has a $1 billion 
stake in Twitter which is only nominally headed by ‘CEO’ pothead 
Jack Dorsey. As cable news host Tucker Carlson said of Dorsey: 
‘There used to be debate in the medical community whether 
dropping a ton of acid had permanent effects and I think that debate 
has now ended.’ Carlson made the comment after Dorsey told a 
hearing on Capitol Hill (if you cut through his bullshit) that he 


believed in free speech so long as he got to decide what you can hear 
and see. These ‘big names’ of Silicon Valley are only front men and 
women for the Global Cult, not least the Sabbatians, who are the true 
controllers of these corporations. Does anyone still wonder why 
these same people and companies have been ferociously censoring 
and banning people (like me) for exposing any aspect of the Cult 
agenda and especially the truth about the ‘Covid’ hoax which 
Sabbatians have orchestrated? 

The Jeffrey Epstein paedophile ring was a Sabbatian operation. He 
was Officially ‘Jewish’ but he was a Sabbatian and women abused by 
the ring have told me about the high number of ‘Jewish’ people 
involved. The Epstein horror has Sabbatian written all over it and 
matches perfectly their modus operandi and obsession with sex and 
ritual. Epstein was running a Sabbatian blackmail ring in which 
famous people with political and other influence were provided 
with young girls for sex while everything was being filmed and 
recorded on hidden cameras and microphones at his New York 
house, Caribbean island and other properties. Epstein survivors 
have described this surveillance system to me and some have gone 
public. Once the famous politician or other figure knew he or she 
was on video they tended to do whatever they were told. Here we go 
again ...when you've got them by the balls their hearts and minds 
will follow. Sabbatians use this blackmail technique on a wide scale 
across the world to entrap politicians and others they need to act as 
demanded. Epstein’s private plane, the infamous ‘Lolita Express’, 
had many well-known passengers including Bill Clinton while Bill 
Gates has flown on an Epstein plane and met with him four years 
after Epstein had been jailed for paedophilia. They subsequently met 
many times at Epstein’s home in New York according to a witness 
who was there. Epstein’s infamous side-kick was Ghislaine Maxwell, 
daughter of Mossad agent and ultra-Zionist mega-crooked British 
businessman, Bob Maxwell, who at one time owned the Daily Mirror 
newspaper. Maxwell was murdered at sea on his boat in 1991 by 
Sabbatian-controlled Mossad when he became a liability with his 


business empire collapsing as a former Mossad operative has 
confirmed (see The Trigger). 


Money, money, money, funny money... 
Before I come to the Sabbatian connection with the last three US 
presidents I will lay out the crucial importance to Sabbatians of 
controlling banking and finance. Sabbatian Mayer Amschel 
Rothschild set out to dominate this arena in his family’s quest for 
total global control. What is freedom? It is, in effect, choice. The 
more choices you have the freer you are and the fewer your choices 
the more you are enslaved. In the global structure created over 
centuries by Sabbatians the biggest decider and restrictor of choice is 
... money. Across the world if you ask people what they would like 
to do with their lives and why they are not doing that they will reply 
‘I don’t have the money’. This is the idea. A global elite of multi- 
billionaires are described as ‘greedy’ and that is true on one level; 
but control of money — who has it and who doesn’t — is not primarily 
about greed. It’s about control. Sabbatians have seized ever more 
control of finance and sucked the wealth of the world out of the 
hands of the population. We talk now, after all, about the ‘One- 
percent’ and even then the wealthiest are a lot fewer even than that. 
This has been made possible by a money scam so outrageous and so 
vast it could rightly be called the scam of scams founded on creating 
‘money’ out of nothing and ‘loaning’ that with interest to the 
population. Money out of nothing is called ‘credit’. Sabbatians have 
asserted control over governments and banking ever more 
completely through the centuries and secured financial laws that 
allow banks to lend hugely more than they have on deposit in a 
confidence trick known as fractional reserve lending. Imagine if you 
could lend money that doesn’t exist and charge the recipient interest 
for doing so. You would end up in jail. Bankers by contrast end up in 
mansions, private jets, Malibu and Monaco. 

Banks are only required to keep a fraction of their deposits and 
wealth in their vaults and they are allowed to lend ‘money’ they 
don’t have called ‘credit. Go into a bank for a loan and if you succeed 


the banker will not move any real wealth into your account. They 
will type into your account the amount of the agreed ‘loan’ — say 
£100,000. This is not wealth that really exists; it is non-existent, fresh- 
air, created-out-of-nothing ‘credit’ which has never, does not, and 
will never exist except in theory. Credit is backed by nothing except 
wind and only has buying power because people think that it has 
buying power and accept it in return for property, goods and 
services. I have described this situation as like those cartoon 
characters you see chasing each other and when they run over the 
edge of a cliff they keep running forward on fresh air until one of 
them looks down, realises what’s happened, and they all crash into 
the ravine. The whole foundation of the Sabbatian financial system is 
to stop people looking down except for periodic moments when they 
want to crash the system (as in 2008 and 2020 ongoing) and reap the 
rewards from all the property, businesses and wealth their borrowers 
had signed over as ‘collateral’ in return for a ‘loan’ of fresh air. Most 
people think that money is somehow created by governments when 
it comes into existence from the start as a debt through banks 
‘lending’ illusory money called credit. Yes, the very currency of 
exchange is a debt from day one issued as an interest-bearing loan. 
Why don’t governments create money interest-free and lend it to 
their people interest-free? Governments are controlled by Sabbatians 
and the financial system is controlled by Sabbatians for whom 
interest-free money would be a nightmare come true. Sabbatians 
underpin their financial domination through their global network of 
central banks, including the privately-owned US Federal Reserve 
and Britain’s Bank of England, and this is orchestrated by a 
privately-owned central bank coordination body called the Bank for 
International Settlements in Basle, Switzerland, created by the usual 
suspects including the Rockefellers and Rothschilds. Central bank 
chiefs don’t answer to governments or the people. They answer to 
the Bank for International Settlements or, in other words, the Global 
Cult which is dominated today by Sabbatians. 


There are so many constituent scams within the overall banking 
scam. When you take out a loan of thin-air credit only the amount of 
that loan is theoretically brought into circulation to add to the 
amount in circulation; but you are paying back the principle plus 
interest. The additional interest is not created and this means that 
with every ‘loan’ there is a shortfall in the money in circulation 
between what is borrowed and what has to be paid back. There is 
never even close to enough money in circulation to repay all 
outstanding public and private debt including interest. Coldly 
weaved in the very fabric of the system is the certainty that some 
will lose their homes, businesses and possessions to the banking 
‘lender’. This is less obvious in times of ‘boom’ when the amount of 
money in circulation (and the debt) is expanding through more 
people wanting and getting loans. When a downturn comes and the 
money supply contracts it becomes painfully obvious that there is 
not enough money to service all debt and interest. This is less 
obvious in times of ‘boom’ when the amount of money in circulation 
(and the debt) is expanding through more people wanting and 
getting loans. When a downturn comes and the money supply 
contracts and it becomes painfully obvious — as in 2008 and currently 
— that there is not enough money to service all debt and interest. 
Sabbatian banksters have been leading the human population 
through a calculated series of booms (more debt incurred) and busts 
(when the debt can’t be repaid and the banks get the debtor’s 
tangible wealth in exchange for non-existent ‘credit’). With each 
‘bust’ Sabbatian bankers have absorbed more of the world’s tangible 
wealth and we end up with the One-percent. Governments are in 
bankruptcy levels of debt to the same system and are therefore 
owned by a system they do not control. The Federal Reserve, 
‘America’s central bank’, is privately-owned and American 
presidents only nominally appoint its chairman or woman to 
maintain the illusion that it’s an arm of government. It’s not. The 
‘Fed’ is a cartel of private banks which handed billions to its 
associates and friends after the crash of 2008 and has been Sabbatian- 
controlled since it was manipulated into being in 1913 through the 
covert trickery of Rothschild banking agents Jacob Schiff and Paul 


Warburg, and the Sabbatian Rockefeller family. Somehow from a 
Jewish population of two-percent and globally 0.2 percent (Sabbatian 
interlopers remember are far smaller) ultra-Zionists headed the 
Federal Reserve for 31 years between 1987 and 2018 in the form of 
Alan Greenspan, Bernard Bernanke and Janet Yellen (now Biden’s 
Treasury Secretary) with Yellen’s deputy chairman a Israeli- 
American duel citizen and ultra-Zionist Stanley Fischer, a former 
governor of the Bank of Israel. Ultra-Zionist Fed chiefs spanned the 
presidencies of Ronald Reagan (‘Republican’), Father George Bush 
(‘Republican’), Bill Clinton (‘Democrat’), Boy George Bush 
(‘Republican’) and Barack Obama (‘Democrat’). We should really 
add the pre-Greenspan chairman, Paul Adolph Volcker, ‘appointed’ 
by Jimmy Carter (‘Democrat’) who ran the Fed between 1979 and 
1987 during the Carter and Reagan administrations before 
Greenspan took over. Volcker was a long-time associate and business 
partner of the Rothschilds. No matter what the ‘party’ officially in 
power the United States economy was directed by the same force. 
Here are members of the Obama, Trump and Biden administrations 
and see if you can make out a common theme. 


Barack Obama (Democrat) 

Ultra-Zionists Robert Rubin, Larry Summers, and Timothy Geithner 
ran the US Treasury in the Clinton administration and two of them 
reappeared with Obama. Ultra-Zionist Fed chairman Alan 
Greenspan had manipulated the crash of 2008 through deregulation 
and jumped ship just before the disaster to make way for ultra- 
Zionist Bernard Bernanke to hand out trillions to Sabbatian ‘too big 
to fail’ banks and businesses, including the ubiquitous ultra-Zionist 
Goldman Sachs which has an ongoing staff revolving door operation 
between itself and major financial positions in government 
worldwide. Obama inherited the fallout of the crash when he took 
office in January, 2009, and fortunately he had the support of his 
ultra-Zionist White House Chief of Staff Rahm Emmanuel, son of a 
terrorist who helped to bomb Israel into being in 1948, and his ultra- 
Zionist senior adviser David Axelrod, chief strategist in Obama’s two 


successful presidential campaigns. Emmanuel, later mayor of 
Chicago and former senior fundraiser and strategist for Bill Clinton, 
is an example of the Sabbatian policy after Israel was established of 
migrating insider families to America so their children would be 
born American citizens. ‘Obama’ chose this financial team 
throughout his administration to respond to the Sabbatian-instigated 
crisis: 

Timothy Geithner (ultra-Zionist) Treasury Secretary; Jacob J. Lew, 
Treasury Secretary; Larry Summers (ultra-Zionist), director of the 
White House National Economic Council; Paul Adolph Volcker 
(Rothschild business partner), chairman of the Economic Recovery 
Advisory Board; Peter Orszag (ultra-Zionist), director of the Office of 
Management and Budget overseeing all government spending; 
Penny Pritzker (ultra-Zionist), Commerce Secretary; Jared Bernstein 
(ultra-Zionist), chief economist and economic policy adviser to Vice 
President Joe Biden; Mary Schapiro (ultra-Zionist), chair of the 
Securities and Exchange Commission (SEC); Gary Gensler (ultra- 
Zionist), chairman of the Commodity Futures Trading Commission 
(CFTC); Sheila Bair (ultra-Zionist), chair of the Federal Deposit 
Insurance Corporation (FDIC); Karen Mills (ultra-Zionist), head of 
the Small Business Administration (SBA); Kenneth Feinberg (ultra- 
Zionist), Special Master for Executive [bail-out] Compensation. 
Feinberg would be appointed to oversee compensation (with strings) 
to 9/11 victims and families in a campaign to stop them having their 
day in court to question the official story. At the same time ultra- 
Zionist Bernard Bernanke was chairman of the Federal Reserve and 
these are only some of the ultra-Zionists with allegiance to 
Sabbatian-controlled Israel in the Obama government. Obama’s 
biggest corporate donor was ultra-Zionist Goldman Sachs which had 
employed many in his administration. 


Donald Trump (Republican) 

Trump claimed to be an outsider (he wasn’t) who had come to ‘drain 
the swamp’. He embarked on this goal by immediately appointing 
ultra-Zionist Steve Mnuchin, a Goldman Sachs employee for 17 


years, as his Treasury Secretary. Others included Gary Cohn (ultra- 
Zionist), chief operating officer of Goldman Sachs, his first Director 
of the National Economic Council and chief economic adviser, who 
was later replaced by Larry Kudlow (ultra-Zionist). Trump’s senior 
adviser throughout his four years in the White House was his 
sinister son-in-law Jared Kushner, a life-long friend of Israel Prime 
Minister Benjamin Netanyahu. Kushner is the son of a convicted 
crook who was pardoned by Trump in his last days in office. Other 
ultra-Zionists in the Trump administration included: Stephen Miller, 
Senior Policy Adviser; Avrahm Berkowitz, Deputy Adviser to Trump 
and his Senior Adviser Jared Kushner; Ivanka Trump, Adviser to the 
President, who converted to Judaism when she married Jared 
Kushner; David Friedman, Trump lawyer and Ambassador to Israel; 
Jason Greenblatt, Trump Organization executive vice president and 
chief legal officer, who was made Special Representative for 
International Negotiations and the Israeli-Palestinian Conflict; Rod 
Rosenstein, Deputy Attorney General; Elliot Abrams, Special 
Representative for Venezuela, then Iran; John Eisenberg, National 
Security Council Legal Adviser and Deputy Council to the President 
for National Security Affairs; Anne Neuberger, Deputy National 
Manager, National Security Agency; Ezra Cohen-Watnick, Acting 
Under Secretary of Defense for Intelligence; Elan Carr, Special Envoy 
to monitor and combat anti-Semitism; Len Khodorkovsky, Deputy 
Special Envoy to monitor and combat anti-Semitism; Reed Cordish, 
Assistant to the President, Intragovernmental and Technology 
Initiatives. Trump Vice President Mike Pence and Secretary of State 
Mike Pompeo, both Christian Zionists, were also vehement 
supporters of Israel and its goals and ambitions. 

Donald ‘free-speech believer’ Trump pardoned a number of 
financial and violent criminals while ignoring calls to pardon Julian 
Assange and Edward Snowden whose crimes are revealing highly 
relevant information about government manipulation and 
corruption and the widespread illegal surveillance of the American 
people by US ‘security’ agencies. It’s so good to know that Trump is 
on the side of freedom and justice and not mega-criminals with 


allegiance to Sabbatian-controlled Israel. These included a pardon 
for Israeli spy Jonathan Pollard who was jailed for life in 1987 under 
the Espionage Act. Aviem Sella, the Mossad agent who recruited 
Pollard, was also pardoned by Trump while Assange sat in jail and 
Snowden remained in exile in Russia. Sella had ‘fled’ (was helped to 
escape) to Israel in 1987 and was never extradited despite being 
charged under the Espionage Act. A Trump White House statement 
said that Sella’s clemency had been ‘supported by Benjamin 
Netanyahu, Ron Dermer, Israel’s US Ambassador, David Friedman, 
US Ambassador to Israel and Miriam Adelson, wife of leading 
Trump donor Sheldon Adelson who died shortly before. Other 
friends of Jared Kushner were pardoned along with Sholom Weiss 
who was believed to be serving the longest-ever white-collar prison 
sentence of more than 800 years in 2000. The sentence was 
commuted of Ponzi-schemer Eliyahu Weinstein who defrauded Jews 
and others out of $200 million. I did mention that Assange and 
Snowden were ignored, right? Trump gave Sabbatians almost 
everything they asked for in military and political support, moving 
the US Embassy from Tel Aviv to Jerusalem with its critical symbolic 
and literal implications for Palestinian statehood, and the ‘deal of the 
Century’ designed by Jared Kushner and David Friedman which 
gave the Sabbatian Israeli government the green light to 
substantially expand its already widespread program of building 
illegal Jewish-only settlements in the occupied land of the West 
Bank. This made a two-state ‘solution’ impossible by seizing all the 
land of a potential Palestinian homeland and that had been the plan 
since 1948 and then 1967 when the Arab-controlled Gaza Strip, West 
Bank, Sinai Peninsula and Syrian Golan Heights were occupied by 
Israel. All the talks about talks and road maps and delays have been 
buying time until the West Bank was physically occupied by Israeli 
real estate. Trump would have to be a monumentally ill-informed 
idiot not to see that this was the plan he was helping to complete. 
The Trump administration was in so many ways the Kushner 
administration which means the Netanyahu administration which 
means the Sabbatian administration. I understand why many 
opposing Cult fascism in all its forms gravitated to Trump, but he 


was a crucial part of the Sabbatian plan and I will deal with this in 
the next chapter. 


Joe Bitien (Democrat) 

A barely cognitive Joe Biden took over the presidency in January, 
2021, along with his fellow empty shell, Vice-President Kamala 
Harris, as the latest Sabbatian gofers to enter the White House. 
Names on the door may have changed and the ‘party’ — the force 
behind them remained the same as Zionists were appointed to a 
stream of pivotal areas relating to Sabbatian plans and policy. They 
included: Janet Yellen, Treasury Secretary, former head of the Federal 
Reserve, and still another ultra-Zionist running the US Treasury after 
Mnuchin (Trump), Lew and Geithner (Obama), and Summers and 
Rubin (Clinton); Anthony Blinken, Secretary of State; Wendy 
Sherman, Deputy Secretary of State (so that’s ‘Biden’s’ Sabbatian 
foreign policy sorted); Jeff Zients, White House coronavirus 
coordinator; Rochelle Walensky, head of the Centers for Disease 
Control; Rachel Levine, transgender deputy health secretary (that’s 
‘Covid’ hoax policy under control); Merrick Garland, Attorney 
General; Alejandro Mayorkas, Secretary of Homeland Security; Cass 
Sunstein, Homeland Security with responsibility for new 
immigration laws; Avril Haines, Director of National Intelligence; 
Anne Neuberger, National Security Agency cybersecurity director 
(note, cybersecurity); David Cohen, CIA Deputy Director; Ronald 
Klain, Biden’s Chief of Staff (see Rahm Emanuel); Eric Lander, a 
‘leading geneticist’, Office of Science and Technology Policy director 
(see Smart Grid, synthetic biology agenda); Jessica Rosenworcel, 
acting head of the Federal Communications Commission (FCC) 
which controls Smart Grid technology policy and electromagnetic 
communication systems including 5G. How can it be that so many 
pivotal positions are held by two-percent of the American 
population and 0.2 percent of the world population administration 
after administration no matter who is the president and what is the 
party? It’s a coincidence? Of course it’s not and this is why 
Sabbatians have built their colossal global web of interlocking ‘anti- 


hate’ hate groups to condemn anyone who asks these glaring 
questions as an ‘anti-Semite’. The way that Jewish people horrifically 
abused in Sabbatian-backed Nazi Germany are exploited to this end 
is stomach-turning and disgusting beyond words. 


Political fusion 

Sabbatian manipulation has reversed the roles of Republicans and 
Democrats and the same has happened in Britain with the 
Conservative and Labour Parties. Republicans and Conservatives 
were always labelled the ‘right’ and Democrats and Labour the ‘left’, 
but look at the policy positions now and the Democrat-Labour ‘left’ 
has moved further to the ‘right’ than Republicans and Conservatives 
under the banner of ‘Woke’, the Cult-created far-right tyranny. 
Where once the Democrat-Labour ‘left’ defended free speech and 
human rights they now seek to delete them and as I said earlier 
despite the ‘Covid’ fascism of the Jackboot Johnson Conservative 
government in the UK the Labour Party of leader Keir Starmer 
demanded even more extreme measures. The Labour Party has been 
very publicly absorbed by Sabbatians after a political and media 
onslaught against the previous leader, the weak and inept Jeremy 
Corbyn, over made-up allegations of ‘anti-Semitism’ both by him 
and his party. The plan was clear with this ‘anti-Semite’ propaganda 
and what was required in response was a swift and decisive ‘fuck 
off’ from Corbyn and a statement to expose the Anti-Semitism 
Industry (Sabbatian) attempt to silence Labour criticism of the Israeli 
government (Sabbatians) and purge the party of all dissent against 
the extremes of ultra-Zionism (Sabbatians). Instead Corbyn and his 
party fell to their knees and appeased the abusers which, by 
definition, is impossible. Appeasing one demand leads only to anew 
demand to be appeased until takeover is complete. Like I say — ‘fuck 
off’ would have been a much more effective policy and I have used it 
myself with great effect over the years when Sabbatians are on my 
case which is most of the time. I consider that fact a great 
compliment, by the way. The outcome of the Labour Party 
capitulation is that we now have a Sabbatian-controlled 


Conservative Party ‘opposed’ by a Sabbatian-controlled Labour 
Party in a one-party Sabbatian state that hurtles towards the 
extremes of tyranny (the Sabbatian cult agenda). In America the 
situation is the same. Labour’s Keir Starmer spends his days on his 
knees with his tongue out pointing to Tel Aviv, or I guess now 
Jerusalem, while Boris Johnson has an ‘anti-Semitism czar’ in the 
form of former Labour MP John Mann who keeps Starmer company 
on his prayer mat. 

Sabbatian influence can be seen in Jewish members of the Labour 
Party who have been ejected for criticism of Israel including those 
from families that suffered in Nazi Germany. Sabbatians despise real 
Jewish people and target them even more harshly because it is so 
much more difficult to dub them ‘anti-Semitic’ although in their 
desperation they do try. 


CHAPTER THREE 
The Pushbacker sting 


Until you realize how easy it is for your mind to be manipulated, you 
remain the puppet of someone else’s game 
Evita Ochel 


will use the presidencies of Trump and Biden to show how the 

manipulation of the one-party state plays out behind the illusion 
of political choice across the world. No two presidencies could — on 
the face of it — be more different and apparently at odds in terms of 
direction and policy. 

A Renegade Mind sees beyond the obvious and focuses on 
outcomes and consequences and not image, words and waffle. The 
Cult embarked on a campaign to divide America between those who 
blindly support its agenda (the mentality known as ‘Woke’) and 
those who are pushing back on where the Cult and its Sabbatians 
want to go. This presents infinite possibilities for dividing and ruling 
the population by setting them at war with each other and allows a 
perceptual ring fence of demonisation to encircle the Pushbackers in 
a modern version of the Little Big Horn in 1876 when American 
cavalry led by Lieutenant Colonel George Custer were drawn into a 
trap, surrounded and killed by Native American tribes defending 
their land of thousands of years from being seized by the 
government. In this modern version the roles are reversed and it’s 
those defending themselves from the Sabbatian government who are 
surrounded and the government that’s seeking to destroy them. This 
trap was set years ago and to explain how we must return to 2016 


and the emergence of Donald Trump as a candidate to be President 
of the United States. He set out to overcome the best part of 20 other 
candidates in the Republican Party before and during the primaries 
and was not considered by many in those early stages to have a 
prayer of living in the White House. The Republican Party was said 
to have great reservations about Trump and yet somehow he won 
the nomination. When you know how American politics works — 
politics in general — there is no way that Trump could have become 
the party’s candidate unless the Sabbatian-controlled ‘Neocons’ that 
run the Republican Party wanted that to happen. We saw the proof 
in emails and documents made public by WikiLeaks that the 
Democratic Party hierarchy, or Democons, systematically 
undermined the campaign of Bernie Sanders to make sure that 
Sabbatian gofer Hillary Clinton won the nomination to be their 
presidential candidate. If the Democons could do that then the 
Neocons in the Republican Party could have derailed Trump in the 
same way. But they didn’t and at that stage I began to conclude that 
Trump could well be the one chosen to be president. If that was the 
case the ‘why’ was pretty clear to see — the goal of dividing America 
between Cult agenda-supporting Wokers and Pushbackers who 
gravitated to Trump because he was telling them what they wanted 
to hear. His constituency of support had been increasingly ignored 
and voiceless for decades and profoundly through the eight years of 
Sabbatian puppet Barack Obama. Now here was someone speaking 
their language of pulling back from the incessant globalisation of 
political and economic power, the exporting of American jobs to 
China and elsewhere by ‘American’ (Sabbatian) corporations, the 
deletion of free speech, and the mass immigration policies that had 
further devastated job opportunities for the urban working class of 
all races and the once American heartlands of the Midwest. 


Beware the forked tongue 

Those people collectively sighed with relief that at last a political 
leader was apparently on their side, but another trait of the 
Renegade Mind is that you look even harder at people telling you 


what you want to hear than those who are telling you otherwise. 
Obviously as I said earlier people wish what they want to hear to be 
true and genuine and they are much more likely to believe that than 
someone saying what they don’t want to here and don’t want to be 
true. Sales people are taught to be skilled in eliciting by calculated 
questioning what their customers want to hear and repeating that 
back to them as their own opinion to get their targets to like and 
trust them. Assets of the Cult are also sales people in the sense of 
selling perception. To read Cult manipulation you have to play the 
long and expanded game and not fall for the Vaudeville show of 
party politics. Both American parties are vehicles for the Cult and 
they exploit them in different ways depending on what the agenda 
requires at that moment. Trump and the Republicans were used to 
be the focus of dividing America and isolating Pushbackers to open 
the way for a Biden presidency to become the most extreme in 
American history by advancing the full-blown Woke (Cult) agenda 
with the aim of destroying and silencing Pushbackers now labelled 
Nazi Trump supporters and white supremacists. 

Sabbatians wanted Trump in office for the reasons described by 
ultra-Zionist Saul Alinsky (1909-1972) who was promoting the Woke 
philosophy through ‘community organising’ long before anyone had 
heard of it. In those days it still went by its traditional name of 
Marxism. The reason for the manipulated Trump phenomenon was 
laid out in Alinsky’s 1971 book, Rules for Radicals, which was his 
blueprint for overthrowing democratic and other regimes and 
replacing them with Sabbatian Marxism. Not surprisingly his to-do 
list was evident in the Sabbatian French and Russian ‘Revolutions’ 
and that in China which will become very relevant in the next 
chapter about the ‘Covid’ hoax. Among Alinsky’s followers have 
been the deeply corrupt Barack Obama, House Speaker Nancy Pelosi 
and Hillary Clinton who described him as a ‘hero’. All three are 
Sabbatian stooges with Pelosi personifying the arrogant corrupt 
idiocy that so widely fronts up for the Cult inner core. Predictably as 
a Sabbatian advocate of the ‘light-bringer’ Alinsky features Lucifer 
on the dedication page of his book as the original radical who gained 


his own kingdom (‘Earth’ as we shall see). One of Alinsky’s golden 
radical rules was to pick an individual and focus all attention, hatred 
and blame on them and not to target faceless bureaucracies and 
corporations. Rules for Radicals is really a Sabbatian handbook with 
its contents repeatedly employed all over the world for centuries and 
why wouldn’t Sabbatians bring to power their designer-villain to be 
used as the individual on which all attention, hatred and blame was 
bestowed? This is what they did and the only question for me is how 
much Trump knew that and how much he was manipulated. A bit of 
both, I suspect. This was Alinsky’s Trump technique from a man 
who died in 1972. The technique has spanned history: 


Pick the target, freeze it, personalize it, polarize it. Don’t try to attack abstract corporations or 
bureaucracies. Identify a responsible individual. Ignore attempts to shift or spread the blame. 


From the moment Trump came to illusory power everything was 
about him. It wasn’t about Republican policy or opinion, but all 
about Trump. Everything he did was presented in negative, 
derogatory and abusive terms by the Sabbatian-dominated media 
led by Cult operations such as CNN, MSNBC, The New York Times 
and the Jeff Bezos-owned Washington Post — ‘Pick the target, freeze it, 
personalize it, polarize it.’ Trump was turned into a demon to be 
vilified by those who hated him and a demi-god loved by those who 
worshipped him. This, in turn, had his supporters, too, presented as 
equally demonic in preparation for the punchline later down the line 
when Biden was about to take office. It was here’s a Trump, there’s a 
Trump, everywhere a Trump, Trump. Virtually every news story or 
happening was filtered through the lens of ‘The Donald’. You loved 
him or hated him and which one you chose was said to define you as 
Satan’s spawn or a paragon of virtue. Even supporting some Trump 
policies or statements and not others was enough for an assault on 
your character. No shades of grey were or are allowed. Everything is 
black and white (literally and figuratively). A Californian I knew had 
her head utterly scrambled by her hatred for Trump while telling 
people they should love each other. She was so totally consumed by 


Trump Derangement Syndrome as it became to be known that this 
glaring contradiction would never have occurred to her. By 
definition anyone who criticised Trump or praised his opponents 
was a hero and this lady described Joe Biden as ‘a kind, honest 
gentleman’ when he’s a provable liar, mega-crook and vicious piece 
of work to boot. Sabbatians had indeed divided America using 
Trump as the fall-guy and all along the clock was ticking on the 
consequences for his supporters. 


In hock to his masters 

Trump gave Sabbatians via Israel almost everything they wanted in 
his four years. Ask and you shall receive was the dynamic between 
himself and Benjamin Netanyahu orchestrated by Trump’s ultra- 
Zionist son-in-law Jared Kushner, his ultra-Zionist Ambassador to 
Israel, David Friedman, and ultra-Zionist ‘Israel adviser’, Jason 
Greenblatt. The last two were central to the running and protecting 
from collapse of his business empire, the Trump Organisation, and 
colossal business failures made him forever beholding to Sabbatian 
networks that bailed him out. By the start of the 1990s Trump owed 
$4 billion to banks that he couldn’t pay and almost $1billion of that 
was down to him personally and not his companies. This mega- 
disaster was the result of building two new casinos in Atlantic City 
and buying the enormous Taj Mahal operation which led to 
crippling debt payments. He had borrowed fantastic sums from 72 
banks with major Sabbatian connections and although the scale of 
debt should have had him living in a tent alongside the highway 
they never foreclosed. A plan was devised to lift Trump from the 
mire by BT Securities Corporation and Rothschild Inc. and the case 
was handled by Wilber Ross who had worked for the Rothschilds for 
27 years. Ross would be named US Commerce Secretary after 
Trump’s election. Another crucial figure in saving Trump was ultra- 
Zionist ‘investor’ Carl Icahn who bought the Taj Mahal casino. Icahn 
was made special economic adviser on financial regulation in the 
Trump administration. He didn’t stay long but still managed to find 
time to make a tidy sum of a reported $31.3 million when he sold his 


holdings affected by the price of steel three days before Trump 
imposed a 235 percent tariff on steel imports. What amazing bits of 
luck these people have. Trump and Sabbatian operatives have long 
had a close association and his mentor and legal adviser from the 
early 1970s until 1986 was the dark and genetically corrupt ultra- 
Zionist Roy Cohn who was chief counsel to Senator Joseph 
McCarthy’s ‘communist’ witch-hunt in the 1950s. Esquire magazine 
published an article about Cohn with the headline ‘Don’t mess with 
Roy Cohn’. He was described as the most feared lawyer in New York 
and ‘a ruthless master of dirty tricks ... [with] ... more than one Mafia 
Don on speed dial’. Cohn’s influence, contacts, support and 
protection made Trump a front man for Sabbatians in New York 
with their connections to one of Cohn’s many criminal employers, 
the ‘Russian’ Sabbatian Mafia. Israel-centric media mogul Rupert 
Murdoch was introduced to Trump by Cohn and they started a long 
friendship. Cohn died in 1986 weeks after being disbarred for 
unethical conduct by the Appellate Division of the New York State 
Supreme Court. The wheels of justice do indeed run slow given the 
length of Cohn’s crooked career. 


QAnon-sense 

We are asked to believe that Donald Trump with his fundamental 
connections to Sabbatian networks and operatives has been leading 
the fight to stop the Sabbatian agenda for the fascistic control of 
America and the world. Sure he has. A man entrapped during his 
years in the White House by Sabbatian operatives and whose biggest 
financial donor was casino billionaire Sheldon Adelson who was 
Sabbatian to his DNA?? Oh, do come on. Trump has been used to 
divide America and isolate Pushbackers on the Cult agenda under 
the heading of ‘Trump supporters’, ‘insurrectionists’ and ‘white 
supremacists’. The US Intelligence/Mossad Psyop or psychological 
operation known as QAnon emerged during the Trump years as a 
central pillar in the Sabbatian campaign to lead Pushbackers into the 
trap set by those that wished to destroy them. I knew from the start 
that QAnon was a scam because I had seen the same scenario many 


times before over 30 years under different names and I had written 
about one in particular in the books. “Not again’ was my reaction 
when QAnon came to the fore. The same script is pulled out every 
few years and a new name added to the letterhead. The story always 
takes the same form: ‘Insiders’ or ‘the good guys’ in the government- 
intelligence-military ‘Deep State’ apparatus were going to instigate 
mass arrests of the ‘bad guys’ which would include the Rockefellers, 
Rothschilds, Barack Obama, Hillary Clinton, George Soros, etc., etc. 
Dates are given for when the ‘good guys’ are going to move in, but 
the dates pass without incident and new dates are given which pass 
without incident. The central message to Pushbackers in each case is 
that they don’t have to do anything because there is ‘a plan’ and it is 
all going to be sorted by the ‘good guys’ on the inside. ‘Trust the 
plan’ was a QAnon mantra when the only plan was to misdirect 
Pushbackers into putting their trust in a Psyop they believed to be 
real. Beware, beware, those who tell you what you want to hear and 
always check it out. Right up to Biden’s inauguration QAnon was 
still claiming that ‘the Storm’ was coming and Trump would stay on 
as president when Biden and his cronies were arrested and jailed. It 
was never going to happen and of course it didn’t, but what did 
happen as a result provided that punchline to the Sabbatian 
Trump/QAnon Psyop. 

On January 6th, 2021, a very big crowd of Trump supporters 
gathered in the National Mall in Washington DC down from the 
Capitol Building to protest at what they believed to be widespread 
corruption and vote fraud that stopped Trump being re-elected for a 
second term as president in November, 2020. I say as someone that 
does not support Trump or Biden that the evidence is clear that 
major vote-fixing went on to favour Biden, a man with cognitive 
problems so advanced he can often hardly string a sentence together 
without reading the words written for him on the Teleprompter. 
Glaring ballot discrepancies included serious questions about 
electronic voting machines that make vote rigging a comparative 
cinch and hundreds of thousands of paper votes that suddenly 
appeared during already advanced vote counts and virtually all of 


them for Biden. Early Trump leads in crucial swing states suddenly 
began to close and disappear. The pandemic hoax was used as the 
excuse to issue almost limitless numbers of mail-in ballots with no 
checks to establish that the recipients were still alive or lived at that 
address. They were sent to streams of people who had not even 
asked for them. Private organisations were employed to gather these 
ballots and who knows what they did with them before they turned 
up at the counts. The American election system has been 
manipulated over decades to become a sick joke with more holes 
than a Swiss cheese for the express purpose of dictating the results. 
Then there was the criminal manipulation of information by 
Sabbatian tech giants like Facebook, Twitter and Google-owned 
YouTube which deleted pro-Irump, anti-Biden accounts and posts 
while everything in support of Biden was left alone. Sabbatians 
wanted Biden to win because after the dividing of America it was 
time for full-on Woke and every aspect of the Cult agenda to be 
unleashed. 


Hunter gatherer 

Extreme Silicon Valley bias included blocking information by the 
New York Post exposing a Biden scandal that should have ended his 
bid for president in the final weeks of the campaign. Hunter Biden, 
his monumentally corrupt son, is reported to have sent a laptop to 
be repaired at a local store and failed to return for it. Time passed 
until the laptop became the property of the store for non-payment of 
the bill. When the owner saw what was on the hard drive he gave a 
copy to the FBI who did nothing even though it confirmed 
widespread corruption in which the Joe Biden family were using his 
political position, especially when he was vice president to Obama, 
to make multiple millions in countries around the world and most 
notably Ukraine and China. Hunter Biden’s one-time business 
partner Tony Bobulinski went public when the story broke in the 
New York Post to confirm the corruption he saw and that Joe Biden 
not only knew what was going on he also profited from the spoils. 
Millions were handed over by a Chinese company with close 


connections — like all major businesses in China — to the Chinese 
communist party of President Xi Jinping. Joe Biden even boasted at a 
meeting of the Cult’s World Economic Forum that as vice president 
he had ordered the government of Ukraine to fire a prosecutor. What 
he didn’t mention was that the same man just happened to be 
investigating an energy company which was part of Hunter Biden’s 
corrupt portfolio. The company was paying him big bucks for no 
other reason than the influence his father had. Overnight Biden’s 
presidential campaign should have been over given that he had lied 
publicly about not knowing what his son was doing. Instead almost 
the entire Sabbatian-owned mainstream media and Sabbatian- 
owned Silicon Valley suppressed circulation of the story. This alone 
went a mighty way to rigging the election of 2020. Cult assets like 
Mark Zuckerberg at Facebook also spent hundreds of millions to be 
used in support of Biden and vote ‘administration’. 


The Cult had used Trump as the focus to divide America and was 
now desperate to bring in moronic, pliable, corrupt Biden to 
complete the double-whammy. No way were they going to let little 
things like the will of the people thwart their plan. Silicon Valley 
widely censored claims that the election was rigged because it was 
rigged. For the same reason anyone claiming it was rigged was 
denounced as a ‘white supremacist’ including the pathetically few 
Republican politicians willing to say so. Right across the media 
where the claim was mentioned it was described as a ‘false claim’ 
even though these excuses for ‘journalists’ would have done no 
research into the subject whatsoever. Trump won seven million more 
votes than any sitting president had ever achieved while somehow a 
cognitively-challenged soon to be 78-year-old who was hidden away 
from the public for most of the campaign managed to win more 
votes than any presidential candidate in history. It makes no sense. 
You only had to see election rallies for both candidates to witness the 
enthusiasm for Trump and the apathy for Biden. Tens of thousands 
would attend Trump events while Biden was speaking in empty car 
parks with often only television crews attending and framing their 
shots to hide the fact that no one was there. It was pathetic to see 


footage come to light of Biden standing at a podium making 
speeches only to TV crews and party fixers while reading the words 
written for him on massive Teleprompter screens. So, yes, those 
protestors on January 6th had a point about election rigging, but 
some were about to walk into a trap laid for them in Washington by 
the Cult Deep State and its QAnon Psyop. This was the Capitol Hill 
riot ludicrously dubbed an ‘insurrection’. 


The spider and the fly 

Renegade Minds know there are not two ‘sides’ in politics, only one 
side, the Cult, working through all ‘sides’. It’s a stage show, a puppet 
show, to direct the perceptions of the population into focusing on 
diversions like parties and candidates while missing the puppeteers 
with their hands holding all the strings. The Capitol Hill 
‘insurrection’ brings us back to the Little Big Horn. Having created 
two distinct opposing groupings — Woke and Pushbackers — the trap 
was about to be sprung. Pushbackers were to be encircled and 
isolated by associating them all in the public mind with Trump and 
then labelling Trump as some sort of Confederate leader. I knew 
immediately that the Capitol riot was a set-up because of two things. 
One was how easy the rioters got into the building with virtually no 
credible resistance and secondly I could see — as with the ‘Covid’ 
hoax in the West at the start of 2020 — how the Cult could exploit the 
situation to move its agenda forward with great speed. My 
experience of Cult techniques and activities over more than 30 years 
has showed me that while they do exploit situations they haven't 
themselves created this never happens with events of fundamental 
agenda significance. Every time major events giving cultists the 
excuse to rapidly advance their plan you find they are manipulated 
into being for the specific reason of providing that excuse — Problem- 
Reaction-Solution. Only a tiny minority of the huge crowd of 
Washington protestors sought to gain entry to the Capitol by 
smashing windows and breaching doors. That didn’t matter. The 
whole crowd and all Pushbackers, even if they did not support 
Trump, were going to be lumped together as dangerous 


insurrectionists and conspiracy theorists. The latter term came into 
widespread use through a CIA memo in the 1960s aimed at 
discrediting those questioning the nonsensical official story of the 
Kennedy assassination and it subsequently became widely 
employed by the media. It’s still being used by inept ‘journalists’ 
with no idea of its origin to discredit anyone questioning anything 
that authority claims to be true. When you are perpetrating a 
conspiracy you need to discredit the very word itself even though 
the dictionary definition of conspiracy is merely ‘the activity of 
secretly planning with other people to do something bad or illegal’ 
and ‘a general agreement to keep silent about a subject for the 
purpose of keeping it secret’. On that basis there are conspiracies 
almost wherever you look. For obvious reasons the Cult and its 
lapdog media have to claim there are no conspiracies even though 
the word appears in state laws as with conspiracy to defraud, to 
murder, and to corrupt public morals. 


Agent provocateurs are widely used by the Cult Deep State to 
manipulate genuine people into acting in ways that suit the desired 
outcome. By genuine in this case I mean protestors genuinely 
supporting Trump and claims that the election was stolen. In among 
them, however, were agents of the state wearing the garb of Trump 
supporters and QAnon to pump-prime the Capital riot which some 
genuine Trump supporters naively fell for. I described the situation 
as ‘Come into my parlour said the spider to the fly’. Leaflets 
appeared through the Woke paramilitary arm Antifa, the anti-fascist 
fascists, calling on supporters to turn up in Washington looking like 
Trump supporters even though they hated him. Some of those 
arrested for breaching the Capitol Building were sourced to Antifa 
and its stable mate Black Lives Matter. Both organisations are funded 
by Cult billionaires and corporations. One man charged for the riot 
was according to his lawyer a former FBI agent who had held top 
secret security clearance for 40 years. Attorney Thomas Plofchan said 
of his client, 66-year-old Thomas Edward Caldwell: 


He has held a Top Secret Security Clearance since 1979 and has undergone multiple Special 
Background Investigations in support of his clearances. After retiring from the Navy, he 


worked as a section chief for the Federal Bureau of Investigation from 2009-2010 as a GS-12 
[mid-level employee]. 


He also formed and operated a consulting firm performing work, often classified, for U.S 
government customers including the US. Drug Enforcement Agency, Department of Housing 
and Urban Development, the US Coast Guard, and the US Army Personnel Command. 


A judge later released Caldwell pending trial in the absence of 
evidence about a conspiracy or that he tried to force his way into the 
building. The New York Post reported a ‘law enforcement source’ as 
saying that ‘at least two known Antifa members were spotted’ on 
camera among Trump supporters during the riot while one of the 
rioters arrested was John Earle Sullivan, a seriously extreme Black 
Lives Matter Trump-hater from Utah who was previously arrested 
and charged in July, 2020, over a BLM-Antifa riot in which drivers 
were threatened and one was shot. Sullivan is the founder of Utah- 
based Insurgence USA which is an affiliate of the Cult-created-and- 
funded Black Lives Matter movement. Footage appeared and was 
then deleted by Twitter of Trump supporters calling out Antifa 
infiltrators and a group was filmed changing into pro-Trump 
clothing before the riot. Security at the building was pathetic — as 
planned. Colonel Leroy Fletcher Prouty, a man with long experience 
in covert operations working with the US security apparatus, once 
described the tell-tale sign to identify who is involved in an 
assassination. He said: 


No one has to direct an assassination — it happens. The active role is played secretly by 
permitting it to happen. This is the greatest single clue. Who has the power to call off or 
reduce the usual security precautions? 


This principle applies to many other situations and certainly to the 
Capitol riot of January 6th, 2021. 


The sting 

With such a big and potentially angry crowd known to be gathering 
near the Capitol the security apparatus would have had a major 
police detail to defend the building with National Guard troops on 


standby given the strength of feeling among people arriving from all 
over America encouraged by the QAnon Psyop and statements by 
Donald Trump. Instead Capitol Police ‘security’ was flimsy, weak, 
and easily breached. The same number of officers was deployed as 
on a regular day and that is a blatant red flag. They were not staffed 
or equipped for a possible riot that had been an obvious possibility 
in the circumstances. No protective and effective fencing worth the 
name was put in place and there were no contingency plans. The 
whole thing was basically a case of standing aside and waving 
people in. Once inside police mostly backed off apart from one 
Capitol police officer who ridiculously shot dead unarmed Air Force 
veteran protestor Ashli Babbitt without a warning as she climbed 
through a broken window. The ‘investigation’ refused to name or 
charge the officer after what must surely be considered a murder in 
the circumstances. They just lifted a carpet and swept. The story was 
endlessly repeated about five people dying in the ‘armed 
insurrection’ when there was no report of rioters using weapons. 
Apart from Babbitt the other four died from a heart attack, strokes 
and apparently a drug overdose. Capitol police officer Brian Sicknick 
was reported to have died after being bludgeoned with a fire 
extinguisher when he was alive after the riot was over and died later 
of what the Washington Medical Examiner’s Office said was a stroke. 
Sicknick had no external injuries. The lies were delivered like rapid 
fire. There was a narrative to build with incessant repetition of the lie 
until the lie became the accepted ‘everybody knows that’ truth. The 
‘Big Lie’ technique of Nazi Propaganda Minister Joseph Goebbels is 
constantly used by the Cult which was behind the Nazis and is 
today behind the ‘Covid’ and ‘climate change’ hoaxes. Goebbels 
said: 


If you tell a lie big enough and keep repeating it, people will eventually come to believe it. 
The lie can be maintained only for such time as the State can shield the people from the 
political, economic and/or military consequences of the lie. It thus becomes vitally important 
for the State to use all of its powers to repress dissent, for the truth is the mortal enemy of the 
lie, and thus by extension, the truth is the greatest enemy of the State. 


Most protestors had a free run of the Capitol Building. This 
allowed pictures to be taken of rioters in iconic parts of the building 
including the Senate chamber which could be used as propaganda 
images against all Pushbackers. One Congresswoman described the 
scene as ‘the worst kind of non-security anybody could ever 
imagine’. Well, the first part was true, but someone obviously did 
imagine it and made sure it happened. Some photographs most 
widely circulated featured people wearing QAnon symbols and now 
the Psyop would be used to dub all QAnon followers with the 
ubiquitous fit-all label of “white supremacist’ and ‘insurrectionists’. 
When a Muslim extremist called Noah Green drove his car at two 
police officers at the Capitol Building killing one in April, 2021, there 
was no such political and media hysteria. They were just 
disappointed he wasn’t white. 


The witch-hunt 


Government prosecutor Michael Sherwin, an aggressive, dark-eyed, 
professional Rottweiler led the ‘investigation’ and to call it over the 
top would be to understate reality a thousand fold. Hundreds were 
tracked down and arrested for the crime of having the wrong 
political views and people were jailed who had done nothing more 
than walk in the building, committed no violence or damage to 
property, took a few pictures and left. They were labelled a ‘threat to 
the Republic’ while Biden sat in the White House signing executive 
orders written for him that were dismantling ‘the Republic’. Even 
when judges ruled that a mother and son should not be in jail the 
government kept them there. Some of those arrested have been 
badly beaten by prison guards in Washington and lawyers for one 
man said he suffered a fractured skull and was made blind in one 
eye. Meanwhile a woman is shot dead for no reason by a Capitol 
Police officer and we are not allowed to know who he is never mind 
what has happened to him although that will be nothing. The Cult’s 
QAnon/Trump sting to identify and isolate Pushbackers and then 
target them on the road to crushing and deleting them was a 
resounding success. You would have thought the Russians had 


invaded the building at gunpoint and lined up senators for a firing 
squad to see the political and media reaction. Congresswoman 
Alexandria Ocasio-Cortez is a child in a woman’s body, a terrible- 
twos, me, me, me, Woker narcissist of such proportions that words 
have no meaning. She said she thought she was going to die when 
‘insurrectionists’ banged on her office door. It turned out she wasn’t 
even in the Capitol Building when the riot was happening and the 
‘banging’ was a Capitol Police officer. She referred to herself as a 
‘survivor’ which is an insult to all those true survivors of violent and 
sexual abuse while she lives her pampered and privileged life 
talking drivel for a living. Her Woke colleague and fellow mega- 
narcissist Rashida Tlaib broke down describing the devastating 
effect on her, too, of not being in the building when the rioters were 
there. Ocasio-Cortez and Tlaib are members of a fully-Woke group 
of Congresswomen known as ‘The Squad’ along with Ilhan Omar 
and Ayanna Pressley. The Squad from what I can see can be 
identified by its vehement anti-white racism, anti-white men agenda, 
and, as always in these cases, the absence of brain cells on active 
duty. 

The usual suspects were on the riot case immediately in the form 
of Democrat ultra-Zionist senators and operatives Chuck Schumer 
and Adam Schiff demanding that Trump be impeached for ‘his part 
in the insurrection’. The same pair of prats had led the failed 
impeachment of Trump over the invented ‘Russia collusion’ 
nonsense which claimed Russia had helped Trump win the 2016 
election. I didn’t realise that Tel Aviv had been relocated just outside 
Moscow. I must find an up-to-date map. The Russia hoax was a 
Sabbatian operation to keep Trump occupied and impotent and to 
stop any rapport with Russia which the Cult wants to retain as a 
perceptual enemy to be pulled out at will. Puppet Biden began 
attacking Russia when he came to office as the Cult seeks more 
upheaval, division and war across the world. A two-year stage show 
‘Russia collusion inquiry’ headed by the not-very-bright former 9/11 
FBI chief Robert Mueller, with support from 19 lawyers, 40 FBI 
agents plus intelligence analysts, forensic accountants and other 


staff, devoured tens of millions of dollars and found no evidence of 
Russia collusion which a ten-year-old could have told them on day 
one. Now the same moronic Schumer and Schiff wanted a second 
impeachment of Trump over the Capitol ‘insurrection’ (riot) which 
the arrested development of Schumer called another ‘Pearl Harbor’ 
while others compared it with 9/11 in which 3,000 died and, in the 
case of CNN, with the Rwandan genocide in the 1990s in which an 
estimated 500,000 to 600,000 were murdered, between 250, 000 and 
500,000 women were raped, and populations of whole towns were 
hacked to death with machetes. To make those comparisons purely 
for Cult political reasons is beyond insulting to those that suffered 
and lost their lives and confirms yet again the callous inhumanity 
that we are dealing with. Schumer is a monumental idiot and so is 
Schiff, but they serve the Cult agenda and do whatever they’re told 
so they get looked after. Talking of idiots — another inane man who 
spanned the Russia and Capitol impeachment attempts was Senator 
Eric Swalwell who had the nerve to accuse Trump of collusion with 
the Russians while sleeping with a Chinese spy called Christine Fang 
or ‘Fang Fang’ which is straight out of a Bond film no doubt starring 
Klaus Schwab as the bloke living on a secret island and controlling 
laser weapons positioned in space and pointing at world capitals. 
Fang Fang plays the part of Bond’s infiltrator girlfriend which I’m 
sure she would enjoy rather more than sharing a bed with the 
brainless Swalwell, lying back and thinking of China. The FBI 
eventually warned Swalwell about Fang Fang which gave her time 
to escape back to the Chinese dictatorship. How very thoughtful of 
them. The second Trump impeachment also failed and hardly 
surprising when an impeachment is supposed to remove a sitting 
president and by the time it happened Trump was no longer 
president. These people are running your country America, well, 
officially anyway. Terrifying isn’t it? 


Outcomes tell the story - always 
The outcome of all this — and it’s the outcome on which Renegade 
Minds focus, not the words — was that a vicious, hysterical and 


obviously pre-planned assault was launched on Pushbackers to 
censor, silence and discredit them and even targeted their right to 
earn a living. They have since been condemned as ‘domestic 
terrorists’ that need to be treated like Al-Qaeda and Islamic State. 
‘Domestic terrorists’ is a label the Cult has been trying to make stick 
since the period of the Oklahoma bombing in 1995 which was 
blamed on ‘far-right domestic terrorists’. If you read The Trigger you 
will see that the bombing was clearly a Problem-Reaction-Solution 
carried out by the Deep State during a Bill Clinton administration so 
corrupt that no dictionary definition of the term would even nearly 
suffice. Nearly 30, 000 troops were deployed from all over America 
to the empty streets of Washington for Biden’s inauguration. Ten 
thousand of them stayed on with the pretext of protecting the capital 
from insurrectionists when it was more psychological programming 
to normalise the use of the military in domestic law enforcement in 
support of the Cult plan for a police-military state. Biden’s fascist 
administration began a purge of ‘wrong-thinkers’ in the military 
which means anyone that is not on board with Woke. The Capitol 
Building was surrounded by a fence with razor wire and the Land of 
the Free was further symbolically and literally dismantled. The circle 
was completed with the installation of Biden and the exploitation of 
the QAnon Psyop. 

America had never been so divided since the civil war of the 19th 
century, Pushbackers were isolated and dubbed terrorists and now, 
as was always going to happen, the Cult immediately set about 
deleting what little was left of freedom and transforming American 
society through a swish of the hand of the most controlled 
‘president’ in American history leading (officially at least) the most 
extreme regime since the country was declared an independent state 
on July 4th, 1776. Biden issued undebated, dictatorial executive 
orders almost by the hour in his opening days in office across the 
whole spectrum of the Cult wish-list including diluting controls on 
the border with Mexico allowing thousands of migrants to illegally 
enter the United States to transform the demographics of America 
and import an election-changing number of perceived Democrat 


voters. Then there were Biden deportation amnesties for the already 
illegally resident (estimated to be as high as 20 or even 30 million). A 
bill before Congress awarded American citizenship to anyone who 
could prove they had worked in agriculture for just 180 days in the 
previous two years as ‘Big Ag’ secured its slave labour long-term. 
There were the plans to add new states to the union such as Puerto 
Rico and making Washington DC a state. They are all parts of a plan 
to ensure that the Cult-owned Woke Democrats would be 
permanently in power. 


Border — what border? 

I have exposed in detail in other books how mass immigration into 
the United States and Europe is the work of Cult networks fuelled by 
the tens of billions spent to this and other ends by George Soros and 
his global Open Society (open borders) Foundations. The impact can 
be seen in America alone where the population has increased by 100 
million in little more than 30 years mostly through immigration. I 
wrote in The Answer that the plan was to have so many people 
crossing the southern border that the numbers become unstoppable 
and we are now there under Cult-owned Biden. El Salvador in 
Central America puts the scale of what is happening into context. A 
third of the population now lives in the United States, much of it 
illegally, and many more are on the way. The methodology is to 
crush Central and South American countries economically and 
spread violence through machete-wielding psychopathic gangs like 
MS-13 based in El Salvador and now operating in many American 
cities. Biden-imposed lax security at the southern border means that 
it is all but open. He said before his ‘election’ that he wanted to see a 
surge towards the border if he became president and that was the 
green light for people to do just that after election day to create the 
human disaster that followed for both America and the migrants. 
When that surge came the imbecilic Alexandria Ocasio-Cortez said it 
wasn’t a ‘surge’ because they are ‘children, not insurgents’ and the 
term ‘surge’ (used by Biden) was a claim of ‘white supremacists’. 


This disingenuous lady may one day enter the realm of the most 
basic intelligence, but it won’t be any time soon. 


Sabbatians and the Cult are in the process of destroying America 
by importing violent people and gangs in among the genuine to 
terrorise American cities and by overwhelming services that cannot 
cope with the sheer volume of new arrivals. Something similar is 
happening in Europe as Western society in general is targeted for 
demographic and cultural transformation and upheaval. The plan 
demands violence and crime to create an environment of 
intimidation, fear and division and Soros has been funding the 
election of district attorneys across America who then stop 
prosecuting many crimes, reduce sentences for violent crimes and 
free as many violent criminals as they can. Sabbatians are creating 
the chaos from which order — their order — can respond in a classic 
Problem-Reaction-Solution. A Freemasonic moto says ‘Ordo Ab 
Chao’ (Order out of Chaos) and this is why the Cult is constantly 
creating chaos to impose a new ‘order’. Here you have the reason 
the Cult is constantly creating chaos. The ‘Covid’ hoax can be seen 
with those entering the United States by plane being forced to take a 
‘Covid’ test while migrants flooding through southern border 
processing facilities do not. Nothing is put in the way of mass 
migration and if that means ignoring the government’s own ‘Covid’ 
rules then so be it. They know it’s all bullshit anyway. Any pushback 
on this is denounced as ‘racist’ by Wokers and Sabbatian fronts like 
the ultra-Zionist Anti-Defamation League headed by the appalling 
Jonathan Greenblatt which at the same time argues that Israel should 
not give citizenship and voting rights to more Palestinian Arabs or 
the ‘Jewish population’ (in truth the Sabbatian network) will lose 
control of the country. 


Society-changing numbers 

Biden’s masters have declared that countries like El Salvador are so 
dangerous that their people must be allowed into the United States 
for humanitarian reasons when there are fewer murders in large 
parts of many Central American countries than in US cities like 


Baltimore. That is not to say Central America cannot be a dangerous 
place and Cult-controlled American governments have been making 
it so since way back, along with the dismantling of economies, in a 
long-term plan to drive people north into the United States. Parts of 
Central America are very dangerous, but in other areas the story is 
being greatly exaggerated to justify relaxing immigration criteria. 
Migrants are being offered free healthcare and education in the 
United States as another incentive to head for the border and there is 
no requirement to be financially independent before you can enter to 
prevent the resources of America being drained. You can’t blame 
migrants for seeking what they believe will be a better life, but they 
are being played by the Cult for dark and nefarious ends. The 
numbers since Biden took office are huge. In February, 2021, more 
than 100,000 people were known to have tried to enter the US 
illegally through the southern border (it was 34,000 in the same 
month in 2020) and in March it was 170,000 — a 418 percent increase 
on March, 2020. These numbers are only known people, not the ones 
who get in unseen. The true figure for migrants illegally crossing the 
border in a single month was estimated by one congressman at 
250,000 and that number will only rise under Biden’s current policy. 
Gangs of murdering drug-running thugs that control the Mexican 
side of the border demand money — thousands of dollars — to let 
migrants cross the Rio Grande into America. At the same time gun 
battles are breaking out on the border several times a week between 
rival Mexican drug gangs (which now operate globally) who are 
equipped with sophisticated military-grade weapons, grenades and 
armoured vehicles. While the Capitol Building was being ‘protected’ 
from a non-existent ‘threat’ by thousands of troops, and others were 
still deployed at the time in the Cult Neocon war in Afghanistan, the 
southern border of America was left to its fate. This is not 
incompetence, it is cold calculation. 

By March, 2021, there were 17,000 unaccompanied children held at 
border facilities and many of them are ensnared by people traffickers 
for paedophile rings and raped on their journey north to America. 
This is not conjecture — this is fact. Many of those designated 


children are in reality teenage boys or older. Meanwhile Wokers 
posture their self-purity for encouraging poor and tragic people to 
come to America and face this nightmare both on the journey and at 
the border with the disgusting figure of House Speaker Nancy Pelosi 
giving disingenuous speeches about caring for migrants. The 
womans evil. Wokers condemned Trump for having children in 
cages at the border (so did Obama, Shhhh), but now they are sleeping 
on the floor without access to a shower with one border facility 729 
percent over capacity. The Biden insanity even proposed flying 
migrants from the southern border to the northern border with 
Canada for ‘processing’. The whole shambles is being overseen by 
ultra-Zionist Secretary of Homeland Security, the moronic liar 
Alejandro Mayorkas, who banned news cameras at border facilities 
to stop Americans seeing what was happening. Mayorkas said there 
was not a ban on news crews; it was just that they were not allowed 
to film. Alongside him at Homeland Security is another ultra-Zionist 
Cass Sunstein appointed by Biden to oversee new immigration laws. 
Sunstein despises conspiracy researchers to the point where he 
suggests they should be banned or taxed for having such views. The 
man is not bonkers or anything. He’s perfectly well-adjusted, but 
adjusted to what is the question. Criticise what is happening and 
you are a ‘white supremacist’ when earlier non-white immigrants 
also oppose the numbers which effect their lives and opportunities. 
Black people in poor areas are particularly damaged by uncontrolled 
immigration and the increased competition for work opportunities 
with those who will work for less. They are also losing voting power 
as Hispanics become more dominant in former black areas. It’s a 
downward spiral for them while the billionaires behind the policy 
drone on about how much they care about black people and 
‘racism’. None of this is about compassion for migrants or black 
people — that’s just wind and air. Migrants are instead being 
mercilessly exploited to transform America while the countries they 
leave are losing their future and the same is true in Europe. Mass 
immigration may now be the work of Woke Democrats, but it can be 
traced back to the 1986 Immigration Reform and Control Act (it 


wasn’t) signed into law by Republican hero President Ronald 
Reagan which gave amnesty to millions living in the United States 
illegally and other incentives for people to head for the southern 
border. Here we have the one-party state at work again. 


Almost every aspect of what I have been exposing as the Cult 
agenda was on display in even the first days of ‘Biden’ with silencing 
of Pushbackers at the forefront of everything. A Renegade Mind will 
view the Trump years and QAnon in a very different light to their 
supporters and advocates as the dots are connected. The 
QAnon/Trump Psyop has given the Cult all it was looking for. We 
may not know how much, or little, that Trump realised he was being 
used, but that’s a side issue. This pincer movement produced the 
desired outcome of dividing America and having Pushbackers 
isolated. To turn this around we have to look at new routes to 
empowerment which do not include handing our power to other 
people and groups through what I will call the ‘Save Me Syndrome’ 
—‘I want someone else to do it so that I don’t have to’. We have seen 
this at work throughout human history and the QAnon/Trump 
Psyop is only the latest incarnation alongside all the others. Religion 
is an obvious expression of this when people look to a ‘god’ or priest 
to save them or tell them how to be saved and then there are ‘save 
me’ politicians like Trump. Politics is a diversion and not a ‘saviour’. 
It is a means to block positive change, not make it possible. 


Save Me Syndrome always comes with the same repeating theme 
of handing your power to whom or what you believe will save you 
while your real ‘saviour’ stares back from the mirror every morning. 
Renegade Minds are constantly vigilant in this regard and always 
asking the question ‘What can I do?’ rather than ‘What can someone 
else do for me?’ Gandhi was right when he said: “You must be the 
change you want to see in the world.’ We are indeed the people we 
have been waiting for. We are presented with a constant raft of 
reasons to concede that power to others and forget where the real 
power is. Humanity has the numbers and the Cult does not. It has to 


use diversion and division to target the unstoppable power that 
comes from unity. Religions, governments, politicians, corporations, 
media, QAnon, are all different manifestations of this power- 
diversion and dilution. Refusing to give your power to governments 
and instead handing it to Trump and QAnon is not to take a new 
direction, but merely to recycle the old one with new names on the 
posters. I will explore this phenomenon as we proceed and how to 
break the cycles and recycles that got us here through the mists of 
repeating perception and so repeating history. 

For now we shall turn to the most potent example in the entire 
human story of the consequences that follow when you give your 
power away. I am talking, of course, of the ‘Covid’ hoax. 


CHAPTER FOUR 
‘Covid': Calculated catastrophe 


Facts are threatening to those invested in fraud 
DaShanne Stokes 


e can easily unravel the real reason for the ‘Covid pandemic’ 

hoax by employing the Renegade Mind methodology that I 
have outlined this far. We’ll start by comparing the long-planned 
Cult outcome with the ‘Covid pandemic’ outcome. Know the 
outcome and you'll see the journey. 

I have highlighted the plan for the Hunger Games Society which 
has been in my books for so many years with the very few 
controlling the very many through ongoing dependency. To create 
this dependency it is essential to destroy independent livelihoods, 
businesses and employment to make the population reliant on the 
state (the Cult) for even the basics of life through a guaranteed 
pittance income. While independence of income remained these Cult 
ambitions would be thwarted. With this knowledge it was easy to 
see where the ‘pandemic’ hoax was going once talk of ‘lockdowns’ 
began and the closing of all but perceived ‘essential’ businesses to 
‘save’ us from an alleged ‘deadly virus’. Cult corporations like 
Amazon and Walmart were naturally considered ‘essential’ while 
mom and pop shops and stores had their doors closed by fascist 
decree. As a result with every new lockdown and new regulation 
more small and medium, even large businesses not owned by the 
Cult, went to the wall while Cult giants and their frontmen and 
women grew financially fatter by the second. Mom and pop were 


denied an income and the right to earn a living and the wealth of 
people like Jeff Bezos (Amazon), Mark Zuckerberg (Facebook) and 
Sergei Brin and Larry Page (Google/Alphabet) have reached record 
levels. The Cult was increasing its own power through further 
dramatic concentrations of wealth while the competition was being 
destroyed and brought into a state of dependency. Lockdowns have 
been instigated to secure that very end and were never anything to 
do with health. My brother Paul spent 45 years building up a bus 
repair business, but lockdowns meant buses were running at a 
fraction of normal levels for months on end. Similar stories can told 
in their hundreds of millions worldwide. Efforts of a lifetime coldly 
destroyed by Cult multi-billionaires and their lackeys in government 
and law enforcement who continued to earn their living from the 
taxation of the people while denying the right of the same people to 
earn theirs. How different it would have been if those making and 
enforcing these decisions had to face the same financial hardships of 
those they affected, but they never do. 


Behind it all in the full knowledge of what he is doing and why is 
the psychopathic figure of Cult operative Bill Gates. His puppet 
Tedros at the World Health Organization declared ‘Covid’ a 
pandemic in March, 2020. The WHO had changed the definition of a 
‘pandemic’ in 2009 just a month before declaring the ‘swine flu 
pandemic’ which would not have been so under the previous 
definition. The same applies to ‘Covid’. The definition had 
included... ‘an infection by an infectious agent, occurring 
simultaneously in different countries, with a significant mortality 
rate relative to the proportion of the population infected’. The new 
definition removed the need for ‘significant mortality’. The 
‘pandemic’ has been fraudulent even down to the definition, but 
Gates demanded economy-destroying lockdowns, school closures, 
social distancing, mandatory masks, a ‘vaccination’ for every man, 
woman and child on the planet and severe consequences and 
restrictions for those that refused. Who gave him this power? The 


Cult did which he serves like a little boy in short trousers doing 
what his daddy tells him. He and his psychopathic missus even 
smiled when they said that much worse was to come (what they 
knew was planned to come). Gates responded in the matter-of-fact 
way of all psychopaths to a question about the effect on the world 
economy of what he was doing: 


Well, it won’t go to zero but it will shrink. Global GDP is probably going to take the biggest 
hit ever [Gates was smiling as he said this] ... in my lifetime this will be the greatest economic 
hit. But you don’t have a choice. People act as if you have a choice. People don’t feel like 
going to the stadium when they might get infected ... People are deeply affected by seeing 
these stats, by knowing they could be part of the transmission chain, old people, their parents 
and grandparents, could be affected by this, and so you don’t get to say ignore what is going 
on here. 


There will be the ability to open up, particularly in rich countries, if things are done well over 
the next few months, but for the world at large normalcy only returns when we have largely 
vaccinated the entire population. 


The man has no compassion or empathy. How could he when he’s 
a psychopath like all Cult players? My own view is that even beyond 
that he is very seriously mentally ill. Look in his eyes and you can 
see this along with his crazy flailing arms. You don’t do what he has 
done to the world population since the start of 2020 unless you are 
mentally ill and at the most extreme end of psychopathic. You 
especially don’t do it when to you know, as we shall see, that cases 
and deaths from ‘Covid’ are fakery and a product of monumental 
figure massaging. ‘These stats’ that Gates referred to are based on a 
‘test’ that’s not testing for the ‘virus’ as he has known all along. He 
made his fortune with big Cult support as an infamously ruthless 
software salesman and now buys global control of ‘health’ (death) 
policy without the population he affects having any say. It’s a 
breathtaking outrage. Gates talked about people being deeply 
affected by fear of ‘Covid’ when that was because of him and his 
global network lying to them minute-by-minute supported by a 
lying media that he seriously influences and funds to the tune of 
hundreds of millions. He’s handed big sums to media operations 
including the BBC, NBC, Al Jazeera, Univision, PBS NewsHour, 


ProPublica, National Journal, The Guardian, The Financial Times, The 
Atlantic, Texas Tribune, USA Today publisher Gannett, Washington 
Monthly, Le Monde, Center for Investigative Reporting, Pulitzer 
Center on Crisis Reporting, National Press Foundation, International 
Center for Journalists, Solutions Journalism Network, the Poynter 
Institute for Media Studies, and many more. Gates is everywhere in 
the ‘Covid’ hoax and the man must go to prison — or a mental facility 
— for the rest of his life and his money distributed to those he has 
taken such enormous psychopathic pleasure in crushing. 


The Muscle 

The Hunger Games global structure demands a police-military state 
— a fusion of the two into one force — which viciously imposes the 
will of the Cult on the population and protects the Cult from public 
rebellion. In that regard, too, the ‘Covid’ hoax just keeps on giving. 
Often unlawful, ridiculous and contradictory ‘Covid’ rules and 
regulations have been policed across the world by moronic 
automatons and psychopaths made faceless by face-nappy masks 
and acting like the Nazi SS and fascist blackshirts and brownshirts of 
Hitler and Mussolini. The smallest departure from the rules decreed 
by the psychos in government and their clueless gofers were jumped 
upon by the face-nappy fascists. Brutality against public protestors 
soon became commonplace even on girls, women and old people as 
the brave men with the batons — the Face-Nappies as I call them — 
broke up peaceful protests and handed out fines like confetti to 
people who couldn’t earn a living let alone pay hundreds of pounds 
for what was once an accepted human right. Robot Face-Nappies of 
Nottingham police in the English East Midlands fined one group 
£11,000 for attending a child’s birthday party. For decades I charted 
the transformation of law enforcement as genuine, decent officers 
were replaced with psychopaths and the brain dead who would 
happily and brutally do whatever their masters told them. Now they 
were let loose on the public and I would emphasise the point that 
none of this just happened. The step-by-step change in the dynamic 
between police and public was orchestrated from the shadows by 


those who knew where this was all going and the same with the 
perceptual reframing of those in all levels of authority and official 
administration through ‘training courses’ by organisations such as 
Common Purpose which was created in the late 1980s and given a 
massive boost in Blair era Britain until it became a global 
phenomenon. Supposed public ‘servants’ began to view the 
population as the enemy and the same was true of the police. This 
was the start of the explosion of behaviour manipulation 
organisations and networks preparing for the all-war on the human 
psyche unleashed with the dawn of 2020. I will go into more detail 
about this later in the book because it is a core part of what is 
happening. 

Police desecrated beauty spots to deter people gathering and 
arrested women for walking in the countryside alone ‘too far’ from 
their homes. We had arrogant, clueless sergeants in the Isle of Wight 
police where I live posting on Facebook what they insisted the 
population must do or else. A schoolmaster sergeant called Radford 
looked young enough for me to ask if his mother knew he was out, 
but he was posting what he expected people to do while a Sergeant 
Wilkinson boasted about fining lads for meeting in a McDonald’s car 
park where they went to get a lockdown takeaway. Wilkinson added 
that he had even cancelled their order. What a pair of prats these 
people are and yet they have increasingly become the norm among 
Jackboot Johnson’s Yellowshirts once known as the British police. 
This was the theme all over the world with police savagery common 
during lockdown protests in the United States, the Netherlands, and 
the fascist state of Victoria in Australia under its tyrannical and 
again moronic premier Daniel Andrews. Amazing how tyrannical 
and moronic tend to work as a team and the same combination 
could be seen across America as arrogant, narcissistic Woke 
governors and mayors such as Gavin Newsom (California), Andrew 
Cuomo (New York), Gretchen Whitmer (Michigan), Lori Lightfoot 
(Chicago) and Eric Garcetti (Los Angeles) did their Nazi and Stalin 
impressions with the full support of the compliant brutality of their 
enforcers in uniform as they arrested small business owners defying 


fascist shutdown orders and took them to jail in ankle shackles and 
handcuffs. This happened to bistro owner Marlena Pavlos-Hackney 
in Gretchen Whitmer’s fascist state of Michigan when police arrived 
to enforce an order by a state-owned judge for ‘putting the 
community at risk’ at a time when other states like Texas were 
dropping restrictions and migrants were pouring across the 
southern border without any ‘Covid’ questions at all. I’m sure there 
are many officers appalled by what they are ordered to do, but not 
nearly enough of them. If they were truly appalled they would not 
do it. As the months passed every opportunity was taken to have the 
military involved to make their presence on the streets ever more 
familiar and ‘normal’ for the longer-term goal of police-military 
fusion. 

Another crucial element to the Hunger Games enforcement 
network has been encouraging the public to report neighbours and 
others for ‘breaking the lockdown rules’. The group faced with 
£11,000 in fines at the child’s birthday party would have been 
dobbed-in by a neighbour with a brain the size of a pea. The 
technique was most famously employed by the Stasi secret police in 
communist East Germany who had public informants placed 
throughout the population. A police chief in the UK says his force 
doesn’t need to carry out ‘Covid’ patrols when they are flooded with 
so many calls from the public reporting other people for visiting the 
beach. Dorset police chief James Vaughan said people were so 
enthusiastic about snitching on their fellow humans they were now 
operating as an auxiliary arm of the police: ‘We are still getting 
around 400 reports a week from the public, so we will respond to 
reports ...We won't need to be doing hotspot patrols because people 
are very quick to pick the phone up and tell us.’ Vaughan didn’t say 
that this is a pillar of all tyrannies of whatever complexion and the 
means to hugely extend the reach of enforcement while spreading 
distrust among the people and making them wary of doing anything 
that might get them reported. Those narcissistic Isle of Wight 
sergeants Radford and Wilkinson never fail to add a link to their 
Facebook posts where the public can inform on their fellow slaves. 


Neither would be self-aware enough to realise they were imitating 
the Stasi which they might well never have heard of. Government 
psychologists that I will expose later laid out a policy to turn 
communities against each other in the same way. 


A coincidence? Yep, and | can knit fog 

I knew from the start of the alleged pandemic that this was a Cult 
operation. It presented limitless potential to rapidly advance the Cult 
agenda and exploit manipulated fear to demand that every man, 
woman and child on the planet was ‘vaccinated’ in a process never 
used on humans before which infuses self-replicating synthetic 
material into human cells. Remember the plan to transform the 
human body from a biological to a synthetic biological state. I’ll deal 
with the ‘vaccine’ (that’s not actually a vaccine) when I focus on the 
genetic agenda. Enough to say here that mass global ‘vaccination’ 
justified by this ‘new virus’ set alarms ringing after 30 years of 
tracking these people and their methods. The ‘Covid’ hoax officially 
beginning in China was also a big red flag for reasons I will be 
explaining. The agenda potential was so enormous that I could 
dismiss any idea that the ‘virus’ appeared naturally. Major 
happenings with major agenda implications never occur without 
Cult involvement in making them happen. My questions were 
twofold in early 2020 as the media began its campaign to induce 
global fear and hysteria: Was this alleged infectious agent released 
on purpose by the Cult or did it even exist at all? I then did what I 
always do in these situations. I sat, observed and waited to see 
where the evidence and information would take me. By March and 
early April synchronicity was strongly — and ever more so since then 
— pointing me in the direction of there is no ‘virus’. 1 went public on 
that with derision even from swathes of the alternative media that 
voiced a scenario that the Chinese government released the ‘virus’ in 
league with Deep State elements in the United States from a top- 
level bio-lab in Wuhan where the ‘virus’ is said to have first 
appeared. I looked at that possibility, but I didn’t buy it for several 
reasons. Deaths from the ‘virus’ did not in any way match what they 


would have been with a ‘deadly bioweapon’ and it is much more 
effective if you sell the illusion of an infectious agent rather than 
having a real one unless you can control through injection who has it 
and who doesn’t. Otherwise you lose control of events. A made-up 
‘virus’ gives you a blank sheet of paper on which you can make it do 
whatever you like and have any symptoms or mutant ‘variants’ you 
choose to add while a real infectious agent would limit you to what 
it actually does. A phantom disease allows you to have endless 
ludicrous ‘studies’ on the ‘Covid’ dollar to widen the perceived 
impact by inventing ever more ‘at risk’ groups including one study 
which said those who walk slowly may be almost four times more 
likely to die from the ‘virus’. People are in psychiatric wards for less. 


A real ‘deadly bioweapon’ can take out people in the hierarchy 
that are not part of the Cult, but essential to its operation. Obviously 
they don’t want that. Releasing a real disease means you 
immediately lose control of it. Releasing an illusory one means you 
don’t. Again it’s vital that people are extra careful when dealing with 
what they want to hear. A bioweapon unleashed from a Chinese 
laboratory in collusion with the American Deep State may fit a 
conspiracy narrative, but is it true? Would it not be far more effective 
to use the excuse of a ‘virus’ to justify the real bioweapon — the 
‘vaccine’? That way your disease agent does not have to be 
transmitted and arrives directly through a syringe. I saw a French 
virologist Luc Montagnier quoted in the alternative media as saying 
he had discovered that the alleged ‘new’ severe acute respiratory 
syndrome coronavirus , or SARS-CoV-2, was made artificially and 
included elements of the human immunodeficiency ‘virus’ (HIV) 
and a parasite that causes malaria. SARS-CoV-2 is alleged to trigger 
an alleged illness called Covid-19. I remembered Montagnier’s name 
from my research years before into claims that an HIV ‘retrovirus’ 
causes AIDs — claims that were demolished by Berkeley virologist 
Peter Duesberg who showed that no one had ever proved that HIV 
causes acquired immunodeficiency syndrome or AIDS. Claims that 
become accepted as fact, publicly and medically, with no proof 
whatsoever are an ever-recurring story that profoundly applies to 


‘Covid’. Nevertheless, despite the lack of proof, Montagnier’s team 
at the Pasteur Institute in Paris had a long dispute with American 
researcher Robert Gallo over which of them discovered and isolated 
the HIV ‘virus’ and with no evidence found it to cause AIDS. You will 
see later that there is also no evidence that any ‘virus’ causes any 
disease or that there is even such a thing as a ‘virus’ in the way it is 
said to exist. The claim to have ‘isolated’ the HIV ‘virus’ will be 
presented in its real context as we come to the shocking story — and 
it is a story — of SARS-CoV-2 and so will Montagnier’s assertion that 
he identified the full SARS-CoV-2 genome. 


Hoax in the making 

We can pick up the ‘Covid’ story in 2010 and the publication by the 
Rockefeller Foundation of a document called ‘Scenarios for the 
Future of Technology and International Development’. The inner 
circle of the Rockefeller family has been serving the Cult since John 
D. Rockefeller (1839-1937) made his fortune with Standard Oil. It is 
less well known that the same Rockefeller — the Bill Gates of his day 
— was responsible for establishing what is now referred to as ‘Big 
Pharma’, the global network of pharmaceutical companies that make 
outrageous profits dispensing scalpel and drug ‘medicine’ and are 
obsessed with pumping vaccines in ever-increasing number into as 
many human arms and backsides as possible. John D. Rockefeller 
was the driving force behind the creation of the ‘education’ system 
in the United States and elsewhere specifically designed to program 
the perceptions of generations thereafter. The Rockefeller family 
donated exceptionally valuable land in New York for the United 
Nations building and were central in establishing the World Health 
Organization in 1948 as an agency of the UN which was created 
from the start as a Trojan horse and stalking horse for world 
government. Now enter Bill Gates. His family and the Rockefellers 
have long been extremely close and I have seen genealogy which 
claims that if you go back far enough the two families fuse into the 
same bloodline. Gates has said that the Bill and Melinda Gates 
Foundation was inspired by the Rockefeller Foundation and why not 


when both are serving the same Cult? Major tax-exempt foundations 
are overwhelmingly criminal enterprises in which Cult assets fund 
the Cult agenda in the guise of ‘philanthropy’ while avoiding tax in 
the process. Cult operatives can become mega-rich in their role of 
front men and women for the psychopaths at the inner core and 
they, too, have to be psychopaths to knowingly serve such evil. Part 
of the deal is that a big percentage of the wealth gleaned from 
representing the Cult has to be spent advancing the ambitions of the 
Cult and hence you have the Rockefeller Foundation, Bill and 
Melinda Gates Foundation (and so many more) and people like 
George Soros with his global Open Society Foundations spending 
their billions in pursuit of global Cult control. Gates is a global 
public face of the Cult with his interventions in world affairs 
including Big Tech influence; a central role in the ‘Covid’ and 
‘vaccine’ scam; promotion of the climate change shakedown; 
manipulation of education; geoengineering of the skies; and his 
food-control agenda as the biggest owner of farmland in America, 
his GMO promotion and through other means. As one writer said: 
‘Gates monopolizes or wields disproportionate influence over the 
tech industry, global health and vaccines, agriculture and food policy 
(including biopiracy and fake food), weather modification and other 
climate technologies, surveillance, education and media.’ The almost 
limitless wealth secured through Microsoft and other not-allowed- 
to-fail ventures (including vaccines) has been ploughed into a long, 
long list of Cult projects designed to enslave the entire human race. 
Gates and the Rockefellers have been working as one unit with the 
Rockefeller-established World Health Organization leading global 
‘Covid’ policy controlled by Gates through his mouth-piece Tedros. 
Gates became the WHO’s biggest funder when Trump announced 
that the American government would cease its donations, but Biden 
immediately said he would restore the money when he took office in 
January, 2021. The Gates Foundation (the Cult) owns through 
limitless funding the world health system and the major players 
across the globe in the ‘Covid’ hoax. 


Okay, with that background we return to that Rockefeller 
Foundation document of 2010 headed ‘Scenarios for the Future of 
Technology and International Development’ and its ‘imaginary’ 
epidemic of a virulent and deadly influenza strain which infected 20 
percent of the global population and killed eight million in seven 
months. The Rockefeller scenario was that the epidemic destroyed 
economies, closed shops, offices and other businesses and led to 
governments imposing fierce rules and restrictions that included 
mandatory wearing of face masks and body-temperature checks to 
enter communal spaces like railway stations and supermarkets. The 
document predicted that even after the height of the Rockefeller- 
envisaged epidemic the authoritarian rule would continue to deal 
with further pandemics, transnational terrorism, environmental 
crises and rising poverty. Now you may think that the Rockefellers 
are our modern-day seers or alternatively, and rather more likely, 
that they well knew what was planned a few years further on. 
Fascism had to be imposed, you see, to ‘protect citizens from risk 
and exposure’. The Rockefeller scenario document said: 


During the pandemic, national leaders around the world flexed their authority and imposed 
airtight rules and restrictions, from the mandatory wearing of face masks to body-temperature 
checks at the entries to communal spaces like train stations and supermarkets. Even after the 
pandemic faded, this more authoritarian control and oversight of citizens and their activities 
stuck and even intensified. In order to protect themselves from the spread of increasingly 
global problems — from pandemics and transnational terrorism to environmental crises and 
rising poverty — leaders around the world took a firmer grip on power. 


At first, the notion of a more controlled world gained wide acceptance and approval. Citizens 
willingly gave up some of their sovereignty — and their privacy — to more paternalistic states in 
exchange for greater safety and stability. Citizens were more tolerant, and even eager, for top- 
down direction and oversight, and national leaders had more latitude to impose order in the 
ways they saw fit. 


In developed countries, this heightened oversight took many forms: biometric IDs for all 
citizens, for example, and tighter regulation of key industries whose stability was deemed vital 
to national interests. In many developed countries, enforced cooperation with a suite of new 
regulations and agreements slowly but steadily restored both order and, importantly, 
economic growth. 


There we have the prophetic Rockefellers in 2010 and three years 
later came their paper for the Global Health Summit in Beijing, 
China, when government representatives, the private sector, 
international organisations and groups met to discuss the next 100 
years of ‘global health’. The Rockefeller Foundation-funded paper 
was called ‘Dreaming the Future of Health for the Next 100 Years 
and more prophecy ensued as it described a dystopian future: ‘The 
abundance of data, digitally tracking and linking people may mean 
the ‘death of privacy’ and may replace physical interaction with 
transient, virtual connection, generating isolation and raising 
questions of how values are shaped in virtual networks.’ Next in the 
‘Covid’ hoax preparation sequence came a ‘table top’ simulation in 
2018 for another ‘imaginary’ pandemic of a disease called Clade X 
which was said to kill 900 million people. The exercise was 
organised by the Gates-funded Johns Hopkins University’s Center 
for Health Security in the United States and this is the very same 
university that has been compiling the disgustingly and 
systematically erroneous global figures for ‘Covid’ cases and deaths. 
Similar Johns Hopkins health crisis scenarios have included the Dark 
Winter exercise in 2001 and Atlantic Storm in 2005. 


Nostradamus 201 

For sheer predictive genius look no further prophecy-watchers than 
the Bill Gates-funded Event 201 held only six weeks before the 
‘coronavirus pandemic’ is supposed to have broken out in China 
and Event 201 was based on a scenario of a global ‘coronavirus 
pandemic’. Melinda Gates, the great man’s missus, told the BBC that 
he had ‘prepared for years’ for a coronavirus pandemic which told 
us what we already knew. Nostradamugates had predicted in a TED 
talk in 2015 that a pandemic was coming that would kill a lot of 
people and demolish the world economy. My god, the man is a 
machine — possibly even literally. Now here he was only weeks 
before the real thing funding just such a simulated scenario and 
involving his friends and associates at Johns Hopkins, the World 
Economic Forum Cult-front of Klaus Schwab, the United Nations, 


Johnson & Johnson, major banks, and officials from China and the 
Centers for Disease Control in the United States. What synchronicity 
— Johns Hopkins would go on to compile the fraudulent ‘Covid’ 
figures, the World Economic Forum and Schwab would push the 
‘Great Reset’ in response to ‘Covid’, the Centers for Disease Control 
would be at the forefront of “Covid’ policy in the United States, 
Johnson & Johnson would produce a ‘Covid vaccine’, and 
everything would officially start just weeks later in China. Spooky, 
eh? They were even accurate in creating a simulation of a ‘virus’ 
pandemic because the ‘real thing’ would also be a simulation. Event 
201 was not an exercise preparing for something that might happen; 
it was a rehearsal for what those in control knew was going to 
happen and very shortly. Hours of this simulation were posted on 
the Internet and the various themes and responses mirrored what 
would soon be imposed to transform human society. News stories 
were inserted and what they said would be commonplace a few 
weeks later with still more prophecy perfection. Much discussion 
focused on the need to deal with misinformation and the ‘anti-vax 
movement’ which is exactly what happened when the ‘virus’ arrived 
— was Said to have arrived — in the West. 

Cult-owned social media banned criticism and exposure of the 
official ‘virus’ narrative and when I said there was no ‘virus’ in early 
April, 2020, I was banned by one platform after another including 
YouTube, Facebook and later Twitter. The mainstream broadcast 
media in Britain was in effect banned from interviewing me by the 
Tony-Blair-created government broadcasting censor Ofcom headed 
by career government bureaucrat Melanie Dawes who was 
appointed just as the ‘virus’ hoax was about to play out in January, 
2020. At the same time the Ickonic media platform was using Vimeo, 
another ultra-Zionist-owned operation, while our own player was 
being created and they deleted in an instant hundreds of videos, 
documentaries, series and shows to confirm their unbelievable 
vindictiveness. We had copies, of course, and they had to be restored 
one by one when our player was ready. These people have no class. 
Sabbatian Facebook promised free advertisements for the Gates- 


controlled World Health Organization narrative while deleting ‘false 
claims and conspiracy theories’ to stop ‘misinformation’ about the 
alleged coronavirus. All these responses could be seen just a short 
while earlier in the scenarios of Event 201. Extreme censorship was 
absolutely crucial for the Cult because the official story was so 
ridiculous and unsupportable by the evidence that it could never 
survive open debate and the free-flow of information and opinion. If 
you can’t win a debate then don’t have one is the Cult’s approach 
throughout history. Facebook’s little boy front man — front boy — 
Mark Zuckerberg equated ‘credible and accurate information’ with 
official sources and exposing their lies with ‘misinformation’. 


Silencing those that can see 

The censorship dynamic of Event 201 is now the norm with an army 
of narrative-supporting ‘fact-checker’ organisations whose entire 
reason for being is to tell the public that official narratives are true 
and those exposing them are lying. One of the most appalling of 
these ‘fact-checkers’ is called NewsGuard founded by ultra-Zionist 
Americans Gordon Crovitz and Steven Brill. Crovitz is a former 
publisher of The Wall Street Journal, former Executive Vice President 
of Dow Jones, a member of the Council on Foreign Relations (CFR), 
and on the board of the American Association of Rhodes Scholars. 
The CFR and Rhodes Scholarships, named after Rothschild agent 
Cecil Rhodes who plundered the gold and diamonds of South Africa 
for his masters and the Cult, have featured widely in my books. 
NewsGuard don’t seem to like me for some reason — I really can’t 
think why — and they have done all they can to have me censored 
and discredited which is, to quote an old British politician, like being 
savaged by a dead sheep. They are, however, like all in the 
censorship network, very well connected and funded by 
organisations themselves funded by, or connected to, Bill Gates. As 
you would expect with anything associated with Gates NewsGuard 
has an offshoot called HealthGuard which ‘fights online health care 
hoaxes’. How very kind. Somehow the NewsGuard European 
Managing Director Anna-Sophie Harling, a remarkably young- 


looking woman with no broadcasting experience and little hands-on 
work in journalism, has somehow secured a position on the ‘Content 
Board’ of UK government broadcast censor Ofcom. An executive of 
an organisation seeking to discredit dissidents of the official 
narratives is making decisions for the government broadcast 
‘regulator’ about content?? Another appalling ‘fact-checker’ is Full 
Fact funded by George Soros and global censors Google and 
Facebook. 


It’s amazing how many activists in the ‘fact-checking’, ‘anti-hate’, 
arena turn up in government-related positions — people like UK 
Labour Party activist Imran Ahmed who heads the Center for 
Countering Digital Hate founded by people like Morgan 
McSweeney, now chief of staff to the Labour Party’s hapless and 
useless ‘leader’ Keir Starmer. Digital Hate — which is what it really is 
— uses the American spelling of Center to betray its connection to a 
transatlantic network of similar organisations which in 2020 
shapeshifted from attacking people for ‘hate’ to attacking them for 
questioning the ‘Covid’ hoax and the dangers of the ‘Covid vaccine’. 
It’s just a coincidence, you understand. This is one of Imran Ahmed’s 
hysterical statements: ‘I would go beyond calling anti-vaxxers 
conspiracy theorists to say they are an extremist group that pose a 
national security risk.’ No one could ever accuse this prat of 
understatement and he’s including in that those parents who are 
now against vaccines after their children were damaged for life or 
killed by them. He’s such a nice man. Ahmed does the rounds of the 
Woke media getting soft-ball questions from spineless ‘journalists’ 
who never ask what right he has to campaign to destroy the freedom 
of speech of others while he demands it for himself. There also 
seems to be an overrepresentation in Ofcom of people connected to 
the narrative-worshipping BBC. This incredible global network of 
narrative-support was super-vital when the ‘Covid’ hoax was played 
in the light of the mega-whopper lies that have to be defended from 
the spotlight cast by the most basic intelligence. 


The Cult plays the long game and proceeds step-by-step ensuring 
that everything is in place before major cards are played and they 
don’t come any bigger than the ‘Covid’ hoax. The psychopaths can’t 
handle events where the outcome isn’t certain and as little as 
possible — preferably nothing — is left to chance. Politicians, 
government and medical officials who would follow direction were 
brought to illusory power in advance by the Cult web whether on 
the national stage or others like state governors and mayors of 
America. For decades the dynamic between officialdom, law 
enforcement and the public was changed from one of service to one 
of control and dictatorship. Behaviour manipulation networks 
established within government were waiting to impose the coming 
‘Covid’ rules and regulations specifically designed to subdue and 
rewire the psyche of the people in the guise of protecting health. 
These included in the UK the Behavioural Insights Team part-owned 
by the British government Cabinet Office; the Scientific Pandemic 
Insights Group on Behaviours (SPI-B); and a whole web of 
intelligence and military groups seeking to direct the conversation 
on social media and control the narrative. Among them are the 
cyberwarfare (on the people) 77th Brigade of the British military 
which is also coordinated through the Cabinet Office as civilian and 
military leadership continues to combine in what they call the 
Fusion Doctrine. The 77th Brigade is a British equivalent of the 
infamous Israeli (Sabbatian) military cyberwarfare and Internet 
manipulation operation Unit 8200 which I expose at length in The 
Trigger. Also carefully in place were the medical and science advisers 
to government — many on the payroll past or present of Bill Gates — 
and a whole alternative structure of unelected government stood by 
to take control when elected parliaments were effectively closed 
down once the ‘Covid’ card was slammed on the table. The structure 
I have described here and so much more was installed in every 
major country through the Cult networks. The top-down control 
hierarchy looks like this: The Cult — Cult-owned Gates — the World 
Health Organization and Tedros — Gates-funded or controlled chief 
medical officers and science ‘advisers’ (dictators) in each country — 


political ‘leaders’— law enforcement — The People. Through this 
simple global communication and enforcement structure the policy 
of the Cult could be imposed on virtually the entire human 
population so long as they acquiesced to the fascism. With 
everything in place it was time for the button to be pressed in late 
2019/early 2020. 


These were the prime goals the Cult had to secure for its will to 
prevail: 


1) Locking down economies, closing all but designated ‘essential’ businesses (Cult-owned 
corporations were ‘essential’), and putting the population under house arrest was an 
imperative to destroy independent income and employment and ensure dependency on the 
Cult-controlled state in the Hunger Games Society. Lockdowns had to be established as the 
global blueprint from the start to respond to the ‘virus’ and followed by pretty much the 
entire world. 


2) The global population had to be terrified into believing in a deadly ‘virus’ that didn’t 
actually exist so they would unquestioningly obey authority in the belief that authority 
must know how best to protect them and their families. Software salesman Gates would 
suddenly morph into the world’s health expert and be promoted as such by the Cult-owned 
media. 


3) A method of testing that wasn’t testing for the ‘virus’, but was only claimed to be, had to 
be in place to provide the illusion of ‘cases’ and subsequent ‘deaths’ that had a very 
different cause to the ‘Covid-19’ that would be scribbled on the death certificate. 


4) Because there was no ‘virus’ and the great majority testing positive with a test not testing 
for the ‘virus’ would have no symptoms of anything the lie had to be sold that people 
without symptoms (without the ‘virus’) could still pass it on to others. This was crucial to 
justify for the first time quarantining — house arresting — healthy people. Without this the 
economy-destroying lockdown of everybody could not have been credibly sold. 


5) The ‘saviour’ had to be seen as a vaccine which beyond evil drug companies were 
working like angels of mercy to develop as quickly as possible, with all corners cut, to save 
the day. The public must absolutely not know that the ‘vaccine’ had nothing to do with a 
‘virus’ or that the contents were ready and waiting with a very different motive long before 
the ‘Covid’ card was even lifted from the pack. 


I said in March, 2020, that the ‘vaccine’ would have been created 
way ahead of the ‘Covid’ hoax which justified its use and the 
following December an article in the New York Intelligencer 
magazine said the Moderna ‘vaccine’ had been ‘designed’ by 


January, 2020. This was ‘before China had even acknowledged that 
the disease could be transmitted from human to human, more than a 
week before the first confirmed coronavirus case in the United 
States’. The article said that by the time the first American death was 
announced a month later ‘the vaccine had already been 
manufactured and shipped to the National Institutes of Health for 
the beginning of its Phase I clinical trial’. The ‘vaccine’ was actually 
‘designed’ long before that although even with this timescale you 
would expect the article to ask how on earth it could have been done 
that quickly. Instead it asked why the ‘vaccine’ had not been rolled 
out then and not months later. Journalism in the mainstream is truly 
dead. I am going to detail in the next chapter why the ‘virus’ has 
never existed and how a hoax on that scale was possible, but first the 
foundation on which the Big Lie of ‘Covid’ was built. 


The test that doesn't test 


Fraudulent ‘testing’ is the bottom line of the whole ‘Covid’ hoax and 
was the means by which a ‘virus’ that did not exist appeared to exist. 
They could only achieve this magic trick by using a test not testing 
for the ‘virus’. To use a test that was testing for the ‘virus’ would 
mean that every test would come back negative given there was no 
‘virus’. They chose to exploit something called the RT-PCR test 
invented by American biochemist Kary Mullis in the 1980s who said 
publicly that his PCR test ... cannot detect infectious disease. Yes, the 
‘test’ used worldwide to detect infectious ‘Covid’ to produce all the 
illusory ‘cases’ and ‘deaths’ compiled by Johns Hopkins and others 
cannot detect infectious disease. This fact came from the mouth of the 
man who invented PCR and was awarded the Nobel Prize in 
Chemistry in 1993 for doing so. Sadly, and incredibly conveniently 
for the Cult, Mullis died in August, 2019, at the age of 74 just before 
his test would be fraudulently used to unleash fascism on the world. 
He was said to have died from pneumonia which was an irony in 
itself. A few months later he would have had ‘Covid-19’ on his death 
certificate. I say the timing of his death was convenient because had 
he lived Mullis, a brilliant, honest and decent man, would have been 


vociferously speaking out against the use of his test to detect “Covid’ 
when it was never designed, or able, to do that. I know that to be 
true given that Mullis made the same point when his test was used 
to ‘detect’ — not detect — HIV. He had been seriously critical of the 
Gallo/Montagnier claim to have isolated the HIV ‘virus’ and shown 
it to cause AIDS for which Mullis said there was no evidence. AIDS 
is actually not a disease but a series of diseases from which people 
die all the time. When they die from those same diseases after a 
positive ‘test’ for HIV then AIDS goes on their death certificate. I 
think I’ve heard that before somewhere. Countries instigated a 
policy with ‘Covid’ that anyone who tested positive with a test not 
testing for the ‘virus’ and died of any other cause within 28 days and 
even longer ‘Covid-19 had to go on the death certificate. Cases have 
come from the test that can’t test for infectious disease and the 
deaths are those who have died of anything after testing positive 
with a test not testing for the ‘virus’. I’Il have much more later about 
the death certificate scandal. 


Mullis was deeply dismissive of the now US ‘Covid’ star Anthony 
Fauci who he said was a liar who didn’t know anything about 
anything — ‘and I would say that to his face — nothing.’ He said of 
Fauci: ‘The man thinks he can take a blood sample, put it in an 
electron microscope and if it’s got a virus in there you'll know it — he 
doesn’t understand electron microscopy and he doesn’t understand 
medicine and shouldn’t be in a position like he’s in.’ That position, 
terrifyingly, has made him the decider of “Covid’ fascism policy on 
behalf of the Cult in his role as director since 1984 of the National 
Institute of Allergy and Infectious Diseases (NIAID) while his record 
of being wrong is laughable; but being wrong, so long as it’s the right 
kind of wrong, is why the Cult loves him. He’ll say anything the Cult 
tells him to say. Fauci was made Chief Medical Adviser to the 
President immediately Biden took office. Biden was installed in the 
White House by Cult manipulation and one of his first decisions was 
to elevate Fauci to a position of even more control. This is a 
coincidence? Yes, and I identify as a flamenco dancer called Lola. 
How does such an incompetent criminal like Fauci remain in that 


pivotal position in American health since the 1980s? When you serve 
the Cult it looks after you until you are surplus to requirements. 
Kary Mullis said prophetically of Fauci and his like: “Those guys 
have an agenda and it’s not an agenda we would like them to have 
... they make their own rules, they change them when they want to, 
and Tony Fauci does not mind going on television in front of the 
people who pay his salary and lie directly into the camera.’ Fauci has 
done that almost daily since the ‘Covid’ hoax began. Lying is in 
Fauci’s DNA. To make the situation crystal clear about the PCR test 
this is a direct quote from its inventor Kary Mullis: 


It [the PCR test] doesn’t tell you that you’re sick and doesn’t tell you that the thing you ended 
up with was really going to hurt you ...’ 


Ask yourself why governments and medical systems the world over 
have been using this very test to decide who is ‘infected’ with the 
SARS-CoV-2 ‘virus’ and the alleged disease it allegedly causes, 
‘Covid-19’. The answer to that question will tell you what has been 
going on. By the way, here’s a little show-stopper — the ‘new’ SARS- 
CoV-2 ‘virus’ was ‘identified’ as such right from the start using ... the 
PCR test not testing for the ‘virus’. If you are new to this and find that 
shocking then stick around. I have hardly started yet. Even worse, 
other ‘tests’, like the ‘Lateral Flow Device’ (LFD), are considered so 
useless that they have to be confirmed by the PCR test! Leaked emails 
written by Ben Dyson, adviser to UK ‘Health’ Secretary Matt 
Hancock, said they were ‘dangerously unreliable’. Dyson, executive 
director of strategy at the Department of Health, wrote: ‘As of today, 
someone who gets a positive LFD result in (say) London has at best a 
25 per cent chance of it being a true positive, but if it is a self- 
reported test potentially as low as 10 per cent (on an optimistic 
assumption about specificity) or as low as 2 per cent (on a more 
pessimistic assumption).’ These are the ‘tests’ that schoolchildren 
and the public are being urged to have twice a week or more and 
have to isolate if they get a positive. Each fake positive goes in the 
statistics as a ‘case’ no matter how ludicrously inaccurate and the 


‘cases’ drive lockdown, masks and the pressure to ‘vaccinate’. The 
government said in response to the email leak that the ‘tests’ were 
accurate which confirmed yet again what shocking bloody liars they 
are. The real false positive rate is 100 percent as we’ll see. In another 
‘you couldn’t make it up’ the UK government agreed to pay £2.8 
billion to California’s Innova Medical Group to supply the irrelevant 
lateral flow tests. The company’s primary test-making centre is in 
China. Innova Medical Group, established in March, 2020, is owned 
by Pasaca Capital Inc, chaired by Chinese-American millionaire 
Charles Huang who was born in Wuhan. 


How it works — and how it doesn't 

The RT-PCR test, known by its full title of Polymerase chain reaction, 
is used across the world to make millions, even billions, of copies of 
a DNA/RNA genetic information sample. The process is called 
‘amplification’ and means that a tiny sample of genetic material is 
amplified to bring out the detailed content. I stress that it is not 
testing for an infectious disease. It is simply amplifying a sample of 
genetic material. In the words of Kary Mullis: ‘PCR is ... just a 
process that’s used to make a whole lot of something out of 
something.’ To emphasise the point companies that make the PCR 
tests circulated around the world to ‘test’ for ‘Covid’ warn on the 
box that it can’t be used to detect ‘Covid’ or infectious disease and is 
for research purposes only. It’s okay, rest for a minute and you'll be 
fine. This is the test that produces the ‘cases’ and ‘deaths’ that have 
been used to destroy human society. All those global and national 
medical and scientific ‘experts’ demanding this destruction to ‘save 
us’ KNOW that the test is not testing for the ‘virus’ and the cases and 
deaths they claim to be real are an almost unimaginable fraud. Every 
one of them and so many others including politicians and 
psychopaths like Gates and Tedros must be brought before 
Nuremburg-type trials and jailed for the rest of their lives. The more 
the genetic sample is amplified by PCR the more elements of that 
material become sensitive to the test and by that I don’t mean 
sensitive for a ‘virus’ but for elements of the genetic material which 


is naturally in the body or relates to remnants of old conditions of 
various kinds lying dormant and causing no disease. Once the 
amplification of the PCR reaches a certain level everyone will test 
positive. So much of the material has been made sensitive to the test 
that everyone will have some part of it in their body. Even lying 
criminals like Fauci have said that once PCR amplifications pass 35 
cycles everything will be a false positive that cannot be trusted for 
the reasons I have described. I say, like many proper doctors and 
scientists, that 100 percent of the ‘positives’ are false, but let’s just go 
with Fauci for a moment. 


He says that any amplification over 35 cycles will produce false 
positives and yet the US Centers for Disease Control (CDC) and 
Food and Drug Administration (FDA) have recommended up to 40 
cycles and the National Health Service (NHS) in Britain admitted in 
an internal document for staff that it was using 45 cycles of 
amplification. A long list of other countries has been doing the same 
and at least one ‘testing’ laboratory has been using 50 cycles. Have 
you ever heard a doctor, medical ‘expert’ or the media ask what level 
of amplification has been used to claim a ‘positive’. The ‘test’ comes 
back ‘positive’ and so you have the ‘virus’, end of story. Now we can 
see how the government in Tanzania could send off samples from a 
goat and a pawpaw fruit under human names and both came back 
positive for ‘Covid-19’. Tanzania president John Magufuli mocked 
the ‘Covid’ hysteria, the PCR test and masks and refused to import 
the DNA-manipulating ‘vaccine’. The Cult hated him and an article 
sponsored by the Bill Gates Foundation appeared in the London 
Guardian in February, 2021, headed ‘It’s time for Africa to rein in 
Tanzania’s anti-vaxxer president’. Well, ‘reined in’ he shortly was. 
Magufuli appeared in good health, but then, in March, 2021, he was 
dead at 61 from ‘heart failure’. He was replaced by Samia Hassan 
Suhulu who is connected to Klaus Schwab’s World Economic Forum 
and she immediately reversed Magufuli’s “‘Covid’ policy. A sample of 
cola tested positive for ‘Covid’ with the PCR test in Germany while 
American actress and singer-songwriter Erykah Badu tested positive 
in one nostril and negative in the other. Footballer Ronaldo called 


the PCR test ‘bullshit’ after testing positive three times and being 
forced to quarantine and miss matches when there was nothing 
wrong with him. The mantra from Tedros at the World Health 
Organization and national governments (same thing) has been test, 
test, test. They know that the more tests they can generate the more 
fake ‘cases’ they have which go on to become ‘deaths’ in ways Iam 
coming to. The UK government has its Operation Moonshot planned 
to test multiple millions every day in workplaces and schools with 
free tests for everyone to use twice a week at home in line with the 
Cult plan from the start to make testing part of life. A government 
advertisement for an ‘Interim Head of Asymptomatic Testing 
Communication’ said the job included responsibility for delivering a 
‘communications strategy’ (propaganda) ‘to support the expansion 
of asymptomatic testing that ‘normalises testing as part of everyday life’. 
More tests means more fake ‘cases’, ‘deaths’ and fascism. I have 
heard of, and from, many people who booked a test, couldn’t turn 
up, and yet got a positive result through the post for a test they’d 
never even had. The whole thing is crazy, but for the Cult there’s 
method in the madness. Controlling and manipulating the level of 
amplification of the test means the authorities can control whenever 
they want the number of apparent ‘cases’ and ‘deaths’. If they want 
to justify more fascist lockdown and destruction of livelihoods they 
keep the amplification high. If they want to give the illusion that 
lockdowns and the ‘vaccine’ are working then they lower the 
amplification and ‘cases’ and ‘deaths’ will appear to fall. In January, 
2021, the Cult-owned World Health Organization suddenly warned 
laboratories about over-amplification of the test and to lower the 
threshold. Suddenly headlines began appearing such as: ‘Why ARE 
“Covid” cases plummeting?’ This was just when the vaccine rollout 
was underway and I had predicted months before they would make 
cases appear to fall through amplification tampering when the 
‘vaccine’ came. These people are so predictable. 


The question must be asked of what is on the test swabs being poked 
far up the nose of the population to the base of the brain? A nasal 
swab punctured one woman’s brain and caused it to leak fluid. Most 
of these procedures are being done by people with little training or 
medical knowledge. Dr Lorraine Day, former orthopaedic trauma 
surgeon and Chief of Orthopaedic Surgery at San Francisco General 
Hospital, says the tests are really a ‘vaccine’. Cows have long been 
vaccinated this way. She points out that masks have to cover the nose 
and the mouth where it is claimed the ‘virus’ exists in saliva. Why 
then don’t they take saliva from the mouth as they do with a DNA 
test instead of pushing a long swab up the nose towards the brain? 
The ethmoid bone separates the nasal cavity from the brain and 
within that bone is the cribriform plate. Dr Day says that when the 
swab is pushed up against this plate and twisted the procedure is 
‘depositing things back there’. She claims that among these ‘things’ 
are nanoparticles that can enter the brain. Researchers have noted 
that a team at the Gates-funded Johns Hopkins have designed tiny, 
star-shaped micro-devices that can latch onto intestinal mucosa and 
release drugs into the body. Mucosa is the thin skin that covers the 
inside surface of parts of the body such as the nose and mouth and 
produces mucus to protect them. The Johns Hopkins micro-devices 
are called ‘theragrippers’ and were ‘inspired’ by a parasitic worm 
that digs its sharp teeth into a host’s intestines. Nasal swabs are also 
coated in the sterilisation agent ethylene oxide. The US National 
Cancer Institute posts this explanation on its website: 


At room temperature, ethylene oxide is a flammable colorless gas with a sweet odor. It is used 
primarily to produce other chemicals, including antifreeze. In smaller amounts, ethylene 
oxide is used as a pesticide and a sterilizing agent. The ability of ethylene oxide to damage 
DNA makes it an effective sterilizing agent but also accounts for its cancer-causing activity. 


The Institute mentions lymphoma and leukaemia as cancers most 
frequently reported to be associated with occupational exposure to 
ethylene oxide along with stomach and breast cancers. How does 
anyone think this is going to work out with the constant testing 


regime being inflicted on adults and children at home and at school 
that will accumulate in the body anything that’s on the swab? 


Doctors know best 

It is vital for people to realise that ‘hero’ doctors ‘know’ only what 
the Big Pharma-dominated medical authorities tell them to ‘know’ 
and if they refuse to ‘know’ what they are told to ‘know’ they are out 
the door. They are mostly not physicians or healers, but repeaters of 
the official narrative — or else. I have seen alleged professional 
doctors on British television make shocking statements that we are 
supposed to take seriously. One called ‘Dr’ Amir Khan, who is 
actually telling patients how to respond to illness, said that men 
could take the birth pill to ‘help slow down the effects of Covid-19”. 
In March, 2021, another ridiculous “Covid study’ by an American 
doctor proposed injecting men with the female sex hormone 
progesterone as a ‘Covid’ treatment. British doctor Nighat Arif told 
the BBC that face coverings were now going to be part of ongoing 
normal. Yes, the vaccine protects you, she said (evidence?) ... but the 
way to deal with viruses in the community was always going to 
come down to hand washing, face covering and keeping a physical 
distance. That’s not what we were told before the ‘vaccine’ was 
circulating. Arif said she couldn't imagine ever again going on the 
underground or in a lift without a mask. I was just thanking my 
good luck that she was not my doctor when she said — in March, 
2021 — that if “we are behaving and we are doing all the right things’ 
she thought we could ‘have our nearest and dearest around us at 
home ... around Christmas and New Year! Her patronising delivery 
was the usual school teacher talking to six-year-olds as she repeated 
every government talking point and probably believed them all. If 
we have learned anything from the ‘Covid’ experience surely it must 
be that humanity’s perception of doctors needs a fundamental 
rethink. NHS ‘doctor’ Sara Kayat told her television audience that 
the ‘Covid vaccine’ would ‘100 percent prevent hospitalisation and 
death’. Not even Big Pharma claimed that. We have to stop taking 
‘experts’ at their word without question when so many of them are 


clueless and only repeating the party line on which their careers 
depend. That is not to say there are not brilliants doctors — there are 
and I have spoken to many of them since all this began — but you 
won't see them in the mainstream media or quoted by the 
psychopaths and yes-people in government. 


Remember the name — Christian Drosten 

German virologist Christian Drosten, Director of Charité Institute of 
Virology in Berlin, became a national star after the pandemic hoax 
began. He was feted on television and advised the German 
government on ‘Covid’ policy. Most importantly to the wider world 
Drosten led a group that produced the ‘Covid’ testing protocol for 
the PCR test. What a remarkable feat given the PCR cannot test for 
infectious disease and even more so when you think that Drosten 
said that his method of testing for SARS-CoV-2 was developed 
‘without having virus material available’. He developed a test for a 
‘virus’ that he didn’t have and had never seen. Let that sink in as you 
survey the global devastation that came from what he did. The 
whole catastrophe of Drosten’s ‘test’ was based on the alleged 
genetic sequence published by Chinese scientists on the Internet. We 
will see in the next chapter that this alleged ‘genetic sequence’ has 
never been produced by China or anyone and cannot be when there 
is no SARS-CoV-2. Drosten, however, doesn’t seem to let little details 
like that get in the way. He was the lead author with Victor Corman 
from the same Charité Hospital of the paper ‘Detection of 2019 novel 
coronavirus (2019-nCoV) by real-time PCR’ published in a magazine 
called Eurosurveillance. This became known as the Corman-Drosten 
paper. In November, 2020, with human society devastated by the 
effects of the Corman-Drosten test baloney, the protocol was publicly 
challenged by 22 international scientists and independent 
researchers from Europe, the United States, and Japan. Among them 
were senior molecular geneticists, biochemists, immunologists, and 
microbiologists. They produced a document headed ‘External peer 
review of the RTPCR test to detect SARS-Cov-2 Reveals 10 Major 
Flaws At The Molecular and Methodological Level: Consequences 


For False-Positive Results’. The flaws in the Corman-Drosten test 
included the following: 


e The test is non-specific because of erroneous design 
e Results are enormously variable 


e The test is unable to discriminate between the whole ‘virus’ and 
viral fragments 


e It doesn’t have positive or negative controls 
e The test lacks a standard operating procedure 
e It is unsupported by proper peer view 


The scientists said the PCR ‘Covid’ testing protocol was not 
founded on science and they demanded the Corman-Drosten paper 
be retracted by Eurosurveillance. They said all present and previous 
Covid deaths, cases, and ‘infection rates’ should be subject to a 
massive retroactive inquiry. Lockdowns and travel restrictions 
should be reviewed and relaxed and those diagnosed through PCR 
to have ‘Covid-19’ should not be forced to isolate. Dr Kevin Corbett, 
a health researcher and nurse educator with a long academic career 
producing a stream of peer-reviewed publications at many UK 
universities, made the same point about the PCR test debacle. He 
said of the scientists’ conclusions: ‘Every scientific rationale for the 
development of that test has been totally destroyed by this paper. It’s 
like Hiroshima/Nagasaki to the Covid test.’ He said that China 
hadn’t given them an isolated ‘virus’ when Drosten developed the 
test. Instead they had developed the test from a sequence in a gene 
bank.’ Put another way ... they made it up! The scientists were 
supported in this contention by a Portuguese appeals court which 
ruled in November, 2020, that PCR tests are unreliable and it is 
unlawful to quarantine people based solely on a PCR test. The point 
about China not providing an isolated virus must be true when the 
‘virus’ has never been isolated to this day and the consequences of 
that will become clear. Drosten and company produced this useless 
‘protocol’ right on cue in January, 2020, just as the ‘virus’ was said to 


be moving westward and it somehow managed to successfully pass 
a peer-review in 24 hours. In other words there was no peer-review 
for a test that would be used to decide who had ‘Covid’ and who 
didn’t across the world. The Cult-created, Gates-controlled World 
Health Organization immediately recommended all its nearly 200 
member countries to use the Drosten PCR protocol to detect ‘cases’ 
and ‘deaths’. The sting was underway and it continues to this day. 


So who is this Christian Drosten that produced the means through 
which death, destruction and economic catastrophe would be 
justified? His education background, including his doctoral thesis, 
would appear to be somewhat shrouded in mystery and his track 
record is dire as with another essential player in the ‘Covid’ hoax, 
the Gates-funded Professor Neil Ferguson at the Gates-funded 
Imperial College in London of whom more shortly. Drosten 
predicted in 2003 that the alleged original SARS ‘virus’ (SARS-1’) 
was an epidemic that could have serious effects on economies and an 
effective vaccine would take at least two years to produce. Drosten’s 
answer to every alleged ‘outbreak’ is a vaccine which you won't be 
shocked to know. What followed were just 774 official deaths 
worldwide and none in Germany where there were only nine cases. 
That is even if you believe there ever was a SARS ‘virus’ when the 
evidence is zilch and I will expand on this in the next chapter. 
Drosten claims to be co-discoverer of ‘SARS-1’ and developed a test 
for it in 2003. He was screaming warnings about ‘swine flu’ in 2009 
and how it was a widespread infection far more severe than any 
dangers from a vaccine could be and people should get vaccinated. It 
would be helpful for Drosten’s vocal chords if he simply recorded 
the words ‘the virus is deadly and you need to get vaccinated’ and 
copies could be handed out whenever the latest made-up threat 
comes along. Drosten’s swine flu epidemic never happened, but Big 
Pharma didn’t mind with governments spending hundreds of 
millions on vaccines that hardly anyone bothered to use and many 
who did wished they hadn’t. A study in 2010 revealed that the risk 
of dying from swine flu, or H1IN1, was no higher than that of the 
annual seasonal flu which is what at least most of ‘it’ really was as in 


the case of ‘Covid-19’. A media investigation into Drosten asked 
how with such a record of inaccuracy he could be the government 
adviser on these issues. The answer to that question is the same with 
Drosten, Ferguson and Fauci — they keep on giving the authorities 
the ‘conclusions’ and ‘advice’ they want to hear. Drosten certainly 
produced the goods for them in January, 2020, with his PCR protocol 
garbage and provided the foundation of what German internal 
medicine specialist Dr Claus Kohnlein, co-author of Virus Mania, 
called the ‘test pandemic’. The 22 scientists in the Eurosurveillance 
challenge called out conflicts of interest within the Drosten ‘protocol’ 
group and with good reason. Olfert Landt, a regular co-author of 
Drosten ‘studies’, owns the biotech company TIB Molbiol 
Syntheselabor GmbH in Berlin which manufactures and sells the 
tests that Drosten and his mates come up with. They have done this 
with SARS, Enterotoxigenic E. coli (ETEC), MERS, Zika ‘virus’, 
yellow fever, and now ‘Covid’. Landt told the Berliner Zeitung 
newspaper: 


The testing, design and development came from the Charité [Drosten and Corman]. We 
simply implemented it immediately in the form of a kit. And if we don’t have the virus, which 
originally only existed in Wuhan, we can make a synthetic gene to simulate the genome of the 
virus. That’s what we did very quickly. 


This is more confirmation that the Drosten test was designed 
without access to the ‘virus’ and only a synthetic simulation which is 
what SARS-CoV-2 really is —- a computer-generated synthetic fiction. 
It’s quite an enterprise they have going here. A Drosten team decides 
what the test for something should be and Landt’s biotech company 
flogs it to governments and medical systems across the world. His 
company must have made an absolute fortune since the ‘Covid’ hoax 
began. Dr Reiner Fuellmich, a prominent German consumer 
protection trial lawyer in Germany and California, is on Drosten’s 
case and that of Tedros at the World Health Organization for crimes 
against humanity with a class-action lawsuit being prepared in the 
United States and other legal action in Germany. 


Scamming the world with a ‘virus’ that doesn’t exist would seem 
impossible on the face of it, but not if you have control of the 
relatively few people that make policy decisions and the great 
majority of the global media. Remember it’s not about changing 
‘real’ reality it’s about controlling perception of reality. You don’t have 
to make something happen you only have make people believe that 
it’s happening. Renegade Minds understand this and are therefore 
much harder to swindle. ‘Covid-19 is not a ‘real’ ‘virus’. It’s a mind 
virus, like a computer virus, which has infected the minds, not the 
bodies, of billions. It all started, publically at least, in China and that 
alone is of central significance. The Cult was behind the revolution 
led by its asset Mao Zedong, or Chairman Mao, which established 
the People’s Republic of China on October 1st, 1949. It should have 
been called The Cult’s Republic of China, but the name had to reflect 
the recurring illusion that vicious dictatorships are run by and for 
the people (see all the ‘Democratic Republics’ controlled by tyrants). 
In the same way we have the ‘Biden’ Democratic Republic of 
America officially ruled by a puppet tyrant (at least temporarily) on 
behalf of Cult tyrants. The creation of Mao’s merciless 
communist/fascist dictatorship was part of a frenzy of activity by the 
Cult at the conclusion of World War Two which, like the First World 
War, it had instigated through its assets in Germany, Britain, France, 
the United States and elsewhere. Israel was formed in 1948; the 
Soviet Union expanded its ‘Iron Curtain’ control, influence and 
military power with the Warsaw Pact communist alliance in 1955; 
the United Nations was formed in 1945 as a Cult precursor to world 
government; and a long list of world bodies would be established 
including the World Health Organization (1948), World Trade 
Organization (1948 under another name until 1995), International 
Monetary Fund (1945) and World Bank (1944). Human society was 
redrawn and hugely centralised in the global Problem-Reaction- 
Solution that was World War Two. All these changes were 
significant. Israel would become the headquarters of the Sabbatians 


and the revolution in China would prepare the ground and control 
system for the events of 2019/2020. 


Renegade Minds know there are no borders except for public 
consumption. The Cult is a seamless, borderless global entity and to 
understand the game we need to put aside labels like borders, 
nations, countries, communism, fascism and democracy. These 
delude the population into believing that countries are ruled within 
their borders by a government of whatever shade when these are 
mere agencies of a global power. America’s illusion of democracy 
and China’s communism/fascism are subsidiaries — vehicles — for the 
same agenda. We may hear about conflict and competition between 
America and China and on the lower levels that will be true; but at 
the Cult level they are branches of the same company in the way of 
the McDonald’s example I gave earlier. I have tracked in the books 
over the years support by US governments of both parties for 
Chinese Communist Party infiltration of American society through 
allowing the sale of land, even military facilities, and the acquisition 
of American business and university influence. All this is 
underpinned by the infamous stealing of intellectual property and 
technological know-how. Cult-owned Silicon Valley corporations 
waive their fraudulent ‘morality’ to do business with human-rights- 
free China; Cult-controlled Disney has become China’s PR 
department; and China in effect owns ‘American’ sports such as 
basketball which depends for much of its income on Chinese 
audiences. As a result any sports player, coach or official speaking 
out against China’s horrific human rights record is immediately 
condemned or fired by the China-worshipping National Basketball 
Association. One of the first acts of China-controlled Biden was to 
issue an executive order telling federal agencies to stop making 
references to the ‘virus’ by the ‘geographic location of its origin’. 
Long-time Congressman Jerry Nadler warned that criticising China, 
America’s biggest rival, leads to hate crimes against Asian people in 
the United States. So shut up you bigot. China is fast closing in on 
Israel as a country that must not be criticised which is apt, really, 
given that Sabbatians control them both. The two countries have 


developed close economic, military, technological and strategic ties 
which include involvement in China’s ‘Silk Road’ transport and 
economic initiative to connect China with Europe. Israel was the first 
country in the Middle East to recognise the establishment of Mao’s 
tyranny in 1950 months after it was established. 


Project Wuhan — the ‘Covid' Psyop 

I emphasise again that the Cult plays the long game and what is 
happening to the world today is the result of centuries of calculated 
manipulation following a script to take control step-by-step of every 
aspect of human society. I will discuss later the common force 
behind all this that has spanned those centuries and thousands of 
years if the truth be told. Instigating the Mao revolution in China in 
1949 with a 2020 ‘pandemic’ in mind is not only how they work — the 
71 years between them is really quite short by the Cult’s standards of 
manipulation preparation. The reason for the Cult’s Chinese 
revolution was to create a fiercely-controlled environment within 
which an extreme structure for human control could be incubated to 
eventually be unleashed across the world. We have seen this happen 
since the ‘pandemic’ emerged from China with the Chinese control- 
structure founded on AI technology and tyrannical enforcement 
sweep across the West. Until the moment when the Cult went for 
broke in the West and put its fascism on public display Western 
governments had to pay some lip-service to freedom and democracy 
to not alert too many people to the tyranny-in-the-making. Freedoms 
were more subtly eroded and power centralised with covert 
government structures put in place waiting for the arrival of 2020 
when that smokescreen of ‘freedom’ could be dispensed with. The 
West was not able to move towards tyranny before 2020 anything 
like as fast as China which was created as a tyranny and had no 
limits on how fast it could construct the Cult’s blueprint for global 
control. When the time came to impose that structure on the world it 
was the same Cult-owned Chinese communist/fascist government 
that provided the excuse — the ‘Covid pandemic’. It was absolutely 
crucial to the Cult plan for the Chinese response to the ‘pandemic’ — 


draconian lockdowns of the entire population — to become the 
blueprint that Western countries would follow to destroy the 
livelihoods and freedom of their people. This is why the Cult- 
owned, Gates-owned, WHO Director-General Tedros said early on: 


The Chinese government is to be congratulated for the extraordinary measures it has taken to 
contain the outbreak. China is actually setting a new standard for outbreak response and it is 
not an exaggeration. 


Forbes magazine said of China: ’... those measures protected untold 
millions from getting the disease’. The Rockefeller Foundation 
‘epidemic scenario’ document in 2010 said “prophetically’: 


However, a few countries did fare better — China in particular. The Chinese government's 
quick imposition and enforcement of mandatory quarantine for all citizens, as well as its 
instant and near-hermetic sealing off of all borders, saved millions of lives, stopping the spread 
of the virus far earlier than in other countries and enabling a swifter post-pandemic recovery. 


Once again — spooky. 

The first official story was the “bat theory’ or rather the bat 
diversion. The source of the ‘virus outbreak’ we were told was a 
“wet market’ in Wuhan where bats and other animals are bought 
and eaten in horrifically unhygienic conditions. Then another story 
emerged through the alternative media that the ‘virus’ had been 
released on purpose or by accident from a BSL-4 (biosafety level 4) 
laboratory in Wuhan not far from the wet market. The lab was 
reported to create and work with lethal concoctions and 
bioweapons. Biosafety level 4 is the highest in the World Health 
Organization system of safety and containment. Renegade Minds are 
aware of what I call designer manipulation. The ideal for the Cult is 
for people to buy its prime narrative which in the opening salvoes of 
the ‘pandemic’ was the wet market story. It knows, however, that 
there is now a considerable worldwide alternative media of 
researchers sceptical of anything governments say and they are often 
given a version of events in a form they can perceive as credible 
while misdirecting them from the real truth. In this case let them 


think that the conspiracy involved is a ‘bioweapon virus’ released 
from the Wuhan lab to keep them from the real conspiracy — there is 
no ‘virus’. The WHO's current position on the source of the outbreak 
at the time of writing appears to be: ‘We haven't got a clue, mate.’ 
This is a good position to maintain mystery and bewilderment. The 
inner circle will know where the ‘virus’ came from — nowhere. The 
bottom line was to ensure the public believed there was a ‘virus’ and 
it didn’t much matter if they thought it was natural or had been 
released from a lab. The belief that there was a ‘deadly virus’ was all 
that was needed to trigger global panic and fear. The population was 
terrified into handing their power to authority and doing what they 
were told. They had to or they were ‘all gonna die’. 


In March, 2020, information began to come my way from real 
doctors and scientists and my own additional research which had 
my intuition screaming: ‘Yes, that’s it! There is no virus.’ The 
‘bioweapon’ was not the ‘virus’; it was the ‘vaccine’ already being 
talked about that would be the bioweapon. My conclusion was 
further enhanced by happenings in Wuhan. The ‘virus’ was said to 
be sweeping the city and news footage circulated of people 
collapsing in the street (which they’ve never done in the West with 
the same ‘virus’). The Chinese government was building ‘new 
hospitals’ in a matter of ten days to ‘cope with demand’ such was the 
virulent nature of the ‘virus’. Yet in what seemed like no time the 
‘new hospitals’ closed — even if they even opened — and China 
declared itself ‘virus-free’. It was back to business as usual. This was 
more propaganda to promote the Chinese draconian lockdowns in 
the West as the way to ‘beat the virus’. Trouble was that we 
subsequently had lockdown after lockdown, but never business as 
usual. As the people of the West and most of the rest of the world 
were caught in an ever-worsening spiral of lockdown, social 
distancing, masks, isolated old people, families forced apart, and 
livelihood destruction, it was party-time in Wuhan. Pictures 
emerged of thousands of people enjoying pool parties and concerts. 
It made no sense until you realised there never was a ‘virus’ and the 


whole thing was a Cult set-up to transform human society out of one 
its major global strongholds — China. 


How is it possible to deceive virtually the entire world population 
into believing there is a deadly virus when there is not even a ‘virus’ 
let alone a deadly one? It’s nothing like as difficult as you would 
think and that’s clearly true because it happened. 


Postscript: See end of book Postscript for more on the ‘Wuhan lab 
virus release’ story which the authorities and media were pushing 
heavily in the summer of 2021 to divert attention from the truth that 
the ‘Covid virus’ is pure invention. 


CHAPTER FIVE 
There is no ‘virus’ 


You can fool some of the people all of the time, and all of the people 
some of the time, but you cannot fool all of the people all of the time 
Abraham Lincoln 


he greatest form of mind control is repetition. The more you 

repeat the same mantra of alleged ‘facts’ the more will accept 
them to be true. It becomes an ‘everyone knows that, mate’. If you 
can also censor any other version or alternative to your alleged 
‘facts’ you are pretty much home and cooking. 


By the start of 2020 the Cult owned the global mainstream media 
almost in its entirety to spew out its ‘Covid’ propaganda and ignore 
or discredit any other information and view. Cult-owned social 
media platforms in Cult-owned Silicon Valley were poised and 
ready to unleash a campaign of ferocious censorship to obliterate all 
but the official narrative. To complete the circle many demands for 
censorship by Silicon Valley were led by the mainstream media as 
‘journalists’ became full-out enforcers for the Cult both as 
propagandists and censors. Part of this has been the influx of young 
people straight out of university who have become ‘journalists’ in 
significant positions. They have no experience and a headful of 
programmed perceptions from their years at school and university at 
a time when today’s young are the most perceptually-targeted 
generations in known human history given the insidious impact of 
technology. They enter the media perceptually prepared and ready 
to repeat the narratives of the system that programmed them to 


repeat its narratives. The BBC has a truly pathetic ‘specialist 
disinformation reporter’ called Marianna Spring who fits this bill 
perfectly. She is clueless about the world, how it works and what is 
really going on. Her role is to discredit anyone doing the job that a 
proper journalist would do and system-serving hacks like Spring 
wouldn't dare to do or even see the need to do. They are too busy 
licking the arse of authority which can never be wrong and, in the 
case of the BBC propaganda programme, Panorama, contacting 
payments systems such as PayPal to have a donations page taken 
down for a film company making documentaries questioning 
vaccines. Even the BBC soap opera EastEnders included a 
disgracefully biased scene in which an inarticulate white working 
class woman was made to look foolish for questioning the ‘vaccine’ 
while a well-spoken black man and Asian woman promoted the 
government narrative. It ticked every BBC box and the fact that the 
black and minority community was resisting the ‘vaccine’ had 
nothing to do with the way the scene was written. The BBC has 
become a disgusting tyrannical propaganda and censorship 
operation that should be defunded and disbanded and a free media 
take its place with a brief to stop censorship instead of demanding it. 
A BBC ‘interview’ with Gates goes something like: ‘Mr Gates, sir, if I 
can call you sir, would you like to tell our audience why you are 
such a great man, a wonderful humanitarian philanthropist, and 
why you should absolutely be allowed as a software salesman to 
decide health policy for approaching eight billion people? Thank 
you, sir, please sir.’ Propaganda programming has been incessant 
and merciless and when all you hear is the same story from the 
media, repeated by those around you who have only heard the same 
story, is it any wonder that people on a grand scale believe absolute 
mendacious garbage to be true? You are about to see, too, why this 
level of information control is necessary when the official “Covid’ 
narrative is so nonsensical and unsupportable by the evidence. 


The pyramid structure through which the ‘Covid’ hoax has been 
manifested is very simple and has to be to work. As few people as 
possible have to be involved with full knowledge of what they are 
doing — and why - or the real story would get out. At the top of the 
pyramid are the inner core of the Cult which controls Bill Gates who, 
in turn, controls the World Health Organization through his pivotal 
funding and his puppet Director-General mouthpiece, Tedros. 
Before he was appointed Tedros was chair of the Gates-founded 
Global Fund to ‘fight against AIDS, tuberculosis and malaria’, a 
board member of the Gates-funded ‘vaccine alliance’ GAVI, and on 
the board of another Gates-funded organisation. Gates owns him 
and picked him for a specific reason — Tedros is a crook and worse. 
‘Dr’ Tedros (he’s not a medical doctor, the first WHO chief not to be) 
was a member of the tyrannical Marxist government of Ethiopia for 
decades with all its human rights abuses. He has faced allegations of 
corruption and misappropriation of funds and was exposed three 
times for covering up cholera epidemics while Ethiopia’s health 
minister. Tedros appointed the mass-murdering genocidal 
Zimbabwe dictator Robert Mugabe as a WHO goodwill ambassador 
for public health which, as with Tedros, is like appointing a 
psychopath to run a peace and love campaign. The move was so 
ridiculous that he had to drop Mugabe in the face of widespread 
condemnation. American economist David Steinman, a Nobel peace 
prize nominee, lodged a complaint with the International Criminal 
Court in The Hague over alleged genocide by Tedros when he was 
Ethiopia’s foreign minister. Steinman says Tedros was a ‘crucial 
decision maker’ who directed the actions of Ethiopia’s security forces 
from 2013 to 2015 and one of three officials in charge when those 
security services embarked on the ‘killing’ and ‘torturing’ of 
Ethiopians. You can see where Tedros is coming from and it’s 
sobering to think that he has been the vehicle for Gates and the Cult 
to direct the global response to ‘Covid’. Think about that. A 
psychopathic Cult dictates to psychopath Gates who dictates to 
psychopath Tedros who dictates how countries of the world must 
respond to a ‘Covid virus’ never scientifically shown to exist. At the 
same time psychopathic Cult-owned Silicon Valley information 


giants like Google, YouTube, Facebook and Twitter announced very 
early on that they would give the Cult/Gates/Tedros/WHO version 
of the narrative free advertising and censor those who challenged 
their intelligence-insulting, mendacious story. 

The next layer in the global ‘medical’ structure below the Cult, 
Gates and Tedros are the chief medical officers and science ‘advisers’ 
in each of the WHO member countries which means virtually all of 
them. Medical officers and arbiters of science (they’re not) then take 
the WHO policy and recommended responses and impose them on 
their country’s population while the political ‘leaders’ say they are 
deciding policy (they’re clearly not) by ‘following the science’ on the 
advice of the ‘experts’ — the same medical officers and science 
‘advisers’ (dictators). In this way with the rarest of exceptions the 
entire world followed the same policy of lockdown, people 
distancing, masks and ‘vaccines’ dictated by the psychopathic Cult, 
psychopathic Gates and psychopathic Tedros who we are supposed 
to believe give a damn about the health of the world population they 
are seeking to enslave. That, amazingly, is all there is to it in terms of 
crucial decision-making. Medical staff in each country then follow 
like sheep the dictates of the shepherds at the top of the national 
medical hierarchies — chief medical officers and science ‘advisers’ 
who themselves follow like sheep the shepherds of the World Health 
Organization and the Cult. Shepherds at the national level often 
have major funding and other connections to Gates and his Bill and 
Melinda Gates Foundation which carefully hands out money like 
confetti at a wedding to control the entire global medical system 
from the WHO down. 


Follow the money 

Christopher Whitty, Chief Medical Adviser to the UK Government at 
the centre of ‘virus’ policy, a senior adviser to the government's 
Scientific Advisory Group for Emergencies (SAGE), and Executive 
Board member of the World Health Organization, was gifted a grant 
of $40 million by the Bill and Melinda Gates Foundation for malaria 
research in Africa. The BBC described the unelected Whitty as ‘the 


official who will probably have the greatest impact on our everyday 
lives of any individual policymaker in modern times’ and so it 
turned out. What Gates and Tedros have said Whitty has done like 
his equivalents around the world. Patrick Vallance, co-chair of SAGE 
and the government's Chief Scientific Adviser, is a former executive 
of Big Pharma giant GlaxoSmithKline with its fundamental financial 
and business connections to Bill Gates. In September, 2020, it was 
revealed that Vallance owned a deferred bonus of shares in 
GlaxoSmithKline worth £600,000 while the company was 
‘developing’ a ‘Covid vaccine’. Move along now — nothing to see 
here — what could possibly be wrong with that? Imperial College in 
London, a major player in ‘Covid’ policy in Britain and elsewhere 
with its ‘Covid-19’ Response Team, is funded by Gates and has big 
connections to China while the now infamous Professor Neil 
Ferguson, the useless ‘computer modeller’ at Imperial College is also 
funded by Gates. Ferguson delivered the dramatically inaccurate 
excuse for the first lockdowns (much more in the next chapter). The 
Institute for Health Metrics and Evaluation (IHME) in the United 
States, another source of outrageously false ‘Covid’ computer 
models to justify lockdowns, is bankrolled by Gates who is a 
vehement promotor of lockdowns. America’s version of Whitty and 
Vallance, the again now infamous Anthony Fauci, has connections to 
‘Covid vaccine’ maker Moderna as does Bill Gates through funding 
from the Bill and Melinda Gates Foundation. Fauci is director of the 
National Institute of Allergy and Infectious Diseases (NIAID), a 
major recipient of Gates money, and they are very close. Deborah 
Birx who was appointed White House Coronavirus Response 
Coordinator in February, 2020, is yet another with ties to Gates. 
Everywhere you look at the different elements around the world 
behind the coordination and decision making of the ‘Covid’ hoax 
there is Bill Gates and his money. They include the World Health 
Organization; Centers for Disease Control (CDC) in the United 
States; National Institutes of Health (NIH) of Anthony Fauci; 
Imperial College and Neil Ferguson; the London School of Hygiene 
where Chris Whitty worked; Regulatory agencies like the UK 
Medicines & Healthcare products Regulatory Agency (MHRA) 


which gave emergency approval for ‘Covid vaccines’; Wellcome 
Trust; GAVI, the Vaccine Alliance; the Coalition for Epidemic 
Preparedness Innovations (CEPI); Johns Hopkins University which 
has compiled the false ‘Covid’ figures; and the World Economic 
Forum. A Nationalfile.com article said: 


Gates has a lot of pull in the medical world, he has a multi-million dollar relationship with Dr. 
Fauci, and Fauci originally took the Gates line supporting vaccines and casting doubt on [the 
drug hydroxychloroquine]. Coronavirus response team member Dr. Deborah Birx, appointed 
by former president Obama to serve as United States Global AIDS Coordinator, also sits on the 
board of a group that has received billions from Gates’ foundation, and Birx reportedly used a 
disputed Bill Gates-funded model for the White House’s Coronavirus effort. Gates is a big 
proponent for a population lockdown scenario for the Coronavirus outbreak. 


Another funder of Moderna is the Defense Advanced Research 
Projects Agency (DARPA), the technology-development arm of the 
Pentagon and one of the most sinister organisations on earth. 
DARPA had a major role with the CIA covert technology-funding 
operation In-Q-Tel in the development of Google and social media 
which is now at the centre of global censorship. Fauci and Gates are 
extremely close and openly admit to talking regularly about ‘Covid’ 
policy, but then why wouldn't Gates have a seat at every national 
‘Covid’ table after his Foundation committed $1.75 billion to the 
‘fight against Covid-19’. When passed through our Orwellian 
Translation Unit this means that he has bought and paid for the Cult- 
driven ‘Covid’ response worldwide. Research the major ‘Covid’ 
response personnel in your own country and you will find the same 
Gates funding and other connections again and again. Medical and 
science chiefs following World Health Organization ‘policy’ sit atop 
a medical hierarchy in their country of administrators, doctors and 
nursing staff. These ‘subordinates’ are told they must work and 
behave in accordance with the policy delivered from the ‘top’ of the 
national ‘health’ pyramid which is largely the policy delivered by 
the WHO which is the policy delivered by Gates and the Cult. The 
whole ‘Covid’ narrative has been imposed on medical staff by a 
climate of fear although great numbers don’t even need that to 
comply. They do so through breathtaking levels of ignorance and 


include doctors who go through life simply repeating what Big 
Pharma and their hierarchical masters tell them to say and believe. 
No wonder Big Pharma ‘medicine’ is one of the biggest killers on 
Planet Earth. 

The same top-down system of intimidation operates with regard 
to the Cult Big Pharma cartel which also dictates policy through 
national and global medical systems in this way. The Cult and Big 
Pharma agendas are the same because the former controls and owns 
the latter. ‘Health’ administrators, doctors, and nursing staff are told 
to support and parrot the dictated policy or they will face 
consequences which can include being fired. How sad it’s been to see 
medical staff meekly repeating and imposing Cult policy without 
question and most of those who can see through the deceit are only 
willing to speak anonymously off the record. They know what will 
happen if their identity is known. This has left the courageous few to 
expose the lies about the ‘virus’, face masks, overwhelmed hospitals 
that aren’t, and the dangers of the ‘vaccine’ that isn’t a vaccine. When 
these medical professionals and scientists, some renowned in their 
field, have taken to the Internet to expose the truth their articles, 
comments and videos have been deleted by Cult-owned Facebook, 
Twitter and YouTube. What a real head-shaker to see YouTube 
videos with leading world scientists and highly qualified medical 
specialists with an added link underneath to the notorious Cult 
propaganda website Wikipedia to find the ‘facts’ about the same 
subject. 


HIV — the ‘Covid' trial-run 

I'll give you an example of the consequences for health and truth 
that come from censorship and unquestioning belief in official 
narratives. The story was told by PCR inventor Kary Mullis in his 
book Dancing Naked in the Mind Field. He said that in 1984 he 
accepted as just another scientific fact that Luc Montagnier of 
France’s Pasteur Institute and Robert Gallo of America’s National 
Institutes of Health had independently discovered that a ‘retrovirus’ 
dubbed HIV (human immunodeficiency virus) caused AIDS. They 


were, after all, Mullis writes, specialists in retroviruses. This is how 
the medical and science pyramids work. Something is announced or 
assumed and then becomes an everybody-knows-that purely through 
repetition of the assumption as if it is fact. Complete crap becomes 
accepted truth with no supporting evidence and only repetition of 
the crap. This is how a ‘virus’ that doesn’t exist became the ‘virus’ 
that changed the world. The HIV-AIDS fairy story became a mullti- 
billion pound industry and the media poured out propaganda 
terrifying the world about the deadly HIV ‘virus’ that caused the 
lethal AIDS. By then Mullis was working at a lab in Santa Monica, 
California, to detect retroviruses with his PCR test in blood 
donations received by the Red Cross. In doing so he asked a 
virologist where he could find a reference for HIV being the cause of 
AIDS. “You don’t need a reference,’ the virologist said ... “Everybody 
knows tt.” Mullis said he wanted to quote a reference in the report he 
was doing and he said he felt a little funny about not knowing the 
source of such an important discovery when everyone else seemed 
to. The virologist suggested he cite a report by the Centers for 
Disease Control and Prevention (CDC) on morbidity and mortality. 
Mullis read the report, but it only said that an organism had been 
identified and did not say how. The report did not identify the 
original scientific work. Physicians, however, assumed (key recurring 
theme) that if the CDC was convinced that HIV caused AIDS then 
proof must exist. Mullis continues: 


| did computer searches. Neither Montagnier, Gallo, nor anyone else had published papers 
describing experiments which led to the conclusion that HIV probably caused AIDS. | read 
the papers in Science for which they had become well known as AIDS doctors, but all they 
had said there was that they had found evidence of a past infection by something which was 
probably HIV in some AIDS patients. 


They found antibodies. Antibodies to viruses had always been considered evidence of past 
disease, not present disease. Antibodies signaled that the virus had been defeated. The patient 
had saved himself. There was no indication in these papers that this virus caused a disease. 
They didn’t show that everybody with the antibodies had the disease. In fact they found some 
healthy people with antibodies. 


Mullis asked why their work had been published if Montagnier 
and Gallo hadn't really found this evidence, and why had they been 
fighting so hard to get credit for the discovery? He says he was 
hesitant to write ‘HIV is the probable cause of AIDS’ until he found 
published evidence to support that. ‘Tens of thousands of scientists 
and researchers were spending billions of dollars a year doing 
research based on this idea,’ Mullis writes. “The reason had to be 
there somewhere; otherwise these people would not have allowed 
their research to settle into one narrow channel of investigation.’ He 
said he lectured about PCR at numerous meetings where people 
were always talking about HIV and he asked them how they knew 
that HIV was the cause of AIDS: 


Everyone said something. Everyone had the answer at home, in the office, in some drawer. 
They all knew, and they would send me the papers as soon as they got back. But | never got 
any papers. Nobody ever sent me the news about how AIDS was caused by HIV. 


Eventually Mullis was able to ask Montagnier himself about the 
reference proof when he lectured in San Diego at the grand opening 
of the University of California AIDS Research Center. Mullis says 
this was the last time he would ask his question without showing 
anger. Montagnier said he should reference the CDC report. ‘I read 
it’, Mullis said, and it didn’t answer the question. ‘If Montagnier 
didn’t know the answer who the hell did?’ Then one night Mullis 
was driving when an interview came on National Public Radio with 
Peter Duesberg, a prominent virologist at Berkeley and a California 
Scientist of the Year. Mullis says he finally understood why he could 
not find references that connected HIV to AIDS — there weren't any! 
No one had ever proved that HIV causes AIDS even though it had 
spawned a multi-billion pound global industry and the media was 
repeating this as fact every day in their articles and broadcasts 
terrifying the shit out of people about AIDS and giving the 
impression that a positive test for HIV (see ‘Covid’) was a death 
sentence. Duesberg was a threat to the AIDS gravy train and the 
agenda that underpinned it. He was therefore abused and castigated 
after he told the Proceedings of the National Academy of Sciences 


there was no good evidence implicating the new ‘virus’. Editors 
rejected his manuscripts and his research funds were deleted. Mullis 
points out that the CDC has defined AIDS as one of more than 30 
diseases if accompanied by a positive result on a test that detects 
antibodies to HIV; but those same diseases are not defined as AIDS 
cases when antibodies are not detected: 


If an HIV-positive woman develops uterine cancer, for example, she is considered to have 
AIDS. If she is not HIV positive, she simply has uterine cancer. An HIV-positive man with 
tuberculosis has AIDS; if he tests negative he simply has tuberculosis. If he lives in Kenya or 
Colombia, where the test for HIV antibodies is too expensive, he is simply presumed to have 
the antibodies and therefore AIDS, and therefore he can be treated in the World Health 
Organization’s clinic. It’s the only medical help available in some places. And it’s free, 
because the countries that support WHO are worried about AIDS. 


Mullis accuses the CDC of continually adding new diseases (see ever 
more ‘Covid symptoms’) to the grand AIDS definition and of 
virtually doctoring the books to make it appear as if the disease 
continued to spread. He cites how in 1993 the CDC enormously 
broadened its AIDS definition and county health authorities were 
delighted because they received $2,500 per year from the Federal 
government for every reported AIDS case. Ladies and gentlemen, I 
have just described, via Kary Mullis, the ‘Covid pandemic’ of 2020 
and beyond. Every element is the same and it’s been pulled off in the 
same way by the same networks. 


The ‘Covid virus’ exists? Okay — prove it. Er... still waiting 

What Kary Mullis described with regard to ‘HIV’ has been repeated 
with ‘Covid’. A claim is made that a new, or ‘novel’, infection has 
been found and the entire medical system of the world repeats that 
as fact exactly as they did with HIV and AIDS. No one in the 
mainstream asks rather relevant questions such as ‘How do you 
know?’ and ‘Where is your proof?’ The SARS-Cov-2 ‘virus’ and the 
‘Covid-19 disease’ became an overnight ‘everybody-knows-that’. 
The origin could be debated and mulled over, but what you could 
not suggest was that ‘SARS-Cov-2’ didn’t exist. That would be 


ridiculous. ‘Everybody knows’ the ‘virus’ exists. Well, I didn’t for 
one along with American proper doctors like Andrew Kaufman and 
Tom Cowan and long-time American proper journalist Jon 
Rappaport. We dared to pursue the obvious and simple question: 
‘Where’s the evidence?’ The overwhelming majority in medicine, 
journalism and the general public did not think to ask that. After all, 
everyone knew there was a new ‘virus’. Everyone was saying so and I 
heard it on the BBC. Some would eventually argue that the ‘deadly 
virus’ was nothing like as deadly as claimed, but few would venture 
into the realms of its very existence. Had they done so they would 
have found that the evidence for that claim had gone AWOL as with 
HIV causes AIDS. In fact, not even that. For something to go AWOL 
it has to exist in the first place and scientific proof for a ‘SARS-Cov-2’ 
can be filed under nothing, nowhere and zilch. 

Dr Andrew Kaufman is a board-certified forensic psychiatrist in 
New York State, a Doctor of Medicine and former Assistant 
Professor and Medical Director of Psychiatry at SUNY Upstate 
Medical University, and Medical Instructor of Hematology and 
Oncology at the Medical School of South Carolina. He also studied 
biology at the Massachusetts Institute of Technology (MIT) and 
trained in Psychiatry at Duke University. Kaufman is retired from 
allopathic medicine, but remains a consultant and educator on 
natural healing, I saw a video of his very early on in the ‘Covid’ hoax 
in which he questioned claims about the ‘virus’ in the absence of any 
supporting evidence and with plenty pointing the other way. I did 
everything I could to circulate his work which I felt was asking the 
pivotal questions that needed an answer. I can recommend an 
excellent pull-together interview he did with the website The Last 
Vagabond entitled Dr Andrew Kaufman: Virus Isolation, Terrain Theory 
and Covid-19 and his website is andrewkaufmanmd.com. Kaufman is 
not only a forensic psychiatrist; he is forensic in all that he does. He 
always reads original scientific papers, experiments and studies 
instead of second-third-fourth-hand reports about the ‘virus’ in the 
media which are repeating the repeated repetition of the narrative. 
When he did so with the original Chinese ‘virus’ papers Kaufman 


realised that there was no evidence of a ‘SARS-Cov-2’. They had 
never — from the start — shown it to exist and every repeat of this 
claim worldwide was based on the accepted existence of proof that 
was nowhere to be found — see Kary Mullis and HIV. Here we go 
again. 


Let's postulate 

Kaufman discovered that the Chinese authorities immediately 
concluded that the cause of an illness that broke out among about 
200 initial patients in Wuhan was a ‘new virus’ when there were no 
grounds to make that conclusion. The alleged ‘virus’ was not 
isolated from other genetic material in their samples and then shown 
through a system known as Koch’s postulates to be the causative 
agent of the illness. The world was told that the SARS-Cov-2 ‘virus’ 
caused a disease they called ‘Covid-19’ which had ‘flu-like’ 
symptoms and could lead to respiratory problems and pneumonia. 
If it wasn’t so tragic it would almost be funny. “Flu-like’ symptoms’? 
Pneumonia? Respiratory disease? What in CHINA and particularly in 
Wuhan, one of the most polluted cities in the world with a resulting 
epidemic of respiratory disease?? Three hundred thousand people 
get pneumonia in China every year and there are nearly a billion 
cases worldwide of ‘flu-like symptoms’. These have a whole range of 
causes — including pollution in Wuhan — but no other possibility was 
credibly considered in late 2019 when the world was told there was a 
new and deadly ‘virus’. The global prevalence of pneumonia and 
‘flu-like systems’ gave the Cult networks unlimited potential to re- 
diagnose these other causes as the mythical ‘Covid-19’ and that is 
what they did from the very start. Kaufman revealed how Chinese 
medical and science authorities (all subordinates to the Cult-owned 
communist government) took genetic material from the lungs of 
only a few of the first patients. The material contained their own 
cells, bacteria, fungi and other microorganisms living in their bodies. 
The only way you could prove the existence of the ‘virus’ and its 
responsibility for the alleged ‘Covid-19% was to isolate the virus from 
all the other material — a process also known as ‘purification’ — and 


then follow the postulates sequence developed in the late 19th 
century by German physician and bacteriologist Robert Koch which 
became the ‘gold standard’ for connecting an alleged causation 
agent to a disease: 


1. The microorganism (bacteria, fungus, virus, etc.) must be present in every case of the 
disease and all patients must have the same symptoms. It must also not be present in healthy 
individuals. 


2. The microorganism must be isolated from the host with the disease. If the microorganism 
is a bacteria or fungus it must be grown in a pure culture. If it is a virus, it must be purified 
(i.e. containing no other material except the virus particles) from a clinical sample. 


3. The specific disease, with all of its characteristics, must be reproduced when the 
infectious agent (the purified virus or a pure culture of bacteria or fungi) is inoculated into a 
healthy, susceptible host. 


4. The microorganism must be recoverable from the experimentally infected host as in step 
2; 


Not one of these criteria has been met in the case of ‘SARS-Cov-2’ and 
‘Covid-19’. Not ONE. EVER. Robert Koch refers to bacteria and not 
viruses. What are called ‘viral particles’ are so minute (hence masks 
are useless by any definition) that they could only be seen after the 
invention of the electron microscope in the 1930s and can still only 
be observed through that means. American bacteriologist and 
virologist Thomas Milton Rivers, the so-called ‘Father of Modern 
Virology’ who was very significantly director of the Rockefeller 
Institute for Medical Research in the 1930s, developed a less 
stringent version of Koch’s postulates to identify ‘virus’ causation 
known as ‘Rivers criteria’. ‘Covid’ did not pass that process either. 
Some even doubt whether any ‘virus’ can be isolated from other 
particles containing genetic material in the Koch method. Freedom 
of Information requests in many countries asking for scientific proof 
that the ‘Covid virus’ has been purified and isolated and shown to 
exist have all come back with a ‘we don’t have that’ and when this 
happened with a request to the UK Department of Health they 
added this comment: 


However, outside of the scope of the [Freedom of Information Act] and on a discretionary 
basis, the following information has been advised to us, which may be of interest. Most 
infectious diseases are caused by viruses, bacteria or fungi. Some bacteria or fungi have the 
capacity to grow on their own in isolation, for example in colonies on a petri dish. Viruses are 
different in that they are what we call ‘obligate pathogens’ — that is, they cannot survive or 
reproduce without infecting a host ... 


... For some diseases, it is possible to establish causation between a microorganism and a 
disease by isolating the pathogen from a patient, growing it in pure culture and reintroducing 
it to a healthy organism. These are known as ‘Koch’s postulates’ and were developed in 1882. 
However, as our understanding of disease and different disease-causing agents has advanced, 
these are no longer the method for determining causation [Andrew Kaufman asks why in that 
case are there two published articles falsely claiming to satisfy Koch’s postulates]. 


It has long been known that viral diseases cannot be identified in this way as viruses cannot 
be grown in ‘pure culture’. When a patient is tested for a viral illness, this is normally done by 
looking for the presence of antigens, or viral genetic code in a host with molecular biology 
techniques [Kaufman asks how you could know the origin of these chemicals without having 
a pure culture for comparison]. 


For the record ‘antigens’ are defined so: 


Invading microorganisms have antigens on their surface that the human body can recognise as 
being foreign — meaning not belonging to it. When the body recognises a foreign antigen, 
lymphocytes (white blood cells) produce antibodies, which are complementary in shape to 
the antigen. 


Notwithstanding that this is open to question in relation to ‘SARS- 
Cov-2’ the presence of ‘antibodies’ can have many causes and they 
are found in people that are perfectly well. Kary Mullis said: 
‘Antibodies ... had always been considered evidence of past disease, 
not present disease.’ 


‘Covid really is a computer ‘virus’ 


Where the UK Department of Health statement says ‘viruses’ are 
now ‘diagnosed’ through a ‘viral genetic code in a host with 
molecular biology techniques’, they mean ... the PCR test which its 
inventor said cannot test for infectious disease. They have no 
credible method of connecting a ‘virus’ to a disease and we will see 
that there is no scientific proof that any ‘virus’ causes any disease or 
there is any such thing as a ‘virus’ in the way that it is described. 
Tenacious Canadian researcher Christine Massey and her team made 


some 40 Freedom of Information requests to national public health 
agencies in different countries asking for proof that SARS-CoV-2 has 
been isolated and not one of them could supply that information. 
Massey said of her request in Canada: ‘Freedom of Information 
reveals Public Health Agency of Canada has no record of ‘SARS- 
COV-2’ isolation performed by anyone, anywhere, ever.’ If you 
accept the comment from the UK Department of Health it’s because 
they can’t isolate a ‘virus’. Even so many ‘science’ papers claimed to 
have isolated the ‘Covid virus’ until they were questioned and had 
to admit they hadn’t. A reply from the Robert Koch Institute in 
Germany was typical: ‘I am not aware of a paper which purified 
isolated SARS-CoV-2.’ So what the hell was Christian Drosten and 
his gang using to design the ‘Covid’ testing protocol that has 
produced all the illusory Covid’ cases and ‘Covid’ deaths when the 
head of the Chinese version of the CDC admitted there was a 
problem right from the start in that the ‘virus’ had never been 
isolated/purified? Breathe deeply: What they are calling ‘Covid’ is 
actually created by a computer program i.e. they made it up — er, that’s 
it. They took lung fluid, with many sources of genetic material, from 
one single person alleged to be infected with Covid-19 by a PCR test 
which they claimed, without clear evidence, contained a ‘virus’. They 
used several computer programs to create a model of a theoretical 
virus genome sequence from more than fifty-six million small 
sequences of RNA, each of an unknown source, assembling them 
like a puzzle with no known solution. The computer filled in the 
gaps with sequences from bits in the gene bank to make it look like a 
bat SARS-like coronavirus! A wave of the magic wand and poof, an 
in silico (computer-generated) genome, a scientific fantasy, was 
created. UK health researcher Dr Kevin Corbett made the same point 
with this analogy: 


... It’s like giving you a few bones and saying that’s your fish. It could be any fish. Not even a 
skeleton. Here’s a few fragments of bones. That’s your fish ... It’s all from gene bank and the 
bits of the virus sequence that weren’t there they made up. 


They synthetically created them to fill in the blanks. That’s what genetics is; it’s a code. So it’s 
ABBBCCDDD and you're missing some what you think is EEE so you put it in. It’s all 


synthetic. You just manufacture the bits that are missing. This is the end result of the 
geneticization of virology. This is basically a computer virus. 


Further confirmation came in an email exchange between British 
citizen journalist Frances Leader and the government’s Medicines & 
Healthcare Products Regulatory Agency (the Gates-funded MHRA) 
which gave emergency permission for untested ‘Covid vaccines’ to 
be used. The agency admitted that the ‘vaccine’ is not based on an 
isolated ‘virus’, but comes from a computer-generated model. Frances 
Leader was naturally banned from Cult-owned fascist Twitter for 
making this exchange public. The process of creating computer- 
generated alleged ‘viruses’ is called ‘in silico’ or ‘in silicon’ — 
computer chips — and the term ‘in silico’ is believed to originate with 
biological experiments using only a computer in 1989. ‘Vaccines’ 
involved with ‘Covid’ are also produced ‘in silico’ or by computer 
not a natural process. If the original ‘virus’ is nothing more than a 
made-up computer model how can there be ‘new variants’ of 
something that never existed in the first place? They are not new 
‘variants’; they are new computer models only minutely different to 
the original program and designed to further terrify the population 
into having the ‘vaccine’ and submitting to fascism. You want a “new 
variant’? Click, click, enter — there you go. Tell the medical 
profession that you have discovered a ‘South African variant’, ‘UK 
variants’ or a ‘Brazilian variant’ and in the usual HIV-causes-AIDS 
manner they will unquestioningly repeat it with no evidence 
whatsoever to support these claims. They will go on television and 
warn about the dangers of ‘new variants’ while doing nothing more 
than repeating what they have been told to be true and knowing that 
any deviation from that would be career suicide. Big-time insiders 
will know it’s a hoax, but much of the medical community is clueless 
about the way they are being played and themselves play the public 
without even being aware they are doing so. What an interesting 
‘coincidence’ that AstraZeneca and Oxford University were 
conducting ‘Covid vaccine trials’ in the three countries — the UK, 
South Africa and Brazil — where the first three ‘variants’ were 
claimed to have ‘broken out’. 


Here's your ‘virus — it's a unicorn 

Dr Andrew Kaufman presented a brilliant analysis describing how 
the ‘virus’ was imagined into fake existence when he dissected an 
article published by Nature and written by 19 authors detailing 
alleged ‘sequencing of a complete viral genome’ of the ‘new SARS- 
CoV-2 virus’. This computer-modelled in silico genome was used as a 
template for all subsequent genome sequencing experiments that 
resulted in the so-called variants which he said now number more 
than 6,000. The fake genome was constructed from more than 56 
million individual short strands of RNA. Those little pieces were 
assembled into longer pieces by finding areas of overlapping 
sequences. The computer programs created over two million 
possible combinations from which the authors simply chose the 
longest one. They then compared this to a ‘bat virus’ and the 
computer ‘alignment’ rearranged the sequence and filled in the gaps! 
They called this computer-generated abomination the ‘complete 
genome’. Dr Tom Cowan, a fellow medical author and collaborator 
with Kaufman, said such computer-generation constitutes scientific 
fraud and he makes this superb analogy: 


Here is an equivalency: A group of researchers claim to have found a unicorn because they 
found a piece of a hoof, a hair from a tail, and a snippet of a horn. They then add that 
information into a computer and program it to re-create the unicorn, and they then claim this 
computer re-creation is the real unicorn. Of course, they had never actually seen a unicorn so 
could not possibly have examined its genetic makeup to compare their samples with the 
actual unicorn’s hair, hooves and horn. 


The researchers claim they decided which is the real genome of SARS-CoV-2 by ‘consensus’, 
sort of like a vote. Again, different computer programs will come up with different versions of 
the imaginary ‘unicorn’, so they come together as a group and decide which is the real 
imaginary unicorn. 


This is how the ‘virus’ that has transformed the world was brought 
into fraudulent ‘existence’. Extraordinary, yes, but as the Nazis said 
the bigger the lie the more will believe it. Cowan, however, wasn’t 
finished and he went on to identify what he called the real 
blockbuster in the paper. He quotes this section from a paper written 


by virologists and published by the CDC and then explains what it 
means: 


Therefore, we examined the capacity of SARS-CoV-2 to infect and replicate in several 
common primate and human cell lines, including human adenocarcinoma cells (A549), 
human liver cells (HUH 7.0), and human embryonic kidney cells (HEK-293T). In addition to 
Vero E6 and Vero CCL81 cells. ... Each cell line was inoculated at high multiplicity of 
infection and examined 24h post-infection. 


No CPE was observed in any of the cell lines except in Vero cells, which grew to greater than 
10 to the 7th power at 24 h post-infection. In contrast, HUH 7.0 and 293T showed only 
modest viral replication, and A549 cells were incompatible with SARS CoV-2 infection. 


Cowan explains that when virologists attempt to prove infection 
they have three possible ‘hosts’ or models on which they can test. 
The first was humans. Exposure to humans was generally not done 
for ethical reasons and has never been done with SARS-CoV-2 or any 
coronavirus. The second possible host was animals. Cowan said that 
forgetting for a moment that they never actually use purified virus 
when exposing animals they do use solutions that they claim contain 
the virus. Exposure to animals has been done with SARS-CoV-2 in 
an experiment involving mice and this is what they found: None of 
the wild (normal) mice got sick. In a group of genetically-modified 
mice, a statistically insignificant number lost weight and had slightly 
bristled fur, but they experienced nothing like the illness called 
‘Covid-19’. Cowan said the third method — the one they mostly rely 
on — is to inoculate solutions they say contain the virus onto a variety 
of tissue cultures. This process had never been shown to kill tissue 
unless the sample material was starved of nutrients and poisoned as 
part of the process. Yes, incredibly, in tissue experiments designed to 
show the ‘virus’ is responsible for killing the tissue they starve the 
tissue of nutrients and add toxic drugs including antibiotics and they 
do not have control studies to see if it’s the starvation and poisoning 
that is degrading the tissue rather than the ‘virus’ they allege to be in 
there somewhere. You want me to pinch you? Yep, I understand. 
Tom Cowan said this about the whole nonsensical farce as he 
explains what that quote from the CDC paper really means: 


The shocking thing about the above quote is that using their own methods, the virologists 
found that solutions containing SARS-CoV-2 — even in high amounts — were NOT, | repeat 
NOT, infective to any of the three human tissue cultures they tested. In plain English, this 
means they proved, on their terms, that this ‘new coronavirus’ is not infectious to human 
beings. It is ONLY infective to monkey kidney cells, and only then when you add two potent 
drugs (gentamicin and amphotericin), known to be toxic to kidneys, to the mix. 


My friends, read this again and again. These virologists, published by the CDC, performed a 
clear proof, on their terms, showing that the SARS-CoV-2 virus is harmless to human beings. 
That is the only possible conclusion, but, unfortunately, this result is not even mentioned in 
their conclusion. They simply say they can provide virus stocks cultured only on monkey Vero 
cells, thanks for coming. 


Cowan concluded: ‘If people really understood how this “science” 
was done, I would hope they would storm the gates and demand 
honesty, transparency and truth.’ Dr Michael Yeadon, former Vice 
President and Chief Scientific Adviser at drug giant Pfizer has been a 
vocal critic of the ‘Covid vaccine’ and its potential for multiple harm. 
He said in an interview in April, 2021, that ‘not one [vaccine] has the 
virus. He was asked why vaccines normally using a ‘dead’ version of 
a disease to activate the immune system were not used for ‘Covid’ 
and instead we had the synthetic methods of the ‘mRNA Covid 
vaccine’. Yeadon said that to do the former ‘you’d have to have some 
of [the virus] wouldn’t you?’ He added: “No-one’s got any — 
seriously.’ Yeadon said that surely they couldn’t have fooled the 
whole world for a year without having a virus, ‘but oddly enough 
ask around — no one’s got it’. He didn’t know why with all the ‘great 
labs’ around the world that the virus had not been isolated — ‘Maybe 
they’ve been too busy running bad PCR tests and vaccines that 
people don’t need.’ What is today called ‘science’ is not ‘science’ at 
all. Science is no longer what is, but whatever people can be 
manipulated to believe that it is. Real science has been hijacked by the 
Cult to dispense and produce the ‘expert scientists’ and contentions 
that suit the agenda of the Cult. How big-time this has happened 
with the ‘Covid’ hoax which is entirely based on fake science 
delivered by fake ‘scientists’ and fake ‘doctors’. The human-caused 
climate change hoax is also entirely based on fake science delivered 
by fake ‘scientists’ and fake ‘climate experts’. In both cases real 


scientists, climate experts and doctors have their views suppressed 
and deleted by the Cult-owned science establishment, media and 
Silicon Valley. This is the ‘science’ that politicians claim to be 
‘following’ and a common denominator of ‘Covid’ and climate are 
Cult psychopaths Bill Gates and his mate Klaus Schwab at the Gates- 
funded World Economic Forum. But, don’t worry, it’s all just a 
coincidence and absolutely nothing to worry about. 2zzzzzzz. 


What is a ‘virus’ REALLY? 


Dr Tom Cowan is one of many contesting the very existence of 
viruses let alone that they cause disease. This is understandable 
when there is no scientific evidence for a disease-causing ‘virus’. 
German virologist Dr Stefan Lanka won a landmark case in 2017 in 
the German Supreme Court over his contention that there is no such 
thing as a measles virus. He had offered a big prize for anyone who 
could prove there is and Lanka won his case when someone sought 
to claim the money. There is currently a prize of more than 225,000 
euros on offer from an Isolate Truth Fund for anyone who can prove 
the isolation of SARS-CoV-2 and its genetic substance. Lanka wrote 
in an article headed ‘The Misconception Called Virus’ that scientists 
think a ‘virus’ is causing tissue to become diseased and degraded 
when in fact it is the processes they are using which do that — not a 
‘virus’. Lanka has done an important job in making this point clear 
as Cowan did in his analysis of the CDC paper. Lanka says that all 
claims about viruses as disease-causing pathogens are wrong and 
based on ‘easily recognisable, understandable and verifiable 
misinterpretations.’ Scientists believed they were working with 
‘viruses’ in their laboratories when they were really working with 
‘typical particles of specific dying tissues or cells ...” Lanka said that 
the tissue decaying process claimed to be caused by a ‘virus’ still 
happens when no alleged ‘virus’ is involved. It’s the process that does 
the damage and not a ‘virus’. The genetic sample is deprived of 
nutrients, removed from its energy supply through removal from 
the body and then doused in toxic antibiotics to remove any bacteria. 
He confirms again that establishment scientists do not (pinch me) 


conduct control experiments to see if this is the case and if they did 
they would see the claims that ‘viruses’ are doing the damage is 
nonsense. He adds that during the measles ‘virus’ court case he 
commissioned an independent laboratory to perform just such a 
control experiment and the result was that the tissues and cells died 
in the exact same way as with alleged ‘infected’ material. This is 
supported by a gathering number of scientists, doctors and 
researchers who reject what is called ‘germ theory’ or the belief in 
the body being infected by contagious sources emitted by other 
people. Researchers Dawn Lester and David Parker take the same 
stance in their highly-detailed and sourced book What Really Makes 
You Ill — Why everything you thought you knew about disease is wrong 
which was recommended to me by a number of medical 
professionals genuinely seeking the truth. Lester and Parker say 
there is no provable scientific evidence to show that a ‘virus’ can be 
transmitted between people or people and animals or animals and 
people: 


The definition also claims that viruses are the cause of many diseases, as if this has been 
definitively proven. But this is not the case; there is no original scientific evidence that 
definitively demonstrates that any virus is the cause of any disease. The burden of proof for 
any theory lies with those who proposed it; but none of the existing documents provides 
‘proof’ that supports the claim that ‘viruses’ are pathogens. 


Dr Tom Cowan employs one of his clever analogies to describe the 
process by which a ‘virus’ is named as the culprit for a disease when 
what is called a ‘virus’ is only material released by cells detoxing 
themselves from infiltration by chemical or radiation poisoning. The 
tidal wave of technologically-generated radiation in the ‘smart’ 
modern world plus all the toxic food and drink are causing this to 
happen more than ever. Deluded ‘scientists’ misread this as a 
gathering impact of what they wrongly label ‘viruses’. 


Paper can infect houses 


Cowan said in an article for davidicke.com — with his tongue only 
mildly in his cheek — that he believed he had made a tremendous 


discovery that may revolutionise science. He had discovered that 
small bits of paper are alive, ‘well alive-ish’, can ‘infect’ houses, and 
then reproduce themselves inside the house. The result was that this 
explosion of growth in the paper inside the house causes the house 
to explode, blowing it to smithereens. His evidence for this new 
theory is that in the past months he had carefully examined many of 
the houses in his neighbourhood and found almost no scraps of 
paper on the lawns and surrounds of the house. There was an 
occasional stray label, but nothing more. Then he would return to 
these same houses a week or so later and with a few, not all of them, 
particularly the old and decrepit ones, he found to his shock and 
surprise they were littered with stray bits of paper. He knew then 
that the paper had infected these houses, made copies of itself, and 
blew up the house. A young boy on a bicycle at one of the sites told 
him he had seen a demolition crew using dynamite to explode the 
house the previous week, but Cowan dismissed this as the idle 
thoughts of silly boys because ‘I was on to something big’. He was 
on to how ‘scientists’ mistake genetic material in the detoxifying 
process for something they call a ‘virus’. Cowan said of his house 
and paper story: 


If this sounds crazy to you, it’s because it should. This scenario is obviously nuts. But consider 
this admittedly embellished, for effect, current viral theory that all scientists, medical doctors 
and virologists currently believe. 


He takes the example of the ‘novel SARS-Cov2’ virus to prove the 
point. First they take someone with an undefined illness called 
‘Covid-19’ and don’t even attempt to find any virus in their sputum. 
Never mind the scientists still describe how this ‘virus’, which they 
have not located attaches to a cell receptor, injects its genetic 
material, in ‘Covid’s’ case, RNA, into the cell. The RNA once inserted 
exploits the cell to reproduce itself and makes ‘thousands, nay 
millions, of copies of itself ... Then it emerges victorious to claim its 
next victim’: 


If you were to look in the scientific literature for proof, actual scientific proof, that uniform 
SARS-CoV2 viruses have been properly isolated from the sputum of a sick person, that actual 
spike proteins could be seen protruding from the virus (which has not been found), you would 
find that such evidence doesn’t exist. 


If you go looking in the published scientific literature for actual pictures, proof, that these 
spike proteins or any viral proteins are ever attached to any receptor embedded in any cell 
membrane, you would also find that no such evidence exists. If you were to look for a video 
or documented evidence of the intact virus injecting its genetic material into the body of the 
cell, reproducing itself and then emerging victorious by budding off the cell membrane, you 
would find that no such evidence exists. 


The closest thing you would find is electron micrograph pictures of cellular particles, possibly 
attached to cell debris, both of which to be seen were stained by heavy metals, a process that 
completely distorts their architecture within the living organism. This is like finding bits of 
paper stuck to the blown-up bricks, thereby proving the paper emerged by taking pieces of the 
bricks on its way out. 


The Enders baloney 


Cowan describes the ‘Covid’ story as being just as make-believe as 
his paper story and he charts back this fantasy to a Nobel Prize 
winner called John Enders (1897-1985), an American biomedical 
scientist who has been dubbed ‘The Father of Modern Vaccines’. 
Enders is claimed to have ‘discovered’ the process of the viral 
culture which ‘proved’ that a ‘virus’ caused measles. Cowan 
explains how Enders did this ‘by using the EXACT same procedure 
that has been followed by every virologist to find and characterize 
every new virus since 1954’. Enders took throat swabs from children 
with measles and immersed them in 2ml of milk. Penicillin (100u/ml) 
and the antibiotic streptomycin (50,g/ml) were added and the whole 
mix was centrifuged — rotated at high speed to separate large cellular 
debris from small particles and molecules as with milk and cream, 
for example. Cowan says that if the aim is to find little particles of 
genetic material (‘viruses’) in the snot from children with measles it 
would seem that the last thing you would do is mix the snot with 
other material — milk -that also has genetic material. ‘How are you 
ever going to know whether whatever you found came from the snot 
or the milk?’ He points out that streptomycin is a ‘nephrotoxic’ or 
poisonous-to-the-kidney drug. You will see the relevance of that 


shortly. Cowan says that it gets worse, much worse, when Enders 
describes the culture medium upon which the virus ‘grows’: ‘The 
culture medium consisted of bovine amniotic fluid (90%), beef 
embryo extract (5%), horse serum (5%), antibiotics and phenol red as 
an indicator of cell metabolism.’ Cowan asks incredulously: ‘Did he 
just say that the culture medium also contained fluids and tissues 
that are themselves rich sources of genetic material?’ The genetic 
cocktail, or ‘medium’, is inoculated onto tissue and cells from rhesus 
monkey kidney tissue. This is where the importance of streptomycin 
comes in and currently-used antimicrobials and other drugs that are 
poisonous to kidneys and used in ALL modern viral cultures (e.g. 
gentamicin, streptomycin, and amphotericin). Cowan asks: ‘How are 
you ever going to know from this witch’s brew where any genetic 
material comes from as we now have five different sources of rich 
genetic material in our mix?’ Remember, he says, that all genetic 
material, whether from monkey kidney tissues, bovine serum, milk, 
etc., is made from the exact same components. The same central 
question returns: ‘How are you possibly going to know that it was 
the virus that killed the kidney tissue and not the toxic antibiotic and 
starvation rations on which you are growing the tissue?’ John Enders 
answered the question himself — you can't: 


A second agent was obtained from an uninoculated culture of monkey kidney cells. The 
cytopathic changes [death of the cells] it induced in the unstained preparations could not be 
distinguished with confidence from the viruses isolated from measles. 


The death of the cells (‘cytopathic changes’) happened in exactly 
the same manner, whether they inoculated the kidney tissue with the 
measles snot or not, Cowan says. ‘This is evidence that the 
destruction of the tissue, the very proof of viral causation of illness, 
was not caused by anything in the snot because they saw the same 
destructive effect when the snot was not even used ... the cytopathic, 
ie., cell-killing, changes come from the process of the culture itself, 
not from any virus in any snot, period.’ Enders quotes in his 1957 
paper a virologist called Ruckle as reporting similar findings ‘and in 
addition has isolated an agent from monkey kidney tissue that is so 


far indistinguishable from human measles virus’. In other words, 
Cowan says, these particles called ‘measles viruses’ are simply and 
clearly breakdown products of the starved and poisoned tissue. For 
measles ‘virus’ see all ‘viruses’ including the so-called ‘Covid virus’. 
Enders, the ‘Father of Modern Vaccines’, also said: 


There is a potential risk in employing cultures of primate cells for the production of vaccines 
composed of attenuated virus, since the presence of other agents possibly latent in primate 
tissues cannot be definitely excluded by any known method. 


Cowan further quotes from a paper published in the journal 
Viruses in May, 2020, while the ‘Covid pandemic’ was well 
underway in the media if not in reality. ‘EVs’ here refers to particles 
of genetic debris from our own tissues, such as exosomes of which 
more in a moment: ‘The remarkable resemblance between EVs and 
viruses has caused quite a few problems in the studies focused on 
the analysis of EVs released during viral infections.’ Later the paper 
adds that to date a reliable method that can actually guarantee a 
complete separation (of EVs from viruses) DOES NOT EXIST. This 
was published at a time when a fairy tale ‘virus’ was claimed in total 
certainty to be causing a fairy tale ‘viral disease’ called ‘Covid-19’ —a 
fairy tale that was already well on the way to transforming human 
society in the image that the Cult has worked to achieve for so long. 
Cowan concludes his article: 


To summarize, there is no scientific evidence that pathogenic viruses exist. What we think of 
as ‘viruses’ are simply the normal breakdown products of dead and dying tissues and cells. 
When we are well, we make fewer of these particles; when we are starved, poisoned, 
suffocated by wearing masks, or afraid, we make more. 


There is no engineered virus circulating and making people sick. People in laboratories all 
over the world are making genetically modified products to make people sick. These are 
called vaccines. There is no virome, no ‘ecosystem’ of viruses, viruses are not 8%, 50% or 
100 % of our genetic material. These are all simply erroneous ideas based on the 
misconception called a virus. 


Whatis ‘Covid’? Load of bollocks 


The background described here by Cowan and Lanka was 
emphasised in the first video presentation that Isaw by Dr Andrew 
Kaufman when he asked whether the ‘Covid virus’ was in truth a 
natural defence mechanism of the body called ‘exosomes’. These are 
released by cells when in states of toxicity — see the same themes 
returning over and over. They are released ever more profusely as 
chemical and radiation toxicity increases and think of the potential 
effect therefore of 5G alone as its destructive frequencies infest the 
human energetic information field with a gathering pace (5G went 
online in Wuhan in 2019 as the ‘virus’ emerged). I’ll have more about 
this later. Exosomes transmit a warning to the rest of the body that 
‘Houston, we have a problem’. Kaufman presented images of 
exosomes and compared them with ‘Covid’ under an electron 
microscope and the similarity was remarkable. They both attach to 
the same cell receptors (claimed in the case of ‘Covid’), contain the 
same genetic material in the form of RNA or ribonucleic acid, and 
both are found in ‘viral cell cultures’ with damaged or dying cells. 
James Hildreth MD, President and Chief Executive Officer of the 
Meharry Medical College at Johns Hopkins, said: “The virus is fully 
an exosome in every sense of the word.’ Kaufman’s conclusion was 
that there is no ‘virus’: ‘This entire pandemic is a completely 
manufactured crisis ... there is no evidence of anyone dying from 
[this] illness.’ Dr Tom Cowan and Sally Fallon Morell, authors of The 
Contagion Myth, published a statement with Dr Kaufman in 
February, 2021, explaining why the ‘virus’ does not exist and you can 
read it that in full in the Appendix. 


‘Virus’ theory can be traced to the ‘cell theory’ in 1858 of German 
physician Rudolf Virchow (1821-1920) who contended that disease 
originates from a single cell infiltrated by a ‘virus’. Dr Stefan Lanka 
said that findings and insights with respect to the structure, function 
and central importance of tissues in the creation of life, which were 
already known in 1858, comprehensively refute the cell theory. 
Virchow ignored them. We have seen the part later played by John 
Enders in the 1950s and Lanka notes that infection theories were 
only established as a global dogma through the policies and 


eugenics of the Third Reich in Nazi Germany (creation of the same 
Sabbatian cult behind the ‘Covid’ hoax). Lanka said: ‘Before 1933, 
scientists dared to contradict this theory; after 1933, these critical 
scientists were silenced’. Dr Tom Cowan’s view is that ill-heath is 
caused by too much of something, too little of something, or 
toxification from chemicals and radiation — not contagion. We must 
also highlight as a major source of the ‘virus’ theology a man still 
called the ‘Father of Modern Virology’ — Thomas Milton Rivers 
(1888-1962). There is no way given the Cult’s long game policy that it 
was a coincidence for the ‘Father of Modern Virology’ to be director 
of the Rockefeller Institute for Medical Research from 1937 to 1956 
when he is credited with making the Rockefeller Institute a leader in 
‘viral research’. Cult Rockefellers were the force behind the creation 
of Big Pharma ‘medicine’, established the World Health 
Organisation in 1948, and have long and close associations with the 
Gates family that now runs the WHO during the pandemic hoax 
through mega-rich Cult gofer and psychopath Bill Gates. 

Only a Renegade Mind can see through all this bullshit by asking 
the questions that need to be answered, not taking ‘no’ or 
prevarication for an answer, and certainly not hiding from the truth 
in fear of speaking it. Renegade Minds have always changed the 
world for the better and they will change this one no matter how 
bleak it may currently appear to be. 


CHAPTER SIX 
Sequence of deceit 


If you tell the truth, you don’t have to remember anything 
Mark Twain 


gainst the background that I have laid out this far the sequence 

that took us from an invented ‘virus’ in Cult-owned China in 
late 2019 to the fascist transformation of human society can be seen 
and understood in a whole new context. 


We were told that a deadly disease had broken out in Wuhan and 
the world media began its campaign (coordinated by behavioural 
psychologists as we shall see) to terrify the population into 
unquestioning compliance. We were shown images of Chinese 
people collapsing in the street which never happened in the West 
with what was supposed to be the same condition. In the earliest 
days when alleged cases and deaths were few the fear register was 
hysterical in many areas of the media and this would expand into 
the common media narrative across the world. The real story was 
rather different, but we were never told that. The Chinese 
government, one of the Cult’s biggest centres of global operation, 
said they had discovered a new illness with flu-like and pneumonia- 
type symptoms in a city with such toxic air that it is overwhelmed 
with flu-like symptoms, pneumonia and respiratory disease. Chinese 
scientists said it was a new — ‘novel’ — coronavirus which they called 
Sars-Cov-2 and that it caused a disease they labelled ‘Covid-19’. 
There was no evidence for this and the ‘virus’ has never to this day 
been isolated, purified and its genetic code established from that. It 


was from the beginning a computer-generated fiction. Stories of 
Chinese whistleblowers saying the number of deaths was being 
supressed or that the ‘new disease’ was related to the Wuhan bio-lab 
misdirected mainstream and alternative media into cul-de-sacs to 
obscure the real truth — there was no ‘virus’. 


Chinese scientists took genetic material from the lung fluid of just 
a few people and said they had found a ‘new’ disease when this 
material had a wide range of content. There was no evidence for a 
‘virus’ for the very reasons explained in the last two chapters. The 
‘virus’ has never been shown to (a) exist and (b) cause any disease. 
People were diagnosed on symptoms that are so widespread in 
Wuhan and polluted China and with a PCR test that can’t detect 
infectious disease. On this farce the whole global scam was sold to 
the rest of the world which would also diagnose respiratory disease 
as ‘Covid-19’ from symptoms alone or with a PCR test not testing for 
a ‘virus’. Flu miraculously disappeared worldwide in 2020 and into 
2021 as it was redesignated ‘Covid-19’. It was really the same old flu 
with its ‘flu-like’ symptoms attributed to ‘flu-like’ ‘Covid-19’. At the 
same time with very few exceptions the Chinese response of 
draconian lockdown and fascism was the chosen weapon to respond 
across the West as recommended by the Cult-owned Tedros at the 
Cult-owned World Health Organization run by the Cult-owned 
Gates. All was going according to plan. Chinese scientists — 
everything in China is controlled by the Cult-owned government — 
compared their contaminated RNA lung-fluid material with other 
RNA sequences and said it appeared to be just under 80 percent 
identical to the SARS-CoV-1 ‘virus’ claimed to be the cause of the 
SARS (severe acute respiratory syndrome) ‘outbreak’ in 2003. They 
decreed that because of this the ‘new virus’ had to be related and 
they called it SARS-CoV-2. There are some serious problems with 
this assumption and assumption was all it was. Most ‘factual’ science 
turns out to be assumptions repeated into everyone-knows-that. A 
match of under 80-percent is meaningless. Dr Kaufman makes the 
point that there’s a 96 percent genetic correlation between humans 
and chimpanzees, but ‘no one would say our genetic material is part 


of the chimpanzee family’. Yet the Chinese authorities were claiming 
that a much lower percentage, less than 80 percent, proved the 
existence of a new ‘coronavirus’. For goodness sake human DNA is 
60 percent similar to a banana. 


You are feeling sleepy 

The entire ‘Covid’ hoax is a global Psyop, a psychological operation 
to program the human mind into believing and fearing a complete 
fantasy. A crucial aspect of this was what appeared to happen in Italy. 
It was all very well streaming out daily images of an alleged 
catastrophe in Wuhan, but to the Western mind it was still on the 
other side of the world in a very different culture and setting. A 
reaction of ‘this could happen to me and my family’ was still nothing 
like as intense enough for the mind-doctors. The Cult needed a 
Western example to push people over that edge and it chose Italy, 
one of its major global locations going back to the Roman Empire. 
An Italian ‘Covid’ crisis was manufactured in a particular area called 
Lombardy which just happens to be notorious for its toxic air and 
therefore respiratory disease. Wuhan, China, déja vu. An hysterical 
media told horror stories of Italians dying from ‘Covid’ in their 
droves and how Lombardy hospitals were being overrun by a tidal 
wave of desperately ill people needing treatment after being struck 
down by the ‘deadly virus’. Here was the psychological turning 
point the Cult had planned. Wow, if this is happening in Italy, the 
Western mind concluded, this indeed could happen to me and my 
family. Another point is that Italian authorities responded by 
following the Chinese blueprint so vehemently recommended by the 
Cult-owned World Health Organization. They imposed fascistic 
lockdowns on the whole country viciously policed with the help of 
surveillance drones sweeping through the streets seeking out anyone 
who escaped from mass house arrest. Livelihoods were destroyed 
and psychology unravelled in the way we have witnessed since in all 
lockdown countries. Crucial to the plan was that Italy responded in 
this way to set the precedent of suspending freedom and imposing 
fascism in a “Western liberal democracy’. I emphasised in an 


animated video explanation on davidicke.com posted in the summer 
of 2020 how important it was to the Cult to expand the Chinese 
lockdown model across the West. Without this, and the bare-faced lie 
that non-symptomatic people could still transmit a ‘disease’ they 
didn’t have, there was no way locking down the whole population, 
sick and not sick, could be pulled off. At just the right time and with 
no evidence Cult operatives and gofers claimed that people without 
symptoms could pass on the ‘disease’. In the name of protecting the 
‘vulnerable’ like elderly people, who lockdowns would kill by the 
tens of thousands, we had for the first time healthy people told to 
isolate as well as the sick. The great majority of people who tested 
positive had no symptoms because there was nothing wrong with 
them. It was just a trick made possible by a test not testing for the 
‘virus’. 

Months after my animated video the Gates-funded Professor Neil 
Ferguson at the Gates-funded Imperial College confirmed that I was 
right. He didn’t say it in those terms, naturally, but he did say it. 
Ferguson will enter the story shortly for his outrageously crazy 
‘computer models’ that led to Britain, the United States and many 
other countries following the Chinese and now Italian methods of 
response. Put another way, following the Cult script. Ferguson said 
that SAGE, the UK government's scientific advisory group which has 
controlled ‘Covid’ policy from the start, wanted to follow the 
Chinese lockdown model (while they all continued to work and be 
paid), but they wondered if they could possibly, in Ferguson’s 
words, ‘get away with it in Europe’. ‘Get away with it’? Who the hell 
do these moronic, arrogant people think they are? This appalling 
man Ferguson said that once Italy went into national lockdown they 
realised they, too, could mimic China: 


It’s a communist one-party state, we said. We couldn’t get away with it in Europe, we thought 
... and then Italy did it. And we realised we could. Behind this garbage from Ferguson is a 
simple fact: Doing the same as China in every country was the plan from the start and 
Ferguson’s ‘models’ would play a central role in achieving that. It’s just a coincidence, of 
course, and absolutely nothing to worry your little head about. 


Oops, sorry, our mistake 

Once the Italian segment of the Psyop had done the job it was 
designed to do a very different story emerged. Italian authorities 
revealed that 99 percent of those who had ‘died from Covid-19’ in 
Italy had one, two, three, or more ‘co-morbidities’ or illnesses and 
health problems that could have ended their life. The US Centers for 
Disease Control and Prevention (CDC) published a figure of 94 
percent for Americans dying of ‘Covid’ while having other serious 
medical conditions — on average two to three (some five or six) other 
potential causes of death. In terms of death from an unproven ‘virus’ 
I say it is 100 percent. The other one percent in Italy and six percent 
in the US would presumably have died from ‘Covid’s’ flu-like 
symptoms with a range of other possible causes in conjunction with 
a test not testing for the ‘virus’. Fox News reported that even more 
startling figures had emerged in one US county in which 410 of 422 
deaths attributed to ‘Covid-19 had other potentially deadly health 
conditions. The Italian National Health Institute said later that the 
average age of people dying with a ‘Covid-19% diagnosis in Italy was 
about 81. Ninety percent were over 70 with ten percent over 90. In 
terms of other reasons to die some 80 percent had two or more 
chronic diseases with half having three or more including 
cardiovascular problems, diabetes, respiratory problems and cancer. 
Why is the phantom ‘Covid-19’ said to kill overwhelmingly old 
people and hardly affect the young? Old people continually die of 
many causes and especially respiratory disease which you can re- 
diagnose ‘Covid-19’ while young people die in tiny numbers by 
comparison and rarely of respiratory disease. Old people ‘die of 
Covid’ because they die of other things that can be redesignated 
‘Covid’ and it really is that simple. 


Flu has flown 

The blueprint was in place. Get your illusory ‘cases’ from a test not 
testing for the ‘virus’ and redesignate other causes of death as 
‘Covid-19’. You have an instant ‘pandemic’ from something that is 
nothing more than a computer-generated fiction. With near-on a 


billion people having ‘flu-like’ symptoms every year the potential 
was limitless and we can see why flu quickly and apparently 
miraculously disappeared worldwide by being diagnosed ‘Covid-19’. 
The painfully bloody obvious was explained away by the childlike 
media in headlines like this in the UK ‘Independent’: ‘Not a single 
case of flu detected by Public Health England this year as Covid 
restrictions suppress virus’. I kid you not. The masking, social 
distancing and house arrest that did not make the ‘Covid virus’ 
disappear somehow did so with the “flu virus’. Even worse the 
article, by a bloke called Samuel Lovett, suggested that maybe the 
masking, sanitising and other ‘Covid’ measures should continue to 
keep the flu away. With a ridiculousness that disturbs your breathing 
(it’s ‘Covid-19’) the said Lovett wrote: ‘With widespread social 
distancing and mask-wearing measures in place throughout the UK, 
the usual routes of transmission for influenza have been blocked.’ 
He had absolutely no evidence to support that statement, but look at 
the consequences of him acknowledging the obvious. With flu not 
disappearing at all and only being relabelled “‘Covid-19 he would 
have to contemplate that “Covid’ was a hoax on a scale that is hard to 
imagine. You need guts and commitment to truth to even go there 
and that’s clearly something Samuel Lovett does not have in 
abundance. He would never have got it through the editors anyway. 


Tens of thousands die in the United States alone every winter from 
flu including many with pneumonia complications. CDC figures 
record 45 million Americans diagnosed with flu in 2017-2018 of 
which 61,000 died and some reports claim 80,000. Where was the 
same hysteria then that we have seen with ‘Covid-19’? Some 250,000 
Americans are admitted to hospital with pneumonia every year with 
about 50,000 cases proving fatal. About 65 million suffer respiratory 
disease every year and three million deaths makes this the third 
biggest cause of death worldwide. You only have to redesignate a 
portion of all these people ‘Covid-19’ and you have an instant global 
pandemic or the appearance of one. Why would doctors do this? They 
are told to do this and all but a few dare not refuse those who must 
be obeyed. Doctors in general are not researching their own 


knowledge and instead take it direct and unquestioned from the 
authorities that own them and their careers. The authorities say they 
must now diagnose these symptoms ‘Covid-19’ and not flu, or 
whatever, and they do it. Dark suits say put ‘Covid-19’ on death 
certificates no matter what the cause of death and the doctors do it. 
Renegade Minds don’t fall for the illusion that doctors and medical 
staff are all highly-intelligent, highly-principled, seekers of medical 
truth. Some are, but not the majority. They are repeaters, gofers, and 
yes sir, no sir, purveyors of what the system demands they purvey. 
The ‘Covid’ con is not merely confined to diseases of the lungs. 
Instructions to doctors to put ‘Covid-19’ on death certificates for 
anyone dying of anything within 28 days (or much more) of a 
positive test not testing for the ‘virus’ opened the floodgates. The 
term dying with ‘Covid’ and not of ‘Covid’ was coined to cover the 
truth. Whether it was a with or an of they were all added to the death 
numbers attributed to the ‘deadly virus’ compiled by national 
governments and globally by the Gates-funded Johns Hopkins 
operation in the United States that was so involved in those 
‘pandemic’ simulations. Fraudulent deaths were added to the ever- 
growing list of fraudulent ‘cases’ from false positives from a false 
test. No wonder Professor Walter Ricciardi, scientific advisor to the 
Italian minister of health, said after the Lombardy hysteria had done 
its job that ‘Covid’ death rates were due to Italy having the second 
oldest population in the world and to how hospitals record deaths: 


The way in which we code deaths in our country is very generous in the sense that all the 
people who die in hospitals with the coronavirus are deemed to be dying of the coronavirus. 
On re-evaluation by the National Institute of Health, only 12 per cent of death certificates 
have shown a direct causality from coronavirus, while 88 per cent of patients who have died 
have at least one pre-morbidity — many had two or three. 


This is extraordinary enough when you consider the propaganda 
campaign to use Italy to terrify the world, but how can they even say 
twelve percent were genuine when the ‘virus’ has not been shown to 
exist, its ‘code’ is a computer program, and diagnosis comes from a 
test not testing for it? As in China, and soon the world, ‘Covid-19’ in 


Italy was a redesignation of diagnosis. Lies and corruption were to 
become the real ‘pandemic’ fuelled by a pathetically-compliant 
medical system taking its orders from the tiny few at the top of their 
national hierarchy who answered to the World Health Organization 
which answers to Gates and the Cult. Doctors were told — ordered — 
to diagnose a particular set of symptoms ‘Covid-19 and put that on 
the death certificate for any cause of death if the patient had tested 
positive with a test not testing for the virus or had ‘Covid’ symptoms 
like the flu. The United States even introduced big financial 
incentives to manipulate the figures with hospitals receiving £4,600 
from the Medicare system for diagnosing someone with regular 
pneumonia, $13,000 if they made the diagnosis from the same 
symptoms ‘Covid-1% pneumonia, and $39, 000 if they put a ‘Covid’ 
diagnosed patient on a ventilator that would almost certainly kill 
them. A few — painfully and pathetically few — medical 
whistleblowers revealed (before Cult-owned YouTube deleted their 
videos) that they had been instructed to ‘let the patient crash’ and 
put them straight on a ventilator instead of going through a series of 
far less intrusive and dangerous methods as they would have done 
before the pandemic hoax began and the financial incentives kicked 
in. We are talking cold-blooded murder given that ventilators are so 
damaging to respiratory systems they are usually the last step before 
heaven awaits. Renegade Minds never fall for the belief that people 
in white coats are all angels of mercy and cannot be full-on 
psychopaths. I have explained in detail in The Answer how what I am 
describing here played out across the world coordinated by the 
World Health Organization through the medical hierarchies in 
almost every country. 


Medical scientist calls it 

Information about the non-existence of the ‘virus’ began to emerge 
for me in late March, 2020, and mushroomed after that. I was sent an 
email by Sir Julian Rose, a writer, researcher, and organic farming 
promotor, from a medical scientist friend of his in the United States. 
Even at that early stage in March the scientist was able to explain 


how the ‘Covid’ hoax was being manipulated. He said there were no 
reliable tests for a specific ‘Covid-19 virus’ and nor were there any 
reliable agencies or media outlets for reporting numbers of actual 
‘Covid-19’ cases. We have seen in the long period since then that he 
was absolutely right. ‘Every action and reaction to Covid-19 is based 
on totally flawed data and we simply cannot make accurate 
assessments,’ he said. Most people diagnosed with ‘Covid-19 were 
showing nothing more than cold and flu-like symptoms ‘because 
most coronavirus strains are nothing more than cold/flu-like 
symptoms’. We had farcical situations like an 84-year-old German 
man testing positive for ‘Covid-19’ and his nursing home ordered to 
quarantine only for him to be found to have a common cold. The 
scientist described back then why PCR tests and what he called the 
‘Mickey Mouse test kits’ were useless for what they were claimed to 
be identifying. “The idea these kits can isolate a specific virus like 
Covid-19 is nonsense,’ he said. Significantly, he pointed out that ‘if 
you want to create a totally false panic about a totally false pandemic 
— pick a coronavirus’. This is exactly what the Cult-owned Gates, 
World Economic Forum and Johns Hopkins University did with 
their Event 201 ‘simulation’ followed by their real-life simulation 
called the ‘pandemic’. The scientist said that all you had to do was 
select the sickest of people with respiratory-type diseases in a single 
location — ‘say Wuhan’ — and administer PCR tests to them. You can 
then claim that anyone showing ‘viral sequences’ similar to a 
coronavirus ‘which will inevitably be quite a few’ is suffering from a 
‘new’ disease: 


Since you already selected the sickest flu cases a fairly high proportion of your sample will go 
on to die. You can then say this ‘new’ virus has a CFR [case fatality rate] higher than the flu 
and use this to infuse more concern and do more tests which will of course produce more 
‘cases’, which expands the testing, which produces yet more ‘cases’ and so on and so on. 
Before long you have your ‘pandemic’, and all you have done is use a simple test kit trick to 
convert the worst flu and pneumonia cases into something new that doesn’t ACTUALLY EXIST 
[my emphasis]. 


He said that you then ‘just run the same scam in other countries’ 
and make sure to keep the fear message running high ‘so that people 


will feel panicky and less able to think critically’. The only problem 
to overcome was the fact there is no actual new deadly pathogen and 
only regular sick people. This meant that deaths from the ‘new 
deadly pathogen’ were going to be way too low for a real new 
deadly virus pandemic, but he said this could be overcome in the 
following ways — all of which would go on to happen: 


1. You can claim this is just the beginning and more deaths are imminent [you underpin this 
with fantasy ‘computer projections’]. Use this as an excuse to quarantine everyone and then 
claim the quarantine prevented the expected millions of dead. 


2. You can [say that people] ‘minimizing’ the dangers are irresponsible and bully them into 
not talking about numbers. 


3. You can talk crap about made up numbers hoping to blind people with pseudoscience. 


4. You can start testing well people (who, of course, will also likely have shreds of 
coronavirus [RNA] in them) and thus inflate your ‘case figures’ with ‘asymptomatic 
carriers’ (you will of course have to spin that to sound deadly even though any virologist 
knows the more symptom-less cases you have the less deadly is your pathogen). 


The scientist said that if you take these simple steps “you can have 
your own entirely manufactured pandemic up and running in 
weeks’. His analysis made so early in the hoax was brilliantly 
prophetic of what would actually unfold. Pulling all the information 
together in these recent chapters we have this is simple 1, 2, 3, of 
how you can delude virtually the entire human population into 
believing in a ‘virus’ that doesn’t exist: 


e A ‘Covid case’ is someone who tests positive with a test not 
testing for the ‘virus’. 


¢ A ‘Covid death’ is someone who dies of any cause within 28 days 
(or much longer) of testing positive with a test not testing for the 
‘virus. 


e Asymptomatic means there is nothing wrong with you, but they 
claim you can pass on what you don’t have to justify locking 


down (quarantining) healthy people in totality. 


The foundations of the hoax are that simple. A study involving ten 
million people in Wuhan, published in November, 2020, demolished 
the whole lie about those without symptoms passing on the ‘virus’. 
They found ‘300 asymptomatic cases’ and traced their contacts to 
find that not one of them was detected with the ‘virus’. 
‘Asymptomatic’ patients and their contacts were isolated for no less 
than two weeks and nothing changed. I know it’s all crap, but if you 
are going to claim that those without symptoms can transmit ‘the 
virus’ then you must produce evidence for that and they never have. 
Even World Health Organization official Dr Maria Van Kerkhove, 
head of the emerging diseases and zoonosis unit, said as early as 
June, 2020, that she doubted the validity of asymptomatic 
transmission. She said that ‘from the data we have, it still seems to 
be rare that an asymptomatic person actually transmits onward to a 
secondary individual’ and by ‘rare’ she meant that she couldn’t cite 
any case of asymptomatic transmission. 


The Ferguson factor 

The problem for the Cult as it headed into March, 2020, when the 
script had lockdown due to start, was that despite all the 
manipulation of the case and death figures they still did not have 
enough people alleged to have died from ‘Covid’ to justify mass 
house arrest. This was overcome in the way the scientist described: 
‘You can claim this is just the beginning and more deaths are 
imminent ... Use this as an excuse to quarantine everyone and then 
claim the quarantine prevented the expected millions of dead.’ Enter 
one Professor Neil Ferguson, the Gates-funded ‘epidemiologist’ at 
the Gates-funded Imperial College in London. Ferguson is Britain’s 
Christian Drosten in that he has a dire record of predicting health 
outcomes, but is still called upon to advise government on the next 
health outcome when another ‘crisis’ comes along. This may seem to 
be a strange and ridiculous thing to do. Why would you keep 
turning for policy guidance to people who have a history of being 


monumentally wrong? Ah, but it makes sense from the Cult point of 
view. These ‘experts’ keep on producing predictions that suit the 
Cult agenda for societal transformation and so it was with Neil 
Ferguson as he revealed his horrific (and clearly insane) computer 
model predictions that allowed lockdowns to be imposed in Britain, 
the United States and many other countries. Ferguson does not have 
even an A-level in biology and would appear to have no formal 
training in computer modelling, medicine or epidemiology, 
according to Derek Winton, an MSc in Computational Intelligence. 
He wrote an article somewhat aghast at what Ferguson did which 
included taking no account of respiratory disease ‘seasonality’ which 
means it is far worse in the winter months. Who would have thought 
that respiratory disease could be worse in the winter? Well, certainly 
not Ferguson. 


The massively China-connected Imperial College and its bizarre 
professor provided the excuse for the long-incubated Chinese model 
of human control to travel westward at lightning speed. Imperial 
College confirms on its website that it collaborates with the Chinese 
Research Institute; publishes more than 600 research papers every 
year with Chinese research institutions; has 225 Chinese staff; 2,600 
Chinese students — the biggest international group; 7,000 former 
students living in China which is the largest group outside the UK; 
and was selected for a tour by China’s President Xi Jinping during 
his state visit to the UK in 2015. The college takes major donations 
from China and describes itself as the UK’s number one university 
collaborator with Chinese research institutions. The China 
communist/fascist government did not appear phased by the woeful 
predictions of Ferguson and Imperial when during the lockdown 
that Ferguson induced the college signed a five-year collaboration 
deal with China tech giant Huawei that will have Huawei’s indoor 
5G network equipment installed at the college’s West London tech 
campus along with an ‘AI cloud platform’. The deal includes Chinese 
sponsorship of Imperial’s Venture Catalyst entrepreneurship 
competition. Imperial is an example of the enormous influence the 
Chinese government has within British and North American 


universities and research centres — and further afield. Up to 200 
academics from more than a dozen UK universities are being 
investigated on suspicion of ‘unintentionally’ helping the Chinese 
government build weapons of mass destruction by ‘transferring 
world-leading research in advanced military technology such as 
aircraft, missile designs and cyberweapons’. Similar scandals have 
broken in the United States, but it’s all a coincidence. Imperial 
College serves the agenda in many other ways including the 
promotion of every aspect of the United Nations Agenda 21/2030 
(the Great Reset) and produced computer models to show that 
human-caused ‘climate change’ is happening when in the real world 
it isn’t. Imperial College is driving the climate agenda as it drives the 
‘Covid’ agenda (both Cult hoaxes) while Patrick Vallance, the UK 
government’s Chief Scientific Adviser on ‘Covid’, was named Chief 
Scientific Adviser to the UN ‘climate change’ conference known as 
COP26 hosted by the government in Glasgow, Scotland. ‘Covid’ and 
‘climate’ are fundamentally connected. 


Professor Woetul 

From Imperial’s bosom came Neil Ferguson still advising 
government despite his previous disasters and it was announced 
early on that he and other key people like UK Chief Medical Adviser 
Chris Whitty had caught the ‘virus’ as the propaganda story was 
being sold. Somehow they managed to survive and we had Prime 
Minister Boris Johnson admitted to hospital with what was said to be 
a severe version of the ‘virus’ in this same period. His whole policy 
and demeanour changed when he returned to Downing Street. It’s a 
small world with these government advisors — especially in their 
communal connections to Gates — and Ferguson had partnered with 
Whitty to write a paper called ‘Infectious disease: Tough choices to 
reduce Ebola transmission’ which involved another scare-story that 
didn’t happen. Ferguson’s ‘models’ predicted that up to150, 000 
could die from ‘mad cow disease’, or BSE, and its version in sheep if 
it was transmitted to humans. BSE was not transmitted and instead 
triggered by an organophosphate pesticide used to treat a pest on 


cows. Fewer than 200 deaths followed from the human form. Models 
by Ferguson and his fellow incompetents led to the unnecessary 
culling of millions of pigs, cattle and sheep in the foot and mouth 
outbreak in 2001 which destroyed the lives and livelihoods of 
farmers and their families who had often spent decades building 
their herds and flocks. Vast numbers of these animals did not have 
foot and mouth and had no contact with the infection. Another 
‘expert’ behind the cull was Professor Roy Anderson, a computer 
modeller at Imperial College specialising in the epidemiology of 
human, not animal, disease. Anderson has served on the Bill and 
Melinda Gates Grand Challenges in Global Health advisory board 
and chairs another Gates-funded organisation. Gates is everywhere. 


In a precursor to the ‘Covid’ script Ferguson backed closing 
schools ‘for prolonged periods’ over the swine flu ‘pandemic’ in 2009 
and said it would affect a third of the world population if it 
continued to spread at the speed he claimed to be happening. His 
mates at Imperial College said much the same and a news report 
said: ‘One of the authors, the epidemiologist and disease modeller 
Neil Ferguson, who sits on the World Health Organisation’s 
emergency committee for the outbreak, said the virus had “full 
pandemic potential”.’ Professor Liam Donaldson, the Chris Whitty 
of his day as Chief Medical Officer, said the worst case could see 30 
percent of the British people infected by swine flu with 65,000 dying. 
Ferguson and Donaldson were indeed proved correct when at the 
end of the year the number of deaths attributed to swine flu was 392. 
The term ‘expert’ is rather liberally applied unfortunately, not least 
to complete idiots. Swine flu ‘projections’ were great for 
GlaxoSmithKline (GSK) as millions rolled in for its Pandemrix 
influenza vaccine which led to brain damage with children most 
affected. The British government (taxpayers) paid out more than £60 
million in compensation after GSK was given immunity from 
prosecution. Yet another ‘Covid’ déja vu. Swine flu was supposed to 
have broken out in Mexico, but Dr Wolfgang Wodarg, a German 
doctor, former member of parliament and critic of the ‘Covid’ hoax, 
observed ‘the spread of swine flu’ in Mexico City at the time. He 


said: ‘What we experienced in Mexico City was a very mild flu 
which did not kill more than usual — which killed even fewer people 
than usual.’ Hyping the fear against all the facts is not unique to 
‘Covid’ and has happened many times before. Ferguson is reported 
to have over-estimated the projected death toll of bird flu (H5N1) by 
some three million-fold, but bird flu vaccine makers again made a 
killing from the scare. This is some of the background to the Neil 
Ferguson who produced the perfectly-timed computer models in 
early 2020 predicting that half a million people would die in Britain 
without draconian lockdown and 2.2 million in the United States. 
Politicians panicked, people panicked, and lockdowns of alleged 
short duration were instigated to ‘flatten the curve’ of cases gleaned 
from a test not testing for the ‘virus’. I said at the time that the public 
could forget the ‘short duration’ bit. This was an agenda to destroy 
the livelihoods of the population and force them into mass control 
through dependency and there was going to be nothing ‘short’ about 
it. American researcher Daniel Horowitz described the consequences 
of the ‘models’ spewed out by Gates-funded Ferguson and Imperial 
College: 


What led our government and the governments of many other countries into panic was a 
single Imperial College of UK study, funded by global warming activists, that predicted 2.2 
million deaths if we didn’t lock down the country. In addition, the reported 8-9% death rate in 
Italy scared us into thinking there was some other mutation of this virus that they got, which 
might have come here. 


Together with the fact that we were finally testing and had the ability to actually report new 
cases, we thought we were headed for a death spiral. But again ... we can’t flatten a curve if 
we don’t know when the curve started. 


How about it never started? 


Giving them what they want 

An investigation by German news outlet Welt Am Sonntag (World on 
Sunday) revealed how in March, 2020, the German government 
gathered together ‘leading scientists from several research institutes 
and universities’ and ‘together, they were to produce a [modelling] 


paper that would serve as legitimization for further tough political 
measures’. The Cult agenda was justified by computer modelling not 
based on evidence or reality; it was specifically constructed to justify 
the Cult demand for lockdowns all over the world to destroy the 
independent livelihoods of the global population. All these 
modellers and everyone responsible for the ‘Covid’ hoax have a date 
with a trial like those in Nuremberg after World War Two when 
Nazis faced the consequences of their war crimes. These corrupt- 
beyond-belief ‘modellers’ wrote the paper according to government 
instructions and it said that that if lockdown measures were lifted 
then up to one million Germans would die from ‘Covid-19’ adding 
that some would die ‘agonizingly at home, gasping for breath’ 
unable to be treated by hospitals that couldn’t cope. All lies. No 
matter — it gave the Cult all that it wanted. What did long-time 
government ‘modeller’ Neil Ferguson say? If the UK and the United 
States didn’t lockdown half a million would die in Britain and 2.2 
million Americans. Anyone see a theme here? ‘Modellers’ are such a 
crucial part of the lockdown strategy that we should look into their 
background and follow the money. Researcher Rosemary Frei 
produced an excellent article headlined “The Modelling-paper 
Mafiosi’. She highlights a guy called John Edmunds, a British 
epidemiologist, and professor in the Faculty of Epidemiology and 
Population Health at the London School of Hygiene & Tropical 
Medicine. He studied at Imperial College. Edmunds is a member of 
government ‘Covid’ advisory bodies which have been dictating 
policy, the New and Emerging Respiratory Virus Threats Advisory 
Group (NERVTAG) and the Scientific Advisory Group for 
Emergencies (SAGE). 

Ferguson, another member of NERVTAG and SAGE, led the way 
with the original ‘virus’ and Edmunds has followed in the ‘variant’ 
stage and especially the so-called UK or Kent variant known as the 
‘Variant of Concern’ (VOC) B.1.1.7. He said in a co-written report for 
the Centre for Mathematical modelling of Infectious Diseases at the 
London School of Hygiene and Tropical Medicine, with input from 
the Centre’s ‘Covid-19’ Working Group, that there was ‘a realistic 


possibility that VOC B.1.1.7 is associated with an increased risk of 
death compared to non-VOC viruses’. Fear, fear, fear, get the 
vaccine, fear, fear, fear, get the vaccine. Rosemary Frei reveals that 
almost all the paper’s authors and members of the modelling centre’s 
‘Covid-19’ Working Group receive funding from the Bill and 
Melinda Gates Foundation and/or the associated Gates-funded 
Wellcome Trust. The paper was published by e-journal Medr xiv 
which only publishes papers not peer-reviewed and the journal was 
established by an organisation headed by Facebook’s Mark 
Zuckerberg and his missus. What a small world it is. Frei discovered 
that Edmunds is on the Scientific Advisory Board of the Coalition for 
Epidemic Preparedness Innovations (CEPI) which was established 
by the Bill and Melinda Gates Foundation, Klaus Schwab’s Davos 
World Economic Forum and Big Pharma giant Wellcome. CEPI was 
‘launched in Davos [in 2017] to develop vaccines to stop future 
epidemics’, according to its website. ‘Our mission is to accelerate the 
development of vaccines against emerging infectious diseases and 
enable equitable access to these vaccines for people during 
outbreaks.’ What kind people they are. Rosemary Frei reveals that 
Public Health England (PHE) director Susan Hopkins is an author of 
her organisation’s non-peer-reviewed reports on ‘new variants’. 
Hopkins is a professor of infectious diseases at London’s Imperial 
College which is gifted tens of millions of dollars a year by the Bill 
and Melinda Gates Foundation. Gates-funded modelling disaster 
Neil Ferguson also co-authors Public Health England reports and he 
spoke in December, 2020, about the potential danger of the B.1.1.7. 
‘UK variant’ promoted by Gates-funded modeller John Edmunds. 
When I come to the ‘Covid vaccines’ the ‘new variants’ will be 
shown for what they are — bollocks. 


Connections, connections 

All these people and modellers are lockdown-obsessed or, put 
another way, they demand what the Cult demands. Edmunds said in 
January, 2021, that to ease lockdowns too soon would be a disaster 
and they had to ‘vaccinate much, much, much more widely than the 


elderly’. Rosemary Frei highlights that Edmunds is married to 
Jeanne Pimenta who is described in a LinkedIn profile as director of 
epidemiology at GlaxoSmithKline (GSK) and she held shares in the 
company. Patrick Vallance, co-chair of SAGE and the government's 
Chief Scientific Adviser, is a former executive of GSK and has a 
deferred bonus of shares in the company worth £600,000. GSK has 
serious business connections with Bill Gates and is collaborating 
with mRNA-~’vaccine’ company CureVac to make ‘vaccines’ for the 
new variants that Edmunds is talking about. GSK is planning a 
‘Covid vaccine’ with drug giant Sanofi. Puppet Prime Minister Boris 
Johnson announced in the spring of 2021 that up to 60 million 
vaccine doses were to be made at the GSK facility at Barnard Castle 
in the English North East. Barnard Castle, with a population of just 
6,000, was famously visited in breach of lockdown rules in April, 
2020, by Johnson aide Dominic Cummings who said that he drove 
there ‘to test his eyesight’ before driving back to London. Cummings 
would be better advised to test his integrity — not that it would take 
long. The GSK facility had nothing to do with his visit then although 
I’m sure Patrick Vallance would have been happy to arrange an 
introduction and some tea and biscuits. Ruthless psychopath Gates 
has made yet another fortune from vaccines in collaboration with Big 
Pharma companies and gushes at the phenomenal profits to be made 
from vaccines — more than a 20-to-1 return as he told one 
interviewer. Gates also tweeted in December, 2019, with the 
foreknowledge of what was coming: ‘What's next for our 
foundation? I’m particularly excited about what the next year could 
mean for one of the best buys in global health: vaccines.’ 


Modeller John Edmunds is a big promotor of vaccines as all these 
people appear to be. He’s the dean of the London School of Hygiene 
& Tropical Medicine’s Faculty of Epidemiology and Population 
Health which is primarily funded by the Bill and Melinda Gates 
Foundation and the Gates-established and funded GAVI vaccine 
alliance which is the Gates vehicle to vaccinate the world. The 
organisation Doctors Without Borders has described GAVI as being 
‘aimed more at supporting drug-industry desires to promote new 


products than at finding the most efficient and sustainable means for 
fighting the diseases of poverty’. But then that’s why the psychopath 
Gates created it. John Edmunds said in a video that the London 
School of Hygiene & Tropical Medicine is involved in every aspect of 
vaccine development including large-scale clinical trials. He 
contends that mathematical modelling can show that vaccines 
protect individuals and society. That’s on the basis of shit in and shit 
out, I take it. Edmunds serves on the UK Vaccine Network as does 
Ferguson and the government's foremost “Covid’ adviser, the grim- 
faced, dark-eyed Chris Whitty. The Vaccine Network says it works 
‘to support the government to identify and shortlist targeted 
investment opportunities for the most promising vaccines and 
vaccine technologies that will help combat infectious diseases with 
epidemic potential, and to address structural issues related to the 
UK’s broader vaccine infrastructure’. Ferguson is acting Director of 
the Imperial College Vaccine Impact Modelling Consortium which 
has funding from the Bill and Melina Gates Foundation and the 
Gates-created GAVI ‘vaccine alliance’. Anyone wonder why these 
characters see vaccines as the answer to every problem? Ferguson is 
wildly enthusiastic in his support for GAVI’s campaign to vaccine 
children en masse in poor countries. You would expect someone like 
Gates who has constantly talked about the need to reduce the 
population to want to fund vaccines to keep more people alive. I’m 
sure that’s why he does it. The John Edmunds London School of 
Hygiene & Tropical Medicine (LSHTM) has a Vaccines 
Manufacturing Innovation Centre which develops, tests and 
commercialises vaccines. Rosemary Frei writes: 


The vaccines centre also performs affiliated activities like combating ‘vaccine hesitancy’. The 
latter includes the Vaccine Confidence Project. The project’s stated purpose is, among other 
things, ‘to provide analysis and guidance for early response and engagement with the public 
to ensure sustained confidence in vaccines and immunisation’. The Vaccine Confidence 
Project’s director is LSHTM professor Heidi Larson. For more than a decade she’s been 
researching how to combat vaccine hesitancy. 


How the bloody hell can blokes like John Edmunds and Neil 
Ferguson with those connections and financial ties model ‘virus’ case 


and death projections for the government and especially in a way 
that gives their paymasters like Gates exactly what they want? It’s 
insane, but this is what you find throughout the world. 


‘Covid' is not dangerous, oops, wait, yes itis 

Only days before Ferguson’s nightmare scenario made Jackboot 
Johnson take Britain into a China-style lockdown to save us from a 
deadly ‘virus’ the UK government website gov.uk was reporting 
something very different to Ferguson on a page of official 


government guidance for ‘high consequence infectious diseases 
(HCID)’. It said this about ‘Covid-19’: 


As of 19 March 2020, COVID-19 is no longer considered to be a high consequence infectious 
diseases (HCID) in the UK [my emphasis]. The 4 nations public health HCID group made an 
interim recommendation in January 2020 to classify COVID-19 as an HCID. This was based 
on consideration of the UK HCID criteria about the virus and the disease with information 
available during the early stages of the outbreak. 


Now that more is known about COVID-19, the public health bodies in the UK have reviewed 
the most up to date information about COVID-19 against the UK HCID criteria. They have 
determined that several features have now changed; in particular, more information is 
available about mortality rates (low overall), and there is now greater clinical awareness and a 
specific and sensitive laboratory test, the availability of which continues to increase. The 
Advisory Committee on Dangerous Pathogens (ACDP) is also of the opinion that COVID-19 
should no longer be classified as an HCID. 


Soon after the government had been exposed for downgrading the 
risk they upgraded it again and everyone was back to singing from 
the same Cult hymn book. Ferguson and his fellow Gates clones 
indicated that lockdowns and restrictions would have to continue 
until a Gates-funded vaccine was developed. Gates said the same 
because Ferguson and his like were repeating the Gates script which 
is the Cult script. ‘Flatten the curve’ became an ongoing nightmare of 
continuing lockdowns with periods in between of severe restrictions 
in pursuit of destroying independent incomes and had nothing to do 
with protecting health about which the Cult gives not a shit. Why 
wouldn't Ferguson be pushing a vaccine ‘solution’ when he’s owned 
by vaccine-obsessive Gates who makes a fortune from them and 


when Ferguson heads the Vaccine Impact Modelling Consortium at 
Imperial College funded by the Gates Foundation and GAVI, the 
‘vaccine alliance’, created by Gates as his personal vaccine 
promotion operation? To compound the human catastrophe that 
Ferguson’s ‘models’ did so much to create he was later exposed for 
breaking his own lockdown rules by having sexual liaisons with his 
married girlfriend Antonia Staats at his home while she was living at 
another location with her husband and children. Staats was a 
‘climate’ activist and senior campaigner at the Soros-funded Avaaz 
which I wouldn’t trust to tell me that grass is green. Ferguson had to 
resign as a government advisor over this hypocrisy in May, 2020, but 
after a period of quiet he was back being quoted by the ridiculous 
media on the need for more lockdowns and a vaccine rollout. Other 
government-advising ‘scientists’ from Imperial College’ held the fort 
in his absence and said lockdown could be indefinite until a vaccine 
was found. The Cult script was being sung by the payrolled choir. I 
said there was no intention of going back to ‘normal’ when the 
‘vaccine’ came because the ‘vaccine’ is part of a very different agenda 
that I will discuss in Human 2.0. Why would the Cult want to let the 
world go back to normal when destroying that normal forever was 
the whole point of what was happening? House arrest, closing 
businesses and schools through lockdown, (un)social distancing and 
masks all followed the Ferguson fantasy models. Again as I 
predicted (these people are so predictable) when the ‘vaccine’ 
arrived we were told that house arrest, lockdown, (un)social 
distancing and masks would still have to continue. I will deal with 
the masks in the next chapter because they are of fundamental 
importance. 


Where's the ‘pandemic? 

Any mildly in-depth assessment of the figures revealed what was 
really going on. Cult-funded and controlled organisations still have 
genuine people working within them such is the number involved. 
So it is with Genevieve Briand, assistant program director of the 
Applied Economics master’s degree program at Johns Hopkins 


University. She analysed the impact that ‘Covid-1% had on deaths 
from all causes in the United States using official data from the CDC 
for the period from early February to early September, 2020. She 
found that allegedly ‘Covid’ related-deaths exceeded those from 
heart disease which she found strange with heart disease always the 
biggest cause of fatalities. Her research became even more significant 
when she noted the sudden decline in 2020 of all non-’Covid’ deaths: 
‘This trend is completely contrary to the pattern observed in all 
previous years ... the total decrease in deaths by other causes almost 
exactly equals the increase in deaths by Covid-19.” This was such a 
game, set and match in terms of what was happening that Johns 
Hopkins University deleted the article on the grounds that it “was 
being used to support false and dangerous inaccuracies about the 
impact of the pandemic’. No — because it exposed the scam from 
official CDC figures and this was confirmed when those figures were 
published in January, 2021. Here we can see the effect of people 
dying from heart attacks, cancer, road accidents and gunshot 
wounds — anything — having ‘Covid-19’ on the death certificate along 
with those diagnosed from ‘symptoms’ who had even not tested 
positive with a test not testing for the ‘virus’. Iam not kidding with 
the gunshot wounds, by the way. Brenda Bock, coroner in Grand 
County, Colorado, revealed that two gunshot victims tested positive 
for the ‘virus’ within the previous 30 days and were therefore 
classified as ‘Covid deaths’. Bock said: “These two people had tested 
positive for Covid, but that’s not what killed them. A gunshot 
wound is what killed them.’ She said she had not even finished her 
investigation when the state listed the gunshot victims as deaths due 
to the ‘virus’. The death and case figures for ‘Covid-19’ are an 
absolute joke and yet they are repeated like parrots by the media, 
politicians and alleged medical ‘experts’. The official Cult narrative 
is the only show in town. 

Genevieve Briand found that deaths from all causes were not 
exceptional in 2020 compared with previous years and a Spanish 
magazine published figures that said the same about Spain which 
was a ‘Covid’ propaganda hotspot at one point. Discovery Salud, a 


health and medicine magazine, quoted government figures which 
showed how 17,000 fewer people died in Spain in 2020 than in 2019 
and more than 26,000 fewer than in 2018. The age-standardised 
mortality rate for England and Wales when age distribution is taken 
into account was significantly lower in 2020 than the 1970s, 80s and 
90s, and was only the ninth highest since 2000. Where is the 
‘pandemic’? 

Post mortems and autopsies virtually disappeared for ‘Covid’ 
deaths amid claims that ‘virus-infected’ bodily fluids posed a risk to 
those carrying out the autopsy. This was rejected by renowned 
German pathologist and forensic doctor Klaus Puschel who said that 
he and his staff had by then done 150 autopsies on ‘Covid’ patients 
with no problems at all. He said they were needed to know why 
some ‘Covid’ patients suffered blood clots and not severe respiratory 
infections. The ‘virus’ is, after all, called SARS or ‘severe acute 
respiratory syndrome’. I highlighted in the spring of 2020 this 
phenomenon and quoted New York intensive care doctor Cameron 
Kyle-Sidell who posted a soon deleted YouTube video to say that 
they had been told to prepare to treat an infectious disease called 
‘Covid-19’, but that was not what they were dealing with. Instead he 
likened the lung condition of the most severely ill patients to what 
you would expect with cabin depressurisation in a plane at 30,000 
feet or someone dropped on the top of Everest without oxygen or 
acclimatisation. I have never said this is not happening to a small 
minority of alleged ‘Covid’ patients — I am saying this is not caused 
by a phantom ‘contagious virus’. Indeed Kyle-Sidell said that 
‘Covid-19’ was not the disease they were told was coming their way. 
‘We are operating under a medical paradigm that is untrue,’ he said, 
and he believed they were treating the wrong disease: “These people 
are being slowly starved of oxygen.’ Patients would take off their 
oxygen masks in a state of fear and stress and while they were blue 
in the face on the brink of death. They did not look like patients 
dying of pneumonia. You can see why they don’t want autopsies 
when their virus doesn’t exist and there is another condition in some 
people that they don’t wish to be uncovered. I should add here that 


the 5G system of millimetre waves was being rapidly introduced 
around the world in 2020 and even more so now as they fire 5G at 
the Earth from satellites. At 60 gigahertz within the 5G range that 
frequency interacts with the oxygen molecule and stops people 
breathing in sufficient oxygen to be absorbed into the bloodstream. 
They are installing 5G in schools and hospitals. The world is not 
mad or anything. 5G can cause major changes to the lungs and blood 
as I detail in The Answer and these consequences are labelled ‘Covid- 
19’, the alleged symptoms of which can be caused by 5G and other 
electromagnetic frequencies as cells respond to radiation poisoning. 


The ‘Covid death’ scam 

Dr Scott Jensen, a Minnesota state senator and medical doctor, 
exposed ‘Covid’ Medicare payment incentives to hospitals and death 
certificate manipulation. He said he was sent a seven-page document 
by the US Department of Health ‘coaching’ him on how to fill out 
death certificates which had never happened before. The document 
said that he didn’t need to have a laboratory test for ‘Covid-19’ to 
put that on the death certificate and that shocked him when death 
certificates are supposed to be about facts. Jensen described how 
doctors had been ‘encouraged, if not pressured’ to make a diagnosis 
of ‘Covid-19’ if they thought it was probable or ‘presumed’. No 
positive test was necessary — not that this would have mattered 
anyway. He said doctors were told to diagnose ‘Covid’ by symptoms 
when these were the same as colds, allergies, other respiratory 
problems, and certainly with influenza which ‘disappeared’ in the 
‘Covid’ era. A common sniffle was enough to get the dreaded 
verdict. Ontario authorities decreed that a single care home resident 
with one symptom from a long list must lead to the isolation of the 
entire home. Other courageous doctors like Jensen made the same 
point about death figure manipulation and how deaths by other 
causes were falling while ‘Covid-19 deaths’ were rising at the same 
rate due to re-diagnosis. Their videos rarely survive long on 
YouTube with its Cult-supporting algorithms courtesy of CEO Susan 
Wojcicki and her bosses at Google. Figure-tampering was so glaring 


and ubiquitous that even officials were letting it slip or outright 
saying it. UK chief scientific adviser Patrick Vallance said on one 
occasion that ‘Covid’ on the death certificate doesn’t mean “Covid’ 
was the cause of death (so why the hell is it there?) and we had the 
rare sight of a BBC reporter telling the truth when she said: 
‘Someone could be successfully treated for Covid, in say April, 
discharged, and then in June, get run over by a bus and die ... That 
person would still be counted as a Covid death in England.’ Yet the 
BBC and the rest of the world media went on repeating the case and 
death figures as if they were real. Illinois Public Health Director Dr 
Ngozi Ezike revealed the deceit while her bosses must have been 
clenching their buttocks: 


If you were in a hospice and given a few weeks to live and you were then found to have 
Covid that would be counted as a Covid death. [There might be] a clear alternate cause, but it 
is still listed as a Covid death. So everyone listed as a Covid death doesn’t mean that was the 
cause of the death, but that they had Covid at the time of death. 


Yes, a ‘Covid virus’ never shown to exist and tested for with a test 
not testing for the ‘virus’. In the first period of the pandemic hoax 
through the spring of 2020 the process began of designating almost 
everything a ‘Covid’ death and this has continued ever since. I sat in 
a restaurant one night listening to a loud conversation on the next 
table where a family was discussing in bewilderment how a relative 
who had no symptoms of ‘Covid’, and had died of a long-term 
problem, could have been diagnosed a death by the ‘virus’. I could 
understand their bewilderment. If they read this book they will 
know why this medical fraud has been perpetrated the world over. 


Some media truth shock 

The media ignored the evidence of death certificate fraud until 
eventually one columnist did speak out when she saw it first-hand. 
Bel Mooney is a long-time national newspaper journalist in Britain 
currently working for the Daily Mail. Her article on February 19th, 
2021, carried this headline: ‘My dad Ted passed three Covid tests 


and died of a chronic illness yet he’s officially one of Britain’s 120,000 
victims of the virus and is far from alone ... so how many more are 
there?’ She told how her 99-year-old father was in a care home with 
a long-standing chronic obstructive pulmonary disease and vascular 
dementia. Maybe, but he was still aware enough to tell her from the 
start that there was no ‘virus’ and he refused the ‘vaccine’ for that 
reason. His death was not unexpected given his chronic health 
problems and Mooney said she was shocked to find that “‘Covid-19’ 
was declared the cause of death on his death certificate. She said this 
was a ‘bizarre and unacceptable untruth’ for a man with long-time 
health problems who had tested negative twice at the home for the 
‘virus’. I was also shocked by this story although not by what she 
said. I had been highlighting the death certificate manipulation for 
ten months. It was the confirmation that a professional full-time 
journalist only realised this was going on when it affected her 
directly and neither did she know that whether her dad tested 
positive or negative was irrelevant with the test not testing for the 
‘virus’. Where had she been? She said she did not believe in 
‘conspiracy theories’ without knowing I’m sure that this and 
‘conspiracy theorists’ were terms put into widespread circulation by 
the CIA in the 1960s to discredit those who did not accept the 
ridiculous official story of the Kennedy assassination. A blanket 
statement of ‘I don’t believe in conspiracy theories’ is always bizarre. 
The dictionary definition of the term alone means the world is 
drowning in conspiracies. What she said was even more daft when 
her dad had just been affected by the ‘Covid’ conspiracy. Why else 
does she think that ‘Covid-19’ was going on the death certificates of 
people who died of something else? 

To be fair once she saw from personal experience what was 
happening she didn’t mince words. Mooney was called by the care 
home on the morning of February 9th to be told her father had died 
in his sleep. When she asked for the official cause of death what 
came back was ‘Covid-19’. Mooney challenged this and was told 
there had been deaths from Covid on the dementia floor (confirmed 
by a test not testing for the ‘virus’) so they considered it ‘reasonable 


to assume’. ‘But doctor,’ Mooney rightly protested, ‘an assumption 
isn’t a diagnosis.’ She said she didn’t blame the perfectly decent and 
sympathetic doctor — ‘he was just doing his job’. Sorry, but that’s 
bullshit. He wasn’t doing his job at all. He was putting a false cause of 
death on the death certificate and that is a criminal offence for which 
he should be brought to account and the same with the millions of 
doctors worldwide who have done the same. They were not doing 
their job they were following orders and that must not wash at new 
Nuremberg trials any more than it did at the first ones. Mooney’s 
doctor was ‘assuming’ (presuming) as he was told to, but ‘just 
following orders’ makes no difference to his actions. A doctor’s job is 
to serve the patient and the truth, not follow orders, but that’s what 
they have done all over the world and played a central part in 
making the ‘Covid’ hoax possible with all its catastrophic 
consequences for humanity. Shame on them and they must answer 
for their actions. Mooney said her disquiet worsened when she 
registered her father’s death by telephone and was told by the 
registrar there had been very many other cases like hers where ‘the 
deceased’ had not tested positive for ‘Covid’ yet it was recorded as 
the cause of death. The test may not matter, but those involved at 
their level think it matters and it shows a callous disregard for 
accurate diagnosis. The pressure to do this is coming from the top of 
the national ‘health’ pyramids which in turn obey the World Health 
Organization which obeys Gates and the Cult. Mooney said the 
registrar agreed that this must distort the national figures adding 
that ‘the strangest thing is that every winter we record countless 
deaths from flu, and this winter there have been none. Not one!’ She 
asked if the registrar thought deaths from flu were being 
misdiagnosed and lumped together with ‘Covid’ deaths. The answer 
was a ‘puzzled yes’. Mooney said that the funeral director said the 
same about ‘Covid’ deaths which had nothing to do with ‘Covid’. 
They had lost count of the number of families upset by this and 
other funeral companies in different countries have had the same 
experience. Mooney wrote: 


The nightly shroud-waving and shocking close-ups of pain imposed on us by the TV news 
bewildered and terrified the population into eager compliance with lockdowns. We were 
invited to ‘save the NHS’ and to grieve for strangers — the real-life loved ones behind those 
shocking death counts. Why would the public imagine what | now fear, namely that the way 
Covid-19 death statistics are compiled might make the numbers seem greater than they are? 


Oh, just a little bit — like 100 percent. 


Mooney asked why a country would wish to skew its mortality 
figures by wrongly certifying deaths? What had been going on? 
Well, if you don’t believe in conspiracies you will never find the 
answer which is that it’s a conspiracy. She did, however, describe 
what she had discovered as a ‘national scandal’. In reality it’s a 
global scandal and happening everywhere. Pillars of this conspiracy 
were all put into place before the button was pressed with the 
Drosten PCR protocol and high amplifications to produce the cases 
and death certificate changes to secure illusory ‘Covid’ deaths. 
Mooney notes that normally two doctors were needed to certify a 
death, with one having to know the patient, and how the rules were 
changed in the spring of 2020 to allow one doctor to do this. In the 
same period “Covid deaths’ were decreed to be all cases where 
Covid-19 was put on the death certificate even without a positive test 
or any symptoms. Mooney asked: ‘How many of the 30,851 (as of 
January 15) care home resident deaths with Covid-19 on the 
certificate (32.4 per cent of all deaths so far) were based on an 
assumption, like that of my father? And what has that done to our 
national psyche?’ All of them is the answer to the first question and it 
has devastated and dismantled the national psyche, actually the 
global psyche, on a colossal scale. In the UK case and death data is 
compiled by organisations like Public Health England (PHE) and the 
Office for National Statistics (ONS). Mooney highlights the insane 
policy of counting a death from any cause as ‘Covid-19% if this 
happens within 28 days of a positive test (with a test not testing for 
the ‘virus’) and she points out that ONS statistics reflect deaths 
‘involving Covid’ ‘or due to Covid’ which meant in practice any 


death where ‘Covid-19’ was mentioned on the death certificate. She 
described the consequences of this fraud: 


Most people will accept the narrative they are fed, so panicky governments here and in 
Europe witnessed the harsh measures enacted in totalitarian China and jumped into 
lockdown. Headlines about Covid deaths tolled like the knell that would bring doomsday to 
us all. Fear stalked our empty streets. Politicians parroted the frankly ridiculous aim of ‘zero 
Covid’ and shut down the economy, while most British people agreed that lockdown was 
essential and (astonishingly to me, as a patriotic Brit) even wanted more restrictions. 


For what? Lies on death certificates? Never mind the grim toll of lives ruined, suicides, schools 
closed, rising inequality, depression, cancelled hospital treatments, cancer patients in a torture 
of waiting, poverty, economic devastation, loneliness, families kept apart, and so on. How 
many lives have been lost as a direct result of lockdown? 


She said that we could join in a national chorus of shock and horror 
at reaching the 120,000 death toll which was surely certain to have 
been totally skewed all along, but what about the human cost of 
lockdown justified by these ‘death figures’? The British Medical 
Journal had reported a 1,493 percent increase in cases of children 
taken to Great Ormond Street Hospital with abusive head injuries 
alone and then there was the effect on families: 


Perhaps the most shocking thing about all this is that families have been kept apart — and 
obeyed the most irrational, changing rules at the whim of government — because they 
believed in the statistics. They succumbed to fear, which his generation rejected in that war 
fought for freedom. Dad (God rest his soul) would be angry. And so am I. 


Another theme to watch is that in the winter months when there 
are more deaths from all causes they focus on ‘Covid’ deaths and in 
the summer when the British Lung Foundation says respiratory 
disease plummets by 80 percent they rage on about ‘cases’. Either 
way fascism on population is always the answer. 


Nazi eugenics in the 21st century 

Elderly people in care homes have been isolated from their families 
month after lonely month with no contact with relatives and 
grandchildren who were banned from seeing them. We were told 


that lockdown fascism was to ‘protect the vulnerable’ like elderly 
people. At the same time Do Not Resuscitate (DNR) orders were 
placed on their medical files so that if they needed resuscitation it 
wasn’t done and “Covid-19’ went on their death certificates. Old 
people were not being ‘protected’ they were being culled — 
murdered in truth. DNR orders were being decreed for disabled and 
young people with learning difficulties or psychological problems. 
The UK Care Quality Commission, a non-departmental body of the 
Department of Health and Social Care, found that 34 percent of 
those working in health and social care were pressured into placing 
‘do not attempt cardiopulmonary resuscitation’ orders on ‘Covid’ 
patients who suffered from disabilities and learning difficulties 
without involving the patient or their families in the decision. UK 
judges ruled that an elderly woman with dementia should have the 
DNA-manipulating ‘Covid vaccine’ against her son’s wishes and that 
aman with severe learning difficulties should have the jab despite 
his family’s objections. Never mind that many had already died. The 
judiciary always supports doctors and government in fascist 
dictatorships. They wouldn’t dare do otherwise. A horrific video was 
posted showing fascist officers from Los Angeles police forcibly 
giving the ‘Covid’ shot to women with special needs who were 
screaming that they didn’t want it. The same fascists are seen giving 
the jab to a sleeping elderly woman in a care home. This is straight 
out of the Nazi playbook. Hitler’s Nazis committed mass murder of 
the mentally ill and physically disabled throughout Germany and 
occupied territories in the programme that became known as Aktion 
T4, or just T4. Sabbatian-controlled Hitler and his grotesque crazies 
set out to kill those they considered useless and unnecessary. The 
Reich Committee for the Scientific Registering of Hereditary and 
Congenital Illnesses registered the births of babies identified by 
physicians to have ‘defects’. By 1941 alone more than 5,000 children 
were murdered by the state and it is estimated that in total the 
number of innocent people killed in Aktion T4 was between 275,000 
and 300,000. Parents were told their children had been sent away for 
‘special treatment’ never to return. It is rather pathetic to see claims 
about plans for new extermination camps being dismissed today 


when the same force behind current events did precisely that 80 
years ago. Margaret Sanger was a Cult operative who used ‘birth 
control’ to sanitise her programme of eugenics. Organisations she 
founded became what is now Planned Parenthood. Sanger proposed 
that ‘the whole dysgenic population would have its choice of 
segregation or sterilization’. These included epileptics, ‘feeble- 
minded’, and prostitutes. Sanger opposed charity because it 
perpetuated ‘human waste’. She reveals the Cult mentality and if 
anyone thinks that extermination camps are a ‘conspiracy theory’ 
their naivety is touching if breathtakingly stupid. 

If you don’t believe that doctors can act with callous disregard for 
their patients it is worth considering that doctors and medical staff 
agreed to put government-decreed DNR orders on medical files and 
do nothing when resuscitation is called for. I don’t know what you 
call such people in your house. In mine they are Nazis from the Josef 
Mengele School of Medicine. Phenomenal numbers of old people 
have died worldwide from the effects of lockdown, depression, lack 
of treatment, the ‘vaccine’ (more later) and losing the will to live. A 
common response at the start of the manufactured pandemic was to 
remove old people from hospital beds and transfer them to nursing 
homes. The decision would result in a mass cull of elderly people in 
those homes through lack of treatment — not ‘Covid’. Care home 
whistleblowers have told how once the ‘Covid’ era began doctors 
would not come to their homes to treat patients and they were 
begging for drugs like antibiotics that often never came. The most 
infamous example was ordered by New York governor Andrew 
Cuomo, brother of a moronic CNN host, who amazingly was given 
an Emmy Award for his handling of the ‘Covid crisis’ by the 
ridiculous Wokers that hand them out. Just how ridiculous could be 
seen in February, 2021, when a Department of Justice and FBI 
investigation began into how thousands of old people in New York 
died in nursing homes after being discharged from hospital to make 
way for ‘Covid’ patients on Cuomo’s say-so — and how he and his 
staff covered up these facts. This couldn’t have happened to a nicer 
psychopath. Even then there was a ‘Covid’ spin. Reports said that 


thousands of old people who tested positive for “Covid’ in hospital 
were transferred to nursing homes to both die of ‘Covid’ and 
transmit it to others. No — they were in hospital because they were ill 
and the fact that they tested positive with a test not testing for the 
‘virus’ is irrelevant. They were ill often with respiratory diseases 
ubiquitous in old people near the end of their lives. Their transfer 
out of hospital meant that their treatment stopped and many would 
go on to die. 


They're old. Who gives a damn? 


I have exposed in the books for decades the Cult plan to cull the 
world’s old people and even to introduce at some point what they 
call a ‘demise pill’ which at a certain age everyone would take and 
be out of here by law. In March, 2021, Spain legalised euthanasia and 
assisted suicide following the Netherlands, Belgium, Luxembourg 
and Canada on the Tiptoe to the demise pill. Treatment of old people 
by many ‘care’ homes has been a disgrace in the ‘Covid’ era. There 
are many, many, caring staff — I know some. There have, however, 
been legions of stories about callous treatment of old people and 
their families. Police were called when families came to take their 
loved ones home in the light of isolation that was killing them. They 
became prisoners of the state. Care home residents in insane, fascist 
Ontario, Canada, were not allowed to leave their room once the 
‘Covid’ hoax began. UK staff have even wheeled elderly people 
away from windows where family members were talking with them. 
Oriana Criscuolo from Stockport in the English North West dropped 
off some things for her 80-year-old father who has Parkinson’s 
disease and dementia and she wanted to wave to him through a 
ground-floor window. She was told that was ‘illegal’. When she went 
anyway they closed the curtains in the middle of the day. Oriana 
said: 


It’s just unbelievable. | cannot understand how care home staff — people who are being paid 
to care — have become so uncaring. Their behaviour is inhumane and cruel. It’s beyond belief. 


She was right and this was not a one-off. What a way to end your life 
in such loveless circumstances. UK registered nurse Nicky Millen, a 
proper old school nurse for 40 years, said that when she started her 
career care was based on dignity, choice, compassion and empathy. 
Now she said ‘the things that are important to me have gone out of 
the window.’ She was appalled that people were dying without their 
loved ones and saying goodbye on iPads. Nicky described how a 
distressed 89-year-old lady stroked her face and asked her ‘how 
many paracetamol would it take to finish me off’. Life was no longer 
worth living while not seeing her family. Nicky said she was 
humiliated in front of the ward staff and patients for letting the lady 
stroke her face and giving her a cuddle. Such is the dehumanisation 
that the ‘Covid’ hoax has brought to the surface. Nicky worked in 
care homes where patients told her they were being held prisoner. ‘I 
want to live until I die’, one said to her. ‘I had a lady in tears because 
she hadn’t seen her great-grandson.’ Nicky was compassionate old 
school meeting psychopathic New Normal. She also said she had 
worked on a “Covid’ ward with no ‘Covid’ patients. Jewish writer 
Shai Held wrote an article in March, 2020, which was headlined “The 
Staggering, Heartless Cruelty Toward the Elderly’. What he 
described was happening from the earliest days of lockdown. He 
said ‘the elderly’ were considered a group and not unique 
individuals (the way of the Woke). Shai Held said: 


Notice how the all-too-familiar rhetoric of dehumanization works: ‘The elderly’ are bunched 
together as a faceless mass, all of them considered culprits and thus effectively deserving of 
the suffering the pandemic will inflict upon them. Lost entirely is the fact that the elderly are 
individual human beings, each with a distinctive face and voice, each with hopes and 
dreams, memories and regrets, friendships and marriages, loves lost and loves sustained. 


‘The elderly’ have become another dehumanised group for which 
anything goes and for many that has resulted in cold disregard for 
their rights and their life. The distinctive face that Held talks about is 
designed to be deleted by masks until everyone is part of a faceless 
mass. 


‘War-zone’ hospitals myth 

Again and again medical professionals have told me what was really 
going on and how hospitals ‘overrun like war zones’ according to 
the media were virtually empty. The mantra from medical 
whistleblowers was please don’t use my name or my career is Over. 
Citizen journalists around the world sneaked into hospitals to film 
evidence exposing the ‘war-zone’ lie. They really were largely empty 
with closed wards and operating theatres. I met a hospital worker in 
my town on the Isle of Wight during the first lockdown in 2020 who 
said the only island hospital had never been so quiet. Lockdown was 
justified by the psychopaths to stop hospitals being overrun. At the 
same time that the island hospital was near-empty the military 
arrived here to provide extra beds. It was all propaganda to ramp up 
the fear to ensure compliance with fascism as were never-used 
temporary hospitals with thousands of beds known as Nightingales 
and never-used make-shift mortuaries opened by the criminal UK 
government. A man who helped to install those extra island beds 
attributed to the army said they were never used and the hospital 
was empty. Doctors and nurses ‘stood around talking or on their 
phones, wandering down to us to see what we were doing’. There 
were no masks or social distancing. He accused the useless local 
island paper, the County Press, of ‘pumping the fear as if our hospital 
was overrun and we only have one so it should have been’. He 
described ambulances parked up with crews outside in deck chairs. 
When his brother called an ambulance he was told there was a two- 
hour backlog which he called ‘bullshit’. An old lady on the island fell 
‘and was in a bad way’, but a caller who rang for an ambulance was 
told the situation wasn’t urgent enough. Ambulance stations were 
working under capacity while people would hear ambulances with 
sirens blaring driving through the streets. When those living near 
the stations realised what was going on they would follow them as 
they left, circulated around an urban area with the sirens going, and 
then came back without stopping. All this was to increase levels of 
fear and the same goes for the ‘ventilator shortage crisis’ that cost 
tens of millions for hastily produced ventilators never to be used. 


Ambulance crews that agreed to be exploited in this way for fear 
propaganda might find themselves a mirror. I wish them well with 
that. Empty hospitals were the obvious consequence of treatment 
and diagnoses of non-’Covid’ conditions cancelled and those 
involved handed a death sentence. People have been dying at home 
from undiagnosed and untreated cancer, heart disease and other life- 
threatening conditions to allow empty hospitals to deal with a 
‘pandemic’ that wasn’t happening. 


‘War-zones’ have been laying off nursing staff, even doctors where 
they can. There was no work for them. Lockdown was justified by 
saving lives and protecting the vulnerable they were actually killing 
with DNR orders and preventing empty hospitals being ‘overrun’. In 
Britain the mantra of stay at home to ‘save the NHS’ was everywhere 
and across the world the same story was being sold when it was all 
lies. Two California doctors, Dan Erickson and Artin Massihi at 
Accelerated Urgent Care in Bakersfield, held a news conference in 
April, 2020, to say that intensive care units in California were ‘empty, 
essentially’, with hospitals shutting floors, not treating patients and 
laying off doctors. The California health system was working at 
minimum capacity ‘getting rid of doctors because we just don’t have 
the volume’. They said that people with conditions such as heart 
disease and cancer were not coming to hospital out of fear of “Covid- 
19’. Their video was deleted by Susan Wojcicki’s Cult-owned 
YouTube after reaching five million views. Florida governor Ron 
Desantis, who rejected the severe lockdowns of other states and is 
being targeted for doing so, said that in March, 2020, every US 
governor was given models claiming they would run out of hospital 
beds in days. That was never going to happen and the ‘modellers’ 
knew it. Deceit can be found at every level of the system. Urgent 
children’s operations were cancelled including fracture repairs and 
biopsies to spot cancer. Eric Nicholls, a consultant paediatrician, said 
‘this is obviously concerning and we need to return to normal 
operating and to increase capacity as soon as possible’. Psychopaths 


in power were rather less concerned because they are psychopaths. 
Deletion of urgent care and diagnosis has been happening all over 
the world and how many kids and others have died as a result of the 
actions of these cold and heartless lunatics dictating ‘health’ policy? 
The number must be stratospheric. Richard Sullivan, professor of 
cancer and global health at King’s College London, said people 
feared “Covid’ more than cancer such was the campaign of fear. 
‘Years of lost life will be quite dramatic’, Sullivan said, with ‘a huge 
amount of avoidable mortality’. Sarah Woolnough, executive 
director for policy at Cancer Research UK, said there had been a 75 
percent drop in urgent referrals to hospitals by family doctors of 
people with suspected cancer. Sullivan said that ‘a lot of services 
have had to scale back — we’ve seen a dramatic decrease in the 
amount of elective cancer surgery’. Lockdown deaths worldwide has 
been absolutely fantastic with the New York Post reporting how data 
confirmed that ‘lockdowns end more lives than they save’: 


There was a sharp decline in visits to emergency rooms and an increase in fatal heart attacks 
because patients didn’t receive prompt treatment. Many fewer people were screened for 
cancer. Social isolation contributed to excess deaths from dementia and Alzheimer’s. 


Researchers predicted that the social and economic upheaval would lead to tens of thousands 
of “deaths of despair” from drug overdoses, alcoholism and suicide. As unemployment surged 
and mental-health and substance-abuse treatment programs were interrupted, the reported 
levels of anxiety, depression and suicidal thoughts increased dramatically, as did alcohol sales 
and fatal drug overdoses. 


This has been happening while nurses and other staff had so much 
time on their hands in the ‘war-zones’ that Tic-Tok dancing videos 
began appearing across the Internet with medical staff dancing 
around in empty wards and corridors as people died at home from 
causes that would normally have been treated in hospital. 


Mentions in dispatches 

One brave and truth-committed whistleblower was Louise 
Hampton, a call handler with the UK NHS who made a viral 
Internet video saying she had done ‘fuck all’ during the ‘pandemic’ 


which was ‘a load of bollocks’. She said that ‘Covid-19’ was 
rebranded flu and of course she lost her job. This is what happens in 
the medical and endless other professions now when you tell the 
truth. Louise filmed inside ‘war-zone’ accident and emergency 
departments to show they were empty and I mean empty as in no 
one there. The mainstream media could have done the same and 
blown the gaff on the whole conspiracy. They haven't to their eternal 
shame. Not that most ‘journalists’ seem capable of manifesting 
shame as with the psychopaths they slavishly repeat without 
question. The relative few who were admitted with serious health 
problems were left to die alone with no loved ones allowed to see 
them because of ‘Covid’ rules and they included kids dying without 
the comfort of mum and dad at their bedside while the evil behind 
this couldn’t give a damn. It was all good fun to them. A Scottish 
NHS staff nurse publicly quit in the spring of 2021 saying: ‘I can no 
longer be part of the lies and the corruption by the government.’ She 
said hospitals ‘aren’t full, the beds aren’t full, beds have been shut, 
wards have been shut’. Hospitals were never busy throughout 
‘Covid’. The staff nurse said that Nicola Sturgeon, tragically the 
leader of the Scottish government, was on television saying save the 
hospitals and the NHS — ‘but the beds are empty’ and ‘we've not 
seen flu, we always see flu every year’. She wrote to government and 
spoke with her union Unison (the unions are Cult-compromised and 
useless, but nothing changed. Many of her colleagues were scared of 
losing their jobs if they spoke out as they wanted to. She said 
nursing staff were being affected by wearing masks all day and ‘my 
head is splitting every shift from wearing a mask’. The NHS is part 
of the fascist tyranny and must be dismantled so we can start again 
with human beings in charge. (Ironically, hospitals were reported to 
be busier again when official “Covid’ cases fell in spring/summer of 
2021 and many other conditions required treatment at the same time 
as the fake vaccine rollout.) 

I will cover the ‘Covid vaccine’ scam in detail later, but it is 
another indicator of the sickening disregard for human life that Iam 
highlighting here. The DNA-manipulating concoctions do not fulfil 


the definition of a ‘vaccine’, have never been used on humans before 
and were given only emergency approval because trials were not 
completed and they continued using the unknowing public. The 
result was what a NHS senior nurse with responsibility for ‘vaccine’ 
procedure said was ‘genocide’. She said the ‘vaccines’ were not 
‘vaccines’. They had not been shown to be safe and claims about 
their effectiveness by drug companies were ‘poetic licence’. She 
described what was happening as a ‘horrid act of human 
annihilation’. The nurse said that management had instigated a 
policy of not providing a Patient Information Leaflet (PIL) before 
people were ‘vaccinated’ even though health care professionals are 
supposed to do this according to protocol. Patients should also be 
told that they are taking part in an ongoing clinical trial. Her 
challenges to what is happening had seen her excluded from 
meetings and ridiculed in others. She said she was told to “watch my 
step ... or I would find myself surplus to requirements’. The nurse, 
who spoke anonymously in fear of her career, said she asked her 
NHS manager why he/she was content with taking part in genocide 
against those having the ‘vaccines’. The reply was that everyone had 
to play their part and to ‘put up, shut up, and get it done’. 
Government was ‘leaning heavily’ on NHS management which was 
clearly leaning heavily on staff. This is how the global ‘medical’ 
hierarchy operates and it starts with the Cult and its World Health 
Organization. 

She told the story of a doctor who had the Pfizer jab and when 
questioned had no idea what was in it. The doctor had never read 
the literature. We have to stop treating doctors as intellectual giants 
when so many are moral and medical pygmies. The doctor did not 
even know that the ‘vaccines’ were not fully approved or that their 
trials were ongoing. They were, however, asking their patients if 
they minded taking part in follow-ups for research purposes — yes, 
the ongoing clinical trial. The nurse said the doctor’s ignorance was 
not rare and she had spoken to a hospital consultant who had the jab 
without any idea of the background or that the ‘trials’ had not been 
completed. Nurses and pharmacists had shown the same ignorance. 


‘My NHS colleagues have forsaken their duty of care, broken their 
code of conduct — Hippocratic Oath — and have been brainwashed 
just the same as the majority of the UK public through propaganda 
.... She said she had not been able to recruit a single NHS colleague, 
doctor, nurse or pharmacist to stand with her and speak out. Her 
union had refused to help. She said that if the genocide came to light 
she would not hesitate to give evidence at a Nuremberg-type trial 
against those in power who could have affected the outcomes but 
didn’t. 


To put the nonsense into perspective let’s say the ‘virus’ does exist 
and let’s go completely crazy and accept that the official 
manipulated figures for cases and deaths are accurate. Even then a 
study by Stanford University epidemiologist Dr John Ioannidis 
published on the World Health Organization website produced an 
average infection to fatality rate of ... 0.23 percent! Ioannidis said: ‘If 
one could sample equally from all locations globally, the median 
infection fatality rate might even be substantially lower than the 
0.23% observed in my analysis.’ For healthy people under 70 it was 
... 0.05 percent! This compares with the 3.4 percent claimed by the 
Cult-owned World Health Organization when the hoax was first 
played and maximum fear needed to be generated. An updated 
Stanford study in April, 2021, put the ‘infection’ to ‘fatality’ rate at 
just 0.15 percent. Another team of scientists led by Megan O'Driscoll 
and Henrik Salje studied data from 45 countries and published their 
findings on the Nature website. For children and young people the 
figure is so small it virtually does not register although authorities 
will be hyping dangers to the young when they introduce DNA- 
manipulating ‘vaccines’ for children. The O’Driscoll study produced 
an average infection-fatality figure of 0.003 for children from birth to 
four; 0.001 for 5 to 14; 0.003 for 15 to 19; and it was still only 0.456 up 
to 64. To claim that children must be ‘vaccinated’ to protect them 
from ‘Covid’ is an obvious lie and so there must be another reason 
and there is. What’s more the average age of a ‘Covid’ death is akin 


to the average age that people die in general. The average age of 
death in England is about 80 for men and 83 for women. The average 
age of death from alleged ‘Covid’ is between 82 and 83. California 
doctors, Dan Erickson and Artin Massihi, said at their April media 
conference that projection models of millions of deaths had been 
‘woefully inaccurate’. They produced detailed figures showing that 
Californians had a 0.03 chance of dying from ‘Covid’ based on the 
number of people who tested positive (with a test not testing for the 
‘virus’). Erickson said there was a 0.1 percent chance of dying from 
‘Covid’ in the state of New York, not just the city, and a 0.05 percent 
chance in Spain, a centre of ‘Covid-19 hysteria at one stage. The 
Stanford studies supported the doctors’ data with fatality rate 
estimates of 0.23 and 0.15 percent. How close are these figures to my 
estimate of zero? Death-rate figures claimed by the World Health 
Organization at the start of the hoax were some 15 times higher. The 
California doctors said there was no justification for lockdowns and 
the economic devastation they caused. Everything they had ever 
learned about quarantine was that you quarantine the sick and not 
the healthy. They had never seen this before and it made no medical 
sense. 


Why in the in the light of all this would governments and medical 
systems the world over say that billions must go under house arrest; 
lose their livelihood; in many cases lose their mind, their health and 
their life; force people to wear masks dangerous to health and 
psychology; make human interaction and even family interaction a 
criminal offence; ban travel; close restaurants, bars, watching live 
sport, concerts, theatre, and any activity involving human 
togetherness and discourse; and closing schools to isolate children 
from their friends and cause many to commit suicide in acts of 
hopelessness and despair? The California doctors said lockdown 
consequences included increased child abuse, partner abuse, 
alcoholism, depression, and other impacts they were seeing every 
day. Who would do that to the entire human race if not mentally-ill 
psychopaths of almost unimaginable extremes like Bill Gates? We 
must face the reality of what we are dealing with and come out of 


denial. Fascism and tyranny are made possible only by the target 
population submitting and acquiescing to fascism and tyranny. The 
whole of human history shows that to be true. Most people naively 
and unquestioning believed what they were told about a ‘deadly 
virus’ and meekly and weakly submitted to house arrest. Those who 
didn’t believe it — at least in total — still submitted in fear of the 
consequences of not doing so. For the rest who wouldn’t submit 
draconian fines have been imposed, brutal policing by psychopaths 
for psychopaths, and condemnation from the meek and weak who 
condemn the Pushbackers on behalf of the very force that has them, 
too, in its gunsights. ‘Pathetic’ does not even begin to suffice. 
Britain’s brainless ‘Health’ Secretary Matt Hancock warned anyone 
lying to border officials about returning from a list of ‘hotspot’ 
countries could face a jail sentence of up to ten years which is more 
than for racially-aggravated assault, incest and attempting to have 
sex with a child under 13. Hancock is a lunatic, but he has the state 
apparatus behind him in a Cult-led chain reaction and the same with 
UK “Vaccine Minister’ Nadhim Zahawi, a prominent member of the 
mega-Cult secret society, Le Cercle, which featured in my earlier 
books. The Cult enforces its will on governments and medical 
systems; government and medical systems enforce their will on 
business and police; business enforces its will on staff who enforce it 
on customers; police enforce the will of the Cult on the population 
and play their essential part in creating a world of fascist control that 
their own children and grandchildren will have to live in their entire 
lives. It is a hierarchical pyramid of imposition and acquiescence 
and, yes indeedy, of clinical insanity. 

Does anyone bright enough to read this book have to ask what the 
answer is? I think not, but I will reveal it anyway in the fewest of 
syllables: Tell the psychos and their moronic lackeys to fuck off and 
let’s get on with our lives. We are many — They are few. 


CHAPTER SEVEN 
War on your mind 


One believes things because one has been conditioned to believe 
them 
Aldous Huxley, Brave New World 


have described the ‘Covid’ hoax as a ‘Psyop’ and that is true in 

every sense and on every level in accordance with the definition of 
that term which is psychological warfare. Break down the ‘Covid 
pandemic’ to the foundation themes and it is psychological warfare 
on the human individual and collective mind. 

The same can be said for the entire human belief system involving 
every subject you can imagine. Huxley was right in his contention 
that people believe what they are conditioned to believe and this 
comes from the repetition throughout their lives of the same 
falsehoods. They spew from government, corporations, media and 
endless streams of ‘experts’ telling you what the Cult wants you to 
believe and often believing it themselves (although far from always). 
‘Experts’ are rewarded with ‘prestigious’ jobs and titles and as 
agents of perceptual programming with regular access to the media. 
The Cult has to control the narrative — control information — or they 
lose control of the vital, crucial, without-which-they-cannot-prevail 
public perception of reality. The foundation of that control today is 
the Internet made possible by the Defense Advanced Research 
Projects Agency (DARPA), the incredibly sinister technological arm 
of the Pentagon. The Internet is the result of military technology. 


DARPA openly brags about establishing the Internet which has been 
a long-term project to lasso the minds of the global population. I 
have said for decades the plan is to control information to such an 
extreme that eventually no one would see or hear anything that the 
Cult does not approve. We are closing in on that end with ferocious 
censorship since the ‘Covid’ hoax began and in my case it started 
back in the 1990s in terms of books and speaking venues. I had to 
create my own publishing company in 1995 precisely because no one 
else would publish my books even then. I think they’re all still 
running. 


Cult Internet 

To secure total control of information they needed the Internet in 
which pre-programmed algorithms can seek out ‘unclean’ content 
for deletion and even stop it being posted in the first place. The Cult 
had to dismantle print and non-Internet broadcast media to ensure 
the transfer of information to the appropriate-named ‘Web’ — a 
critical expression of the Cult web. We’ve seen the ever-quickening 
demise of traditional media and control of what is left by a tiny 
number of corporations operating worldwide. Independent 
journalism in the mainstream is already dead and never was that 
more obvious than since the turn of 2020. The Cult wants all 
information communicated via the Internet to globally censor and 
allow the plug to be pulled any time. Lockdowns and forced 
isolation has meant that communication between people has been 
through electronic means and no longer through face-to-face 
discourse and discussion. Cult psychopaths have targeted the bars, 
restaurants, sport, venues and meeting places in general for this 
reason. None of this is by chance and it’s to stop people gathering in 
any kind of privacy or number while being able to track and monitor 
all Internet communications and block them as necessary. Even 
private messages between individuals have been censored by these 
fascists that control Cult fronts like Facebook, Twitter, Google and 
YouTube which are all officially run by Sabbatian place-people and 
from the background by higher-level Sabbatian place people. 


Facebook, Google, Amazon and their like were seed-funded and 
supported into existence with money-no-object infusions of funds 
either directly or indirectly from DARPA and CIA technology arm 
In-Q-Tel. The Cult plays the long game and prepares very carefully 
for big plays like ‘Covid’. Amazon is another front in the 
psychological war and pretty much controls the global market in 
book sales and increasingly publishing. Amazon’s limitless funds 
have deleted fantastic numbers of independent publishers to seize 
global domination on the way to deciding which books can be sold 
and circulated and which cannot. Moves in that direction are already 
happening. Amazon’s leading light Jeff Bezos is the grandson of 
Lawrence Preston Gise who worked with DARPA predecessor 
ARPA. Amazon has big connections to the CIA and the Pentagon. 
The plan I have long described went like this: 


1. Employ military technology to establish the Internet. 


2. Sell the Internet as a place where people can freely communicate without censorship and 
allow that to happen until the Net becomes the central and irreversible pillar of human 
society. If the Internet had been highly censored from the start many would have rejected it. 


3. Fund and manipulate major corporations into being to control the circulation of 
information on your Internet using cover stories about geeks in garages to explain how they 
came about. Give them unlimited funds to expand rapidly with no need to make a profit for 
years while non-Cult companies who need to balance the books cannot compete. You know 
that in these circumstances your Googles, YouTubes, Facebooks and Amazons are going to 
secure near monopolies by either crushing or buying up the opposition. 


4. Allow freedom of expression on both the Internet and communication platforms to draw 
people in until the Internet is the central and irreversible pillar of human society and your 
communication corporations have reached a stage of near monopoly domination. 


5. Then unleash your always-planned frenzy of censorship on the basis of ‘where else are 
you going to go?’ and continue to expand that until nothing remains that the Cult does not 
want its human targets to see. 


The process was timed to hit the “Covid’ hoax to ensure the best 
chance possible of controlling the narrative which they knew they 
had to do at all costs. They were, after all, about to unleash a ‘deadly 
virus’ that didn’t really exist. If you do that in an environment of 
free-flowing information and opinion you would be dead in the 


water before you could say Gates is a psychopath. The network was 
in place through which the Cult-created-and-owned World Health 
Organization could dictate the ‘Covid’ narrative and response policy 
slavishly supported by Cult-owned Internet communication giants 
and mainstream media while those telling a different story were 
censored. Google, YouTube, Facebook and Twitter openly 
announced that they would do this. What else would we expect from 
Cult-owned operations like Facebook which former executives have 
confirmed set out to make the platform more addictive than 
cigarettes and coldly manipulates emotions of its users to sow 
division between people and groups and scramble the minds of the 
young? If Zuckerberg lives out the rest of his life without going to 
jail for crimes against humanity, and most emphatically against the 
young, it will be a travesty of justice. Still, no matter, cause and effect 
will catch up with him eventually and the same with Sergey Brin 
and Larry Page at Google with its CEO Sundar Pichai who fix the 
Google search results to promote Cult narratives and hide the 
opposition. Put the same key words into Google and other search 
engines like DuckDuckGo and you will see how different results can 
be. Wikipedia is another intensely biased ‘encyclopaedia’ which 
skews its content to the Cult agenda. YouTube links to Wikipedia’s 
version of ‘Covid’ and ‘climate change’ on video pages in which 
experts in their field offer a different opinion (even that is 
increasingly rare with Wojcicki censorship). Into this “Covid’ silence- 
them network must be added government media censors, sorry 
‘regulators’, such as Ofcom in the UK which imposed tyrannical 
restrictions on British broadcasters that had the effect of banning me 
from ever appearing. Just to debate with me about my evidence and 
views on ‘Covid’ would mean breaking the fascistic impositions of 
Ofcom and its CEO career government bureaucrat Melanie Dawes. 
Gutless British broadcasters tremble at the very thought of fascist 
Ofcom. 


The reason for the ‘Covid’ catastrophe in all its facets and forms can 
be seen by whom and what is driving the policies worldwide in such 
a coordinated way. Decisions are not being made to protect health, 
but to target psychology. The dominant group guiding and 
‘advising’ government policy are not medical professionals. They are 
psychologists and behavioural scientists. Every major country has its 
own version of this phenomenon and I'll use the British example to 
show how it works. In many ways the British version has been 
affecting the wider world in the form of the huge behaviour 
manipulation network in the UK which operates in other countries. 
The network involves private companies, government, intelligence 
and military. The Cabinet Office is at the centre of the government 
‘Covid’ Psyop and part-owns, with ‘innovation charity’ Nesta, the 
Behavioural Insights Team (BIT) which claims to be independent of 
government but patently isn’t. The BIT was established in 2010 and 
its job is to manipulate the psyche of the population to acquiesce to 
government demands and so much more. It is also known as the 
‘Nudge Unit’, a name inspired by the 2009 book by two ultra- 
Zionists, Cass Sunstein and Richard Thaler, called Nudge: Improving 
Decisions About Health, Wealth, and Happiness. The book, as with the 
Behavioural Insights Team, seeks to ‘nudge’ behaviour (manipulate 
it) to make the public follow patterns of action and perception that 
suit those in authority (the Cult). Sunstein is so skilled at this that he 
advises the World Health Organization and the UK Behavioural 
Insights Team and was Administrator of the White House Office of 
Information and Regulatory Affairs in the Obama administration. 
Biden appointed him to the Department of Homeland Security — 
another ultra-Zionist in the fold to oversee new immigration laws 
which is another policy the Cult wants to control. Sunstein is 
desperate to silence anyone exposing conspiracies and co-authored a 
2008 report on the subject in which suggestions were offered to ban 
‘conspiracy theorizing’ or impose ‘some kind of tax, financial or 
otherwise, on those who disseminate such theories’. I guess a 
psychiatrist’s chair is out of the question? 


Sunstein’s mate Richard Thaler, an ‘academic affiliate’ of the UK 
Behavioural Insights Team, is a proponent of ‘behavioural 
economics’ which is defined as the study of ‘the effects of 
psychological, cognitive, emotional, cultural and social factors on the 
decisions of individuals and institutions’. Study the effects so they 
can be manipulated to be what you want them to be. Other leading 
names in the development of behavioural economics are ultra- 
Zionists Daniel Kahneman and Robert J. Shiller and they, with 
Thaler, won the Nobel Memorial Prize in Economic Sciences for their 
work in this field. The Behavioural Insights Team is operating at the 
heart of the UK government and has expanded globally through 
partnerships with several universities including Harvard, Oxford, 
Cambridge, University College London (UCL) and Pennsylvania. 
They claim to have ‘trained’ (reframed) 20,000 civil servants and run 
more than 750 projects involving 400 randomised controlled trials in 
dozens of countries’ as another version of mind reframers Common 
Purpose. BIT works from its office in New York with cities and their 
agencies, as well as other partners, across the United States and 
Canada — this is a company part-owned by the British government 
Cabinet Office. An executive order by President Cult-servant Obama 
established a US Social and Behavioral Sciences Team in 2015. They 
all have the same reason for being and that’s to brainwash the 
population directly and by brainwashing those in positions of 
authority. 


‘Covid’ mind game 

Another prime aspect of the UK mind-control network is the 
‘independent’ [joke] Scientific Pandemic Insights Group on 
Behaviours (SPI-B) which ‘provides behavioural science advice 
aimed at anticipating and helping people adhere to interventions 
that are recommended by medical or epidemiological experts’. That 
means manipulating public perception and behaviour to do 
whatever government tells them to do. It’s disgusting and if they 
really want the public to be ‘safe’ this lot should all be under lock 
and key. According to the government website SPI-B consists of 


‘behavioural scientists, health and social psychologists, 
anthropologists and historians’ and advises the Whitty-Vallance-led 
Scientific Advisory Group for Emergencies (SAGE) which in turn 
advises the government on ‘the science’ (it doesn’t) and ‘Covid’ 
policy. When politicians say they are being guided by ‘the science’ 
this is the rabble in each country they are talking about and that 
‘science’ is dominated by behaviour manipulators to enforce 
government fascism through public compliance. The Behaviour 
Insight Team is headed by psychologist David Solomon Halpern, a 
visiting professor at King’s College London, and connects with a 
national and global web of other civilian and military organisations 
as the Cult moves towards its goal of fusing them into one fascistic 
whole in every country through its ‘Fusion Doctrine’. The behaviour 
manipulation network involves, but is not confined to, the Foreign 
Office; National Security Council; government communications 
headquarters (GCHQ); MI5; MI6; the Cabinet Office-based Media 
Monitoring Unit; and the Rapid Response Unit which ‘monitors 
digital trends to spot emerging issues; including misinformation and 
disinformation; and identifies the best way to respond’. 

There is also the 77th Brigade of the UK military which operates 
like the notorious Israeli military’s Unit 8200 in manipulating 
information and discussion on the Internet by posing as members of 
the public to promote the narrative and discredit those who 
challenge it. Here we have the military seeking to manipulate 
domestic public opinion while the Nazis in government are fine with 
that. Conservative Member of Parliament Tobias Ellwood, an 
advocate of lockdown and control through ‘vaccine passports’, is a 
Lieutenant Colonel reservist in the 77th Brigade which connects with 
the military operation jHub, the ‘innovation centre’ for the Ministry 
of Defence and Strategic Command. jHub has also been involved 
with the civilian National Health Service (NHS) in ‘symptom 
tracing’ the population. The NHS is a key part of this mind control 
network and produced a document in December, 2020, explaining to 
staff how to use psychological manipulation with different groups 
and ages to get them to have the DNA-manipulating ‘Covid vaccine’ 


that’s designed to cumulatively rewrite human genetics. The 
document, called ‘Optimising Vaccination Roll Out — Do’s and Dont’s 
for all messaging, documents and “communications” in the widest 
sense’, was published by NHS England and the NHS Improvement 
Behaviour Change Unit in partnership with Public Health England 
and Warwick Business School. I hear the mantra about ‘save the 
NHS’ and ‘protect the NHS’ when we need to scrap the NHS and 
start again. The current version is far too corrupt, far too anti-human 
and totally compromised by Cult operatives and their assets. UK 
government broadcast media censor Ofcom will connect into this 
web — as will the BBC with its tremendous Ofcom influence — to 
control what the public see and hear and dictate mass perception. 
Nuremberg trials must include personnel from all these 
organisations. 


The fear factor 

The ‘Covid’ hoax has led to the creation of the UK Cabinet Office- 
connected Joint Biosecurity Centre (JBC) which is officially described 
as providing ‘expert advice on pandemics’ using its independent [all 
Cult operations are ‘independent’] analytical function to provide 
real-time analysis about infection outbreaks to identify and respond 
to outbreaks of Covid-19’. Another role is to advise the government 
on a response to spikes in infections — ‘for example by closing 
schools or workplaces in local areas where infection levels have 
risen’. Put another way, promoting the Cult agenda. The Joint 
Biosecurity Centre is modelled on the Joint Terrorism Analysis 
Centre which analyses intelligence to set ‘terrorism threat levels’ and 
here again you see the fusion of civilian and military operations and 
intelligence that has led to military intelligence producing 
documents about ‘vaccine hesitancy’ and how it can be combated. 
Domestic civilian matters and opinions should not be the business of 
the military. The Joint Biosecurity Centre is headed by Tom Hurd, 
director general of the Office for Security and Counter-Terrorism 
from the establishment-to-its-fingertips Hurd family. His father is 
former Foreign Secretary Douglas Hurd. How coincidental that Tom 


Hurd went to the elite Eton College and Oxford University with 
Boris Johnson. Imperial College with its ridiculous computer 
modeller Neil Ferguson will connect with this gigantic web that will 
itself interconnect with similar set-ups in other major and not so 
major countries. Compared with this Cult network the politicians, be 
they Boris Johnson, Donald Trump or Joe Biden, are bit-part players 
‘following the science’. The network of psychologists was on the 
‘Covid’ case from the start with the aim of generating maximum fear 
of the ‘virus’ to ensure compliance by the population. A government 
behavioural science group known as SPI-B produced a paper in 
March, 2020, for discussion by the main government science 
advisory group known as SAGE. It was headed ‘Options for 
increasing adherence to social distancing measures’ and it said the 
following in a section headed ‘Persuasion’: 


e A substantial number of people still do not feel sufficiently 
personally threatened; it could be that they are reassured by the 
low death rate in their demographic group, although levels of 
concern may be rising. Having a good understanding of the risk 
has been found to be positively associated with adoption of 
COVID-19 social distancing measures in Hong Kong. 


e The perceived level of personal threat needs to be increased 
among those who are complacent, using hard-hitting evaluation 
of options for increasing social distancing emotional messaging. 
To be effective this must also empower people by making clear 
the actions they can take to reduce the threat. 


¢ Responsibility to others: There seems to be insufficient 
understanding of, or feelings of responsibility about, people’s role 
in transmitting the infection to others ... Messaging about actions 
need to be framed positively in terms of protecting oneself and 
the community, and increase confidence that they will be effective. 


¢ Some people will be more persuaded by appeals to play by the 
rules, some by duty to the community, and some to personal risk. 


All these different approaches are needed. The messaging also 
needs to take account of the realities of different people’s lives. 
Messaging needs to take account of the different motivational 
levers and circumstances of different people. 


All this could be achieved the SPI-B psychologists said by using the 
media to increase the sense of personal threat which translates as terrify 
the shit out of the population, including children, so they all do what 
we want. That’s not happened has it? Those excuses for ‘journalists’ 
who wouldn’t know journalism if it bit them on the arse (the great 
majority) have played their crucial part in serving this Cult- 
government Psyop to enslave their own kids and grandkids. How 
they live with themselves I have no idea. The psychological war has 
been underpinned by constant government ‘Covid’ propaganda in 
almost every television and radio ad break, plus the Internet and 
print media, which has pounded out the fear with taxpayers footing 
the bill for their own programming. The result has been people 
terrified of a ‘virus’ that doesn’t exist or one with a tiny fatality rate 
even if you believe it does. People walk down the street and around 
the shops wearing face-nappies damaging their health and 
psychology while others report those who refuse to be that naive to 
the police who turn up in their own face-nappies. I had a cameraman 
come to my flat and he was so frightened of ‘Covid’ he came in 
wearing a mask and refused to shake my hand in case he caught 
something. He had — naiveitis — and the thought that he worked in 
the mainstream media was both depressing and made his behaviour 
perfectly explainable. The fear which has gripped the minds of so 
many and frozen them into compliance has been carefully cultivated 
by these psychologists who are really psychopaths. If lives get 
destroyed and a lot of young people commit suicide it shows our 
plan is working. SPI-B then turned to compulsion on the public to 
comply. ‘With adequate preparation, rapid change can be achieved’, 
it said. Some countries had introduced mandatory self-isolation on a 
wide scale without evidence of major public unrest and a large 
majority of the UK’s population appeared to be supportive of more 
coercive measures with 64 percent of adults saying they would 


support putting London under a lockdown (watch the ‘polls’ which 
are designed to make people believe that public opinion is in favour 
or against whatever the subject in hand). 


For ‘aggressive protective measures’ to be effective, the SPI-B 
paper said, special attention should be devoted to those population 
groups that are more at risk. Translated from the Orwellian this 
means making the rest of population feel guilty for not protecting 
the ‘vulnerable’ such as old people which the Cult and its agencies 
were about to kill on an industrial scale with lockdown, lack of 
treatment and the Gates ‘vaccine’. Psychopath psychologists sold 
their guilt-trip so comprehensively that Los Angeles County 
Supervisor Hilda Solis reported that children were apologising (from 
a distance) to their parents and grandparents for bringing ‘Covid’ 
into their homes and getting them sick. ‘... These apologies are just 
some of the last words that loved ones will ever hear as they die 
alone,’ she said. Gut-wrenchingly Solis then used this childhood 
tragedy to tell children to stay at home and ‘keep your loved ones 
alive’. Imagine heaping such potentially life-long guilt on a kid when 
it has absolutely nothing to do with them. These people are deeply 
disturbed and the psychologists behind this even more so. 


Uncivil war — divide and rule 

Professional mind-controllers at SPI-B wanted the media to increase 
a sense of responsibility to others (do as you're told) and promote 
‘positive messaging’ for those actions while in contrast to invoke 
‘social disapproval’ by the unquestioning, obedient, community of 
anyone with a mind of their own. Again the compliant Goebbels-like 
media obliged. This is an old, old, trick employed by tyrannies the 
world over throughout human history. You get the target population 
to keep the target population in line — your line. SPI-B said this could 
‘play an important role in preventing anti-social behaviour or 
discouraging failure to enact pro-social behaviour’. For ‘anti-social’ 
in the Orwellian parlance of SPI-B see any behaviour that 
government doesn’t approve. SPI-B recommendations said that 
‘social disapproval’ should be accompanied by clear messaging and 


promotion of strong collective identity — hence the government and 
celebrity mantra of ‘we're all in this together’. Sure we are. The mind 
doctors have such contempt for their targets that they think some 
clueless comedian, actor or singer telling them to do what the 
government wants will be enough to win them over. We have had 
UK comedian Lenny Henry, actor Michael Caine and singer Elton 
John wheeled out to serve the propagandists by urging people to 
have the DNA-manipulating “Covid’ non-’vaccine’. The role of 
Henry and fellow black celebrities in seeking to coax a ‘vaccine’ 
reluctant black community into doing the government's will was 
especially stomach-turning. An emotion-manipulating script and 
carefully edited video featuring these black ‘celebs’ was such an 
insult to the intelligence of black people and where’s the self-respect 
of those involved selling their souls to a fascist government agenda? 
Henry said he heard black people’s ‘legitimate worries and 
concerns’, but people must “trust the facts’ when they were doing 
exactly that by not having the ‘vaccine’. They had to include the 
obligatory reference to Black Lives Matter with the line ... ‘Don’t let 
coronavirus cost even more black lives — because we matter’. My 
god, it was pathetic. ‘I know the vaccine is safe and what it does.’ 
How? ‘I’m a comedian and it says so in my script.’ 


SPI-B said social disapproval needed to be carefully managed to 
avoid victimisation, scapegoating and misdirected criticism, but they 
knew that their ‘recommendations’ would lead to exactly that and 
the media were specifically used to stir-up the divide-and-conquer 
hostility. Those who conform like good little baa, baas, are praised 
while those who have seen through the tidal wave of lies are 
‘Covidiots’. The awake have been abused by the fast asleep for not 
conforming to fascism and impositions that the awake know are 
designed to endanger their health, dehumanise them, and tear 
asunder the very fabric of human society. We have had the curtain- 
twitchers and morons reporting neighbours and others to the face- 
nappied police for breaking ‘Covid rules’ with fascist police 
delighting in posting links and phone numbers where this could be 
done. The Cult cannot impose its will without a compliant police 


and military or a compliant population willing to play their part in 
enslaving themselves and their kids. The words of a pastor in Nazi 
Germany are so appropriate today: 


First they came for the socialists and | did not speak out because | was not a socialist. 


Then they came for the trade unionists and | did not speak out because | was not a trade 
unionist. 


Then they came for the Jews and | did not speak out because | was not a Jew. 


Then they came for me and there was no one left to speak for me. 


Those who don’t learn from history are destined to repeat it and so 
many are. 


‘Covid' rules: Rewiring the mind 

With the background laid out to this gigantic national and global 
web of psychological manipulation we can put ‘Covid’ rules into a 
clear and sinister perspective. Forget the claims about protecting 
health. ‘Covid’ rules are about dismantling the human mind, 
breaking the human spirit, destroying self-respect, and then putting 
Humpty Dumpty together again as a servile, submissive slave. Social 
isolation through lockdown and distancing have devastating effects 
on the human psyche as the psychological psychopaths well know 
and that’s the real reason for them. Humans need contact with each 
other, discourse, closeness and touch, or they eventually, and 
literarily, go crazy. Masks, which I will address at some length, 
fundamentally add to the effects of isolation and the Cult agenda to 
dehumanise and de-individualise the population. To do this while 
knowing — in fact seeking — this outcome is the very epitome of evil 
and psychologists involved in this are the epitome of evil. They must 
like all the rest of the Cult demons and their assets stand trial for 
crimes against humanity on a scale that defies the imagination. 
Psychopaths in uniform use isolation to break enemy troops and 
agents and make them subservient and submissive to tell what they 
know. The technique is rightly considered a form of torture and 


torture is most certainly what has been imposed on the human 
population. 

Clinically-insane American psychologist Harry Harlow became 
famous for his isolation experiments in the 1950s in which he 
separated baby monkeys from their mothers and imprisoned them 
for months on end in a metal container or ‘pit of despair’. They soon 
began to show mental distress and depression as any idiot could 
have predicted. Harlow put other monkeys in steel chambers for 
three, six or twelve months while denying them any contact with 
animals or humans. He said that the effects of total social isolation 
for six months were ‘so devastating and debilitating that we had 
assumed initially that twelve months of isolation would not produce 
any additional decrement’; but twelve months of isolation ‘almost 
obliterated the animals socially’. This is what the Cult and its 
psychopaths are doing to you and your children. Even monkeys in 
partial isolation in which they were not allowed to form 
relationships with other monkeys became ‘aggressive and hostile, 
not only to others, but also towards their own bodies’. We have seen 
this in the young as a consequence of lockdown. UK government 
psychopaths launched a public relations campaign telling people not 
to hug each other even after they received the ‘Covid-19 vaccine’ 
which we were told with more lies would allow a return to ‘normal 
life’. A government source told The Telegraph: ‘It will be along the 
lines that it is great that you have been vaccinated, but if you are 
going to visit your family and hug your grandchildren there is a 
chance you are going to infect people you love.’ The source was 
apparently speaking from a secure psychiatric facility. Janet Lord, 
director of Birmingham University’s Institute of Inflammation and 
Ageing, said that parents and grandparents should avoid hugging 
their children. Well, how can I put it, Ms Lord? Fuck off. Yep, that'll 
do. 


Destroying the kids — where are the parents? 
Observe what has happened to people enslaved and isolated by 
lockdown as suicide and self-harm has soared worldwide, 


particularly among the young denied the freedom to associate with 
their friends. A study of 49,000 people in English-speaking countries 
concluded that almost half of young adults are at clinical risk of 
mental health disorders. A national survey in America of 1,000 
currently enrolled high school and college students found that 5 
percent reported attempting suicide during the pandemic. Data from 
the US CDC’s National Syndromic Surveillance Program from 
January 1st to October 17th, 2020, revealed a 31 percent increase in 
mental health issues among adolescents aged 12 to 17 compared 
with 2019. The CDC reported that America in general suffered the 
biggest drop in life expectancy since World War Two as it fell by a 
year in the first half of 2020 as a result of ‘deaths of despair’ — 
overdoses and suicides. Deaths of despair have leapt by more than 
20 percent during lockdown and include the highest number of fatal 
overdoses ever recorded in a single year — 81,000. Internet addiction 
is another consequence of being isolated at home which lowers 
interest in physical activities as kids fall into inertia and what's the 
point? Children and young people are losing hope and giving up on 
life, sometimes literally. A 14-year-old boy killed himself in 
Maryland because he had ‘given up’ when his school district didn’t 
reopen; an 11-year-old boy shot himself during a zoom class; a 
teenager in Maine succumbed to the isolation of the ‘pandemic’ 
when he ended his life after experiencing a disrupted senior year at 
school. Children as young as nine have taken their life and all these 
stories can be repeated around the world. Careers are being 
destroyed before they start and that includes those in sport in which 
promising youngsters have not been able to take part. The plan of 
the psycho-psychologists is working all right. Researchers at 
Cambridge University found that lockdowns cause significant harm 
to children’s mental health. Their study was published in the 
Archives of Disease in Childhood, and followed 168 children aged 
between 7 and 11. The researchers concluded: 


During the UK lockdown, children’s depression symptoms have increased substantially, 
relative to before lockdown. The scale of this effect has direct relevance for the continuation 
of different elements of lockdown policy, such as complete or partial school closures ... 


... Specifically, we observed a statistically significant increase in ratings of depression, with a 
medium-to-large effect size. Our findings emphasise the need to incorporate the potential 
impact of lockdown on child mental health in planning the ongoing response to the global 
pandemic and the recovery from it. 


Not a chance when the Cult’s psycho-psychologists were getting 
exactly what they wanted. The UK’s Royal College of Paediatrics and 
Child Health has urged parents to look for signs of eating disorders 
in children and young people after a three to four fold increase. 
Specialists say the ‘pandemic’ is a major reason behind the rise. You 
don’t say. The College said isolation from friends during school 
closures, exam cancellations, loss of extra-curricular activities like 
sport, and an increased use of social media were all contributory 
factors along with fears about the virus (psycho-psychologists 
again), family finances, and students being forced to quarantine. 
Doctors said young people were becoming severely ill by the time 
they were seen with ‘Covid’ regulations reducing face-to-face 
consultations. Nor is it only the young that have been devastated by 
the psychopaths. Like all bullies and cowards the Cult is targeting 
the young, elderly, weak and infirm. A typical story was told by a 
British lady called Lynn Parker who was not allowed to visit her 
husband in 2020 for the last ten and half months of his life ‘when he 
needed me most’ between March 20th and when he died on 
December 19th. This vacates the criminal and enters the territory of 
evil. The emotional impact on the immune system alone is immense 
as are the number of people of all ages worldwide who have died as 
a result of Cult-demanded, Gates-demanded, lockdowns. 


Isolation is torture 


The experience of imposing solitary confinement on millions of 
prisoners around the world has shown how a large percentage 
become ‘actively psychotic and/or acutely suicidal’. Social isolation 
has been found to trigger ‘a specific psychiatric syndrome, 
characterized by hallucinations; panic attacks; overt paranoia; 
diminished impulse control; hypersensitivity to external stimuli; and 
difficulties with thinking, concentration and memory’. Juan Mendez, 


a United Nations rapporteur (investigator), said that isolation is a 
form of torture. Research has shown that even after isolation 
prisoners find it far more difficult to make social connections and I 
remember chatting to a shop assistant after one lockdown who told 
me that when her young son met another child again he had no idea 
how to act or what to do. Hannah Flanagan, Director of Emergency 
Services at Journey Mental Health Center in Dane County, 
Wisconsin, said: ‘The specificity about Covid social distancing and 
isolation that we’ve come across as contributing factors to the 
suicides are really new to us this year.’ But they are not new to those 
that devised them. They are getting the effect they want as the 
population is psychologically dismantled to be rebuilt in a totally 
different way. Children and the young are particularly targeted. 
They will be the adults when the full-on fascist Al-controlled 
technocracy is planned to be imposed and they are being prepared 
to meekly submit. At the same time older people who still have a 
memory of what life was like before — and how fascist the new 
normal really is — are being deleted. You are going to see efforts to 
turn the young against the old to support this geriatric genocide. 
Hannah Flanagan said the big increase in suicide in her county 
proved that social isolation is not only harmful, but deadly. Studies 
have shown that isolation from others is one of the main risk factors 
in suicide and even more so with women. Warnings that lockdown 
could create a ‘perfect storm’ for suicide were ignored. After all this 
was one of the reasons for lockdown. Suicide, however, is only the 
most extreme of isolation consequences. There are many others. Dr 
Dhruv Khullar, assistant professor of healthcare policy at Weill 
Cornell Medical College, said in a New York Times article in 2016 long 
before the fake ‘pandemic’: 


A wave of new research suggests social separation is bad for us. Individuals with less social 
connection have disrupted sleep patterns, altered immune systems, more inflammation and 
higher levels of stress hormones. One recent study found that isolation increases the risk of 
heart disease by 29 percent and stroke by 32 percent. Another analysis that pooled data from 
70 studies and 3.4 million people found that socially isolated individuals had a 30 percent 
higher risk of dying in the next seven years, and that this effect was largest in middle age. 


Loneliness can accelerate cognitive decline in older adults, and isolated individuals are twice 
as likely to die prematurely as those with more robust social interactions. These effects start 
early: Socially isolated children have significantly poorer health 20 years later, even after 
controlling for other factors. All told, loneliness is as important a risk factor for early death as 
obesity and smoking. 


There you have proof from that one article alone four years before 
2020 that those who have enforced lockdown, social distancing and 
isolation knew what the effect would be and that is even more so 
with professional psychologists that have been driving the policy 
across the globe. We can go back even further to the years 2000 and 
2003 and the start of a major study on the effects of isolation on 
health by Dr Janine Gronewold and Professor Dirk M. Hermann at 
the University Hospital in Essen, Germany, who analysed data on 
4,316 people with an average age of 59 who were recruited for the 
long-term research project. They found that socially isolated people 
are more than 40 percent more likely to have a heart attack, stroke, 
or other major cardiovascular event and nearly 50 percent more 
likely to die from any cause. Given the financial Armageddon 
unleashed by lockdown we should note that the study found a 
relationship between increased cardiovascular risk and lack of 
financial support. After excluding other factors social isolation was 
still connected to a 44 percent increased risk of cardiovascular 
problems and a 47 percent increased risk of death by any cause. Lack 
of financial support was associated with a 30 percent increase in the 
risk of cardiovascular health events. Dr Gronewold said it had been 
known for some time that feeling lonely or lacking contact with close 
friends and family can have an impact on physical health and the 
study had shown that having strong social relationships is of high 
importance for heart health. Gronewold said they didn’t understand 
yet why people who are socially isolated have such poor health 
outcomes, but this was obviously a worrying finding, particularly 
during these times of prolonged social distancing. Well, it can be 
explained on many levels. You only have to identify the point in the 
body where people feel loneliness and missing people they are 
parted from — it’s in the centre of the chest where they feel the ache 
of loneliness and the ache of missing people. ‘My heart aches for 


you’ ... ‘My heart aches for some company.’ I will explain this more 
in the chapter Escaping Wetiko, but when you realise that the body 
is the mind — they are expressions of each other — the reason why 
state of the mind dictates state of the body becomes clear. 


American psychologist Ranjit Powar was highlighting the effects 
of lockdown isolation as early as April, 2020. She said humans have 
evolved to be social creatures and are wired to live in interactive 
groups. Being isolated from family, friends and colleagues could be 
unbalancing and traumatic for most people and could result in short 
or even long-term psychological and physical health problems. An 
increase in levels of anxiety, aggression, depression, forgetfulness 
and hallucinations were possible psychological effects of isolation. 
‘Mental conditions may be precipitated for those with underlying 
pre-existing susceptibilities and show up in many others without 
any pre-condition.” Powar said personal relationships helped us cope 
with stress and if we lost this outlet for letting off steam the result 
can be a big emotional void which, for an average person, was 
difficult to deal with. ‘Just a few days of isolation can cause 
increased levels of anxiety and depression’ — so what the hell has 
been the effect on the global population of 18 months of this at the 
time of writing? Powar said: ‘Add to it the looming threat of a 
dreadful disease being repeatedly hammered in through the media 
and you have a recipe for many shades of mental and physical 
distress.’ For those with a house and a garden it is easy to forget that 
billions have had to endure lockdown isolation in tiny overcrowded 
flats and apartments with nowhere to go outside. The psychological 
and physical consequences of this are unimaginable and with lunatic 
and abusive partners and parents the consequences have led to 
tremendous increases in domestic and child abuse and alcoholism as 
people seek to shut out the horror. Ranjit Powar said: 


Staying in a confined space with family is not all a rosy picture for everyone. It can be 
extremely oppressive and claustrophobic for large low-income families huddled together in 
small single-room houses. Children here are not lucky enough to have many board/electronic 
games or books to keep them occupied. 


Add to it the deep insecurity of running out of funds for food and basic necessities. On the 
other hand, there are people with dysfunctional family dynamics, such as domineering, 
abusive or alcoholic partners, siblings or parents which makes staying home a period of trial. 
Incidence of suicide and physical abuse against women has shown a worldwide increase. 
Heightened anxiety and depression also affect a person’s immune system, making them more 
susceptible to illness. 


To think that Powar’s article was published on April 11th, 2020. 


Six-feet fantasy 

Social (unsocial) distancing demanded that people stay six feet or 
two metres apart. UK government advisor Robert Dingwall from the 
New and Emerging Respiratory Virus Threats Advisory Group said 
in a radio interview that the two-metre rule was ‘conjured up out of 
nowhere’ and was not based on science. No, it was not based on 
medical science, but it didn’t come out of nowhere. The distance 
related to psychological science. Six feet/two metres was adopted in 
many countries and we were told by people like the criminal 
Anthony Fauci and his ilk that it was founded on science. Many 
schools could not reopen because they did not have the space for six- 
feet distancing. Then in March, 2021, after a year of six-feet ‘science’, 
a study published in the Journal of Infectious Diseases involving more 
than 500,000 students and almost 100,000 staff over 16 weeks 
revealed no significant difference in “‘Covid’ cases between six feet 
and three feet and Fauci changed his tune. Now three feet was okay. 
There is no difference between six feet and three inches when there is 
no ‘virus’ and they got away with six feet for psychological reasons 
for as long as they could. I hear journalists and others talk about 
‘unintended consequences’ of lockdown. They are not unintended at 
all; they have been coldly-calculated for a specific outcome of human 
control and that’s why super-psychopaths like Gates have called for 
them so vehemently. Super-psychopath psychologists have 
demanded them and psychopathic or clueless, spineless, politicians 
have gone along with them by ‘following the science’. But it’s not 
science at all. ‘Science’ is not what is; it’s only what people can be 
manipulated to believe it is. The whole ‘Covid’ catastrophe is 


founded on mind control. Three word or three statement mantras 
issued by the UK government are a well-known mind control 
technique and so we’ve had ‘Stay home/protect the NHS/save lives’, 
‘Stay alert/control the virus/save lives’ and ‘hands/face/space’. One 
of the most vocal proponents of extreme ‘Covid’ rules in the UK has 
been Professor Susan Michie, a member of the British Communist 
Party, who is not a medical professional. Michie is the director of the 
Centre for Behaviour Change at University College London. She is a 
behavioural psychologist and another filthy rich ‘Marxist’ who praised 
China’s draconian lockdown. She was known by fellow students at 
Oxford University as ‘Stalin’s nanny’ for her extreme Marxism. 
Michie is an influential member of the UK government’s Scientific 
Advisory Group for Emergencies (SAGE) and behavioural 
manipulation groups which have dominated ‘Covid’ policy. She is a 
consultant adviser to the World Health Organization on ‘Covid-19’ 
and behaviour. Why the hell are lockdowns anything to do with her 
when they are claimed to be about health? Why does a behavioural 
psychologist from a group charged with changing the behaviour of 
the public want lockdown, human isolation and mandatory masks? 
Does that question really need an answer? Michie absolutely has to 
explain herself before a Nuremberg court when humanity takes back 
its world again and even more so when you see the consequences of 
masks that she demands are compulsory. This is a Michie classic: 


The benefits of getting primary school children to wear masks is that regardless of what little 
degree of transmission is occurring in those age groups it could help normalise the practice. 
Young children wearing masks may be more likely to get their families to accept masks. 


Those words alone should carry a prison sentence when you 
ponder on the callous disregard for children involved and what a 
statement it makes about the mind and motivations of Susan Michie. 
What a lovely lady and what she said there encapsulates the 
mentality of the psychopaths behind the ‘Covid’ horror. Let us 
compare what Michie said with a countrywide study in Germany 
published at researchsquare.com involving 25,000 school children 
and 17,854 health complaints submitted by parents. Researchers 


found that masks are harming children physically, psychologically, 
and behaviourally with 24 health issues associated with mask 
wearing. They include: shortness of breath (29.7%); dizziness 
(26.4%); increased headaches (53%); difficulty concentrating (50%); 
drowsiness or fatigue (37%); and malaise (42%). Nearly a third of 
children experienced more sleep issues than before and a quarter 
developed new fears. Researchers found health issues and other 
impairments in 68 percent of masked children covering their faces 
for an average of 4.5 hours a day. Hundreds of those taking part 
experienced accelerated respiration, tightness in the chest, weakness, 
and short-term impairment of consciousness. A reminder of what 
Michie said again: 


The benefits of getting primary school children to wear masks is that regardless of what little 
degree of transmission is occurring in those age groups it could help normalise the practice. 
Young children wearing masks may be more likely to get their families to accept masks. 


Psychopaths in government and psychology now have children and 
young people — plus all the adults — wearing masks for hours on end 
while clueless teachers impose the will of the psychopaths on the 
young they should be protecting. What the hell are parents doing? 


We have some schools already imposing on students microchipped 
buzzers that activate when they get ‘too close’ to their pals in the 
way they do with lab rats. How apt. To the Cult and its brain-dead 
servants our children are lab rats being conditioned to be 
unquestioning, dehumanised slaves for the rest of their lives. 
Children and young people are being weaned and frightened away 
from the most natural human instincts including closeness and 
touch. I have tracked in the books over the years how schools were 
banning pupils from greeting each other with a hug and the whole 
Cult-induced Me Too movement has terrified men and boys from a 
relaxed and natural interaction with female friends and work 
colleagues to the point where many men try never to be in a room 


alone with a woman that’s not their partner. Airhead celebrities have 
as always played their virtue-signalling part in making this happen 
with their gross exaggeration. For every monster like Harvey 
Weinstein there are at least tens of thousands of men that don’t treat 
women like that; but everyone must be branded the same and policy 
changed for them as well as the monster. Iam going to be using the 
word ‘dehumanise’ many times in this chapter because that is what 
the Cult is seeking to do and it goes very deep as we shall see. Don’t 
let them kid you that social distancing is planned to end one day. 
That’s not the idea. We are seeing more governments and companies 
funding and producing wearable gadgets to keep people apart and 
they would not be doing that if this was meant to be short-term. A 
tech start-up company backed by GCHQ, the British Intelligence and 
military surveillance headquarters, has created a social distancing 
wrist sensor that alerts people when they get too close to others. The 
CIA has also supported tech companies developing similar devices. 
The wearable sensor was developed by Tended, one of a number of 
start-up companies supported by GCHQ (see the CIA and DARPA). 
The device can be worn on the wrist or as a tag on the waistband and 
will vibrate whenever someone wearing the device breaches social 
distancing and gets anywhere near natural human contact. The 
company had a lucky break in that it was developing a distancing 
sensor when the ‘Covid’ hoax arrived which immediately provided a 
potentially enormous market. How fortunate. The government in 
big-time Cult-controlled Ontario in Canada is investing $2.5 million 
in wearable contact tracing technology that ‘will alert users if they 
may have been exposed to the Covid-19 in the workplace and will 
beep or vibrate if they are within six feet of another person’. 
Facedrive Inc., the technology company behind this, was founded in 
2016 with funding from the Ontario Together Fund and obviously 
they, too, had a prophet on the board of directors. The human 
surveillance and control technology is called TraceSCAN and would 
be worn by the human cyborgs in places such as airports, 
workplaces, construction sites, care homes and ... schools. 


I emphasise schools with children and young people the prime 
targets. You know what is planned for society as a whole if you keep 
your eyes on the schools. They have always been places where the 
state program the next generation of slaves to be its compliant 
worker-ants — or Woker-ants these days; but in the mist of the 
‘Covid’ madness they have been transformed into mind laboratories 
on a scale never seen before. Teachers and head teachers are just as 
programmed as the kids — often more so. Children are kept apart 
from human interaction by walk lanes, classroom distancing, 
staggered meal times, masks, and the rolling-out of buzzer systems. 
Schools are now physically laid out as a laboratory maze for lab-rats. 
Lunatics at a school in Anchorage, Alaska, who should be 
prosecuted for child abuse, took away desks and forced children to 
kneel (know your place) on a mat for five hours a day while wearing 
a mask and using their chairs as a desk. How this was supposed to 
impact on a ‘virus’ only these clinically insane people can tell you 
and even then it would be clap-trap. The school banned recess 
(interaction), art classes (creativity), and physical exercise (getting 
body and mind moving out of inertia). Everyone behind this outrage 
should be in jail or better still a mental institution. The behavioural 
manipulators are all for this dystopian approach to schools. 
Professor Susan Michie, the mind-doctor and British Communist 
Party member, said it was wrong to say that schools were safe. They 
had to be made so by ‘distancing’, masks and ventilation (sitting all 
day in the cold). I must ask this lady round for dinner on a night I 
know I am going to be out and not back for weeks. She probably 
wouldn't be able to make it, anyway, with all the visits to her own 
psychologist she must have block-booked. 


Masking identity 

I know how shocking it must be for you that a behaviour 
manipulator like Michie wants everyone to wear masks which have 
long been a feature of mind-control programs like the infamous 
MKwUltra in the United States, but, there we are. We live and learn. I 
spent many years from 1996 to right across the millennium 


researching mind control in detail on both sides of the Atlantic and 
elsewhere. I met a large number of mind-control survivors and 
many had been held captive in body and mind by MKUltra. MK 
stands for mind-control, but employs the German spelling in 
deference to the Nazis spirited out of Germany at the end of World 
War Two by Operation Paperclip in which the US authorities, with 
help from the Vatican, transported Nazi mind-controllers and 
engineers to America to continue their work. Many of them were 
behind the creation of NASA and they included Nazi scientist and 
SS officer Wernher von Braun who swapped designing V-2 rockets to 
bombard London with designing the Saturn V rockets that powered 
the NASA moon programme’s Apollo craft. I think I may have 
mentioned that the Cult has no borders. Among Paperclip escapees 
was Josef Mengele, the Angel of Death in the Nazi concentration 
camps where he conducted mind and genetic experiments on 
children often using twins to provide a control twin to measure the 
impact of his ‘work’ on the other. If you want to observe the Cult 
mentality in all its extremes of evil then look into the life of Mengele. 
I have met many people who suffered mercilessly under Mengele in 
the United States where he operated under the name Dr Greene and 
became a stalwart of MKUltra programming and torture. Among his 
locations was the underground facility in the Mojave Desert in 
California called the China Lake Naval Weapons Station which is 
almost entirely below the surface. My books The Biggest Secret, 
Children of the Matrix and The Perception Deception have the detailed 
background to MKultra. 


The best-known MKultra survivor is American Cathy O’Brien. I 
first met her and her late partner Mark Phillips at a conference in 
Colorado in 1996. Mark helped her escape and deprogram from 
decades of captivity in an offshoot of MKUltra known as Project 
Monarch in which ‘sex slaves’ were provided for the rich and 
famous including Father George Bush, Dick Cheney and the 
Clintons. Read Cathy and Mark’s book Trance-Formation of America 
and if you are new to this you will be shocked to the core. I read it in 
1996 shortly before, with the usual synchronicity of my life, I found 


myself given a book table at the conference right next to hers. 
MkKUltra never ended despite being very publicly exposed (only a 
small part of it) in the 1970s and continues in other guises. I am still 
in touch with Cathy. She contacted me during 2020 after masks 
became compulsory in many countries to tell me how they were 
used as part of MKUltra programming. I had been observing “Covid 
regulations’ and the relationship between authority and public for 
months. I saw techniques that I knew were employed on individuals 
in MKUltra being used on the global population. I had read many 
books and manuals on mind control including one called Silent 
Weapons for Quiet Wars which came to light in the 1980s and was a 
guide on how to perceptually program on a mass scale. ‘Silent 
Weapons’ refers to mind-control. I remembered a line from the 
manual as governments, medical authorities and law enforcement 
agencies have so obviously talked to — or rather at — the adult 
population since the ‘Covid’ hoax began as if they are children. The 
document said: 


If a person is spoken to by a T.V. advertiser as if he were a twelve-year-old, then, due to 
suggestibility, he will, with a certain probability, respond or react to that suggestion with the 
uncritical response of a twelve-year-old and will reach in to his economic reservoir and 
deliver its energy to buy that product on impulse when he passes it in the store. 


That’s why authority has spoken to adults like children since all this 
began. 


Why did Michael Jackson wear masks? 

Every aspect of the ‘Covid’ narrative has mind-control as its central 
theme. Cathy O’Brien wrote an article for davidicke.com about the 
connection between masks and mind control. Her daughter Kelly 
who I first met in the 1990s was born while Cathy was still held 
captive in MKUltra. Kelly was forced to wear a mask as part of her 
programming from the age of two to dehumanise her, target her 
sense of individuality and reduce the amount of oxygen her brain 
and body received. Bingo. This is the real reason for compulsory 


masks, why they have been enforced en masse, and why they seek to 
increase the number they demand you wear. First one, then two, 
with one disgraceful alleged ‘doctor’ recommending four which is 
nothing less than a death sentence. Where and how often they must 
be worn is being expanded for the purpose of mass mind control 
and damaging respiratory health which they can call ‘Covid-19’. 
Canada’s government headed by the man-child Justin Trudeau, says 
it’s fine for children of two and older to wear masks. An insane 
‘study’ in Italy involving just 47 children concluded there was no 
problem for babies as young as four months wearing them. Even after 
people were ‘vaccinated’ they were still told to wear masks by the 
criminal that is Anthony Fauci. Cathy wrote that mandating masks 
is allowing the authorities literally to control the air we breathe 
which is what was done in MKUltra. You might recall how the 
singer Michael Jackson wore masks and there is a reason for that. He 
was subjected to MKUltra mind control through Project Monarch 
and his psyche was scrambled by these simpletons. Cathy wrote: 


In MKUltra Project Monarch mind control, Michael Jackson had to wear a mask to silence his 
voice so he could not reach out for help. Remember how he developed that whisper voice 
when he wasn’t singing? Masks control the mind from the outside in, like the redefining of 
words is doing. By controlling what we can and cannot say for fear of being labeled racist or 
beaten, for example, it ultimately controls thought that drives our words and ultimately actions 
(or lack thereof). 


Likewise, a mask muffles our speech so that we are not heard, which controls voice ... words 
... mind. This is Mind Control. Masks are an obvious mind control device, and | am disturbed 
so many people are complying on a global scale. Masks depersonalize while making a person 
feel as though they have no voice. It is a barrier to others. People who would never choose to 
comply but are forced to wear a mask in order to keep their job, and ultimately their family 
fed, are compromised. They often feel shame and are subdued. People have stopped talking 
with each other while media controls the narrative. 


The ‘no voice’ theme has often become literal with train 
passengers told not to speak to each other in case they pass on the 
‘virus’, singing banned for the same reason and bonkers California 
officials telling people riding roller coasters that they cannot shout 
and scream. Cathy said she heard every day from healed MKUltra 
survivors who cannot wear a mask without flashing back on ways 


their breathing was controlled — ‘from ball gags and penises to water 
boarding’. She said that through the years when she saw images of 
people in China wearing masks ‘due to pollution’ that it was really 
to control their oxygen levels. ‘I knew it was as much of a population 
control mechanism of depersonalisation as are burkas’, she said. 
Masks are another Chinese communist/fascist method of control that 
has been swept across the West as the West becomes China at 
lightning speed since we entered 2020. 


Mask-19 


There are other reasons for mandatory masks and these include 
destroying respiratory health to call it ‘Covid-19’ and stunting brain 
development of children and the young. Dr Margarite Griesz- 
Brisson MD, PhD, is a Consultant Neurologist and 
Neurophysiologist and the Founder and Medical Director of the 
London Neurology and Pain Clinic. Her CV goes down the street 
and round the corner. She is clearly someone who cares about people 
and won't parrot the propaganda. Griesz-Brisson has a PhD in 
pharmacology, with special interest in neurotoxicology, 
environmental medicine, neuroregeneration and neuroplasticity (the 
way the brain can change in the light of information received). She 
went public in October, 2020, with a passionate warning about the 
effects of mask-wearing laws: 


The reinhalation of our exhaled air will without a doubt create oxygen deficiency and a 
flooding of carbon dioxide. We know that the human brain is very sensitive to oxygen 
deprivation. There are nerve cells for example in the hippocampus that can’t be longer than 3 
minutes without oxygen — they cannot survive. The acute warning symptoms are headaches, 
drowsiness, dizziness, issues in concentration, slowing down of reaction time — reactions of 
the cognitive system. 


Oh, I know, let’s tell bus, truck and taxi drivers to wear them and 
people working machinery. How about pilots, doctors and police? 
Griesz-Brisson makes the important point that while the symptoms 
she mentions may fade as the body readjusts this does not alter the 
fact that people continue to operate in oxygen deficit with long list of 


potential consequences. She said it was well known that 
neurodegenerative diseases take years or decades to develop. ‘If 
today you forget your phone number, the breakdown in your brain 
would have already started 20 or 30 years ago.’ She said 
degenerative processes in your brain are getting amplified as your 
oxygen deprivation continues through wearing a mask. Nerve cells 
in the brain are unable to divide themselves normally in these 
circumstances and lost nerve cells will no longer be regenerated. 
‘What is gone is gone.’ Now consider that people like shop workers 
and schoolchildren are wearing masks for hours every day. What in 
the name of sanity is going to be happening to them? ‘I do not wear 
a mask, I need my brain to think’, Griesz-Brisson said, ‘I want to 
have a clear head when I deal with my patients and not be ina 
carbon dioxide-induced anaesthesia’. If you are told to wear a mask 
anywhere ask the organisation, police, store, whatever, for their risk 
assessment on the dangers and negative effects on mind and body of 
enforcing mask-wearing. They won't have one because it has never 
been done not even by government. All of them must be subject to 
class-action lawsuits as the consequences come to light. They don’t 
do mask risk assessments for an obvious reason. They know what 
the conclusions would be and independent scientific studies that 
have been done tell a horror story of consequences. 


‘Masks are criminal 

Dr Griesz-Brisson said that for children and adolescents, masks are 
an absolute no-no. They had an extremely active and adaptive 
immune system and their brain was incredibly active with so much 
to learn. “The child’s brain, or the youth’s brain, is thirsting for 
oxygen.’ The more metabolically active an organ was, the more 
oxygen it required; and in children and adolescents every organ was 
metabolically active. Griesz-Brisson said that to deprive a child’s or 
adolescent's brain of oxygen, or to restrict it in any way, was not only 
dangerous to their health, it was absolutely criminal. ‘Oxygen 
deficiency inhibits the development of the brain, and the damage 
that has taken place as a result CANNOT be reversed.’ Mind 


manipulators of MKUltra put masks on two-year-olds they wanted 
to neurologically rewire and you can see why. Griesz-Brisson said a 
child needs the brain to learn and the brain needs oxygen to 
function. ‘We don’t need a clinical study for that. This is simple, 
indisputable physiology.’ Consciously and purposely induced 
oxygen deficiency was an absolutely deliberate health hazard, and 
an absolute medical contraindication which means that ‘this drug, 
this therapy, this method or measure should not be used, and is not 
allowed to be used’. To coerce an entire population to use an 
absolute medical contraindication by force, she said, there had to be 
definite and serious reasons and the reasons must be presented to 
competent interdisciplinary and independent bodies to be verified 
and authorised. She had this warning of the consequences that were 
coming if mask wearing continued: 


When, in ten years, dementia is going to increase exponentially, and the younger generations 
couldn’t reach their god-given potential, it won’t help to say ‘we didn’t need the masks’. | 
know how damaging oxygen deprivation is for the brain, cardiologists know how damaging it 
is for the heart, pulmonologists know how damaging it is for the lungs. Oxygen deprivation 
damages every single organ. Where are our health departments, our health insurance, our 
medical associations? It would have been their duty to be vehemently against the lockdown 
and to stop it and stop it from the very beginning. 


Why do the medical boards issue punishments to doctors who give people exemptions? Does 
the person or the doctor seriously have to prove that oxygen deprivation harms people? What 
kind of medicine are our doctors and medical associations representing? Who is responsible 
for this crime? The ones who want to enforce it? The ones who let it happen and play along, 
or the ones who don’t prevent it? 


All of the organisations and people she mentions there either 
answer directly to the Cult or do whatever hierarchical levels above 
them tell them to do. The outcome of both is the same. ‘It’s not about 
masks, it’s not about viruses, it’s certainly not about your health’, 
Griesz-Brisson said. ‘It is about much, much more. I am not 
participating. Iam not afraid.’ They were taking our air to breathe 
and there was no unfounded medical exemption from face masks. 
Oxygen deprivation was dangerous for every single brain. It had to 
be the free decision of every human being whether they want to 


wear a mask that was absolutely ineffective to protect themselves 
from a virus. She ended by rightly identifying where the 
responsibility lies for all this: 


The imperative of the hour is personal responsibility. We are responsible for what we think, 
not the media. We are responsible for what we do, not our superiors. We are responsible for 
our health, not the World Health Organization. And we are responsible for what happens in 
our country, not the government. 


Halle-bloody-lujah. 


But surgeons wear masks, right? 

Independent studies of mask-wearing have produced a long list of 
reports detailing mental, emotional and physical dangers. What a 
definition of insanity to see police officers imposing mask-wearing 
on the public which will cumulatively damage their health while the 
police themselves wear masks that will cumulatively damage their 
health. It’s utter madness and both public and police do this because 
‘the government says so’ — yes a government of brain-donor idiots 
like UK Health Secretary Matt Hancock reading the ‘follow the 
science’ scripts of psychopathic, lunatic psychologists. The response 
you get from Stockholm syndrome sufferers defending the very 
authorities that are destroying them and their families is that 
‘surgeons wear masks’. This is considered the game, set and match 
that they must work and don’t cause oxygen deficit. Well, actually, 
scientific studies have shown that they do and oxygen levels are 
monitored in operating theatres to compensate. Surgeons wear 
masks to stop spittle and such like dropping into open wounds — not 
to stop ‘viral particles’ which are so miniscule they can only be seen 
through an electron microscope. Holes in the masks are significantly 
bigger than ‘viral particles’ and if you sneeze or cough they will 
breach the mask. I watched an incredibly disingenuous ‘experiment’ 
that claimed to prove that masks work in catching ‘virus’ material 
from the mouth and nose. They did this with a slow motion camera 
and the mask did block big stuff which stayed inside the mask and 


against the face to be breathed in or cause infections on the face as 
we have seen with many children. ‘Viral particles’, however, would 
never have been picked up by the camera as they came through the 
mask when they are far too small to be seen. The ‘experiment’ was 
therefore disingenuous and useless. 


Studies have concluded that wearing masks in operating theatres 
(and thus elsewhere) make no difference to preventing infection 
while the opposite is true with toxic shite building up in the mask 
and this had led to an explosion in tooth decay and gum disease 
dubbed by dentists ‘mask mouth’. You might have seen the Internet 
video of a furious American doctor urging people to take off their 
masks after a four-year-old patient had been rushed to hospital the 
night before and nearly died with a lung infection that doctors 
sourced to mask wearing. A study in the journal Cancer Discovery 
found that inhalation of harmful microbes can contribute to 
advanced stage lung cancer in adults and long-term use of masks 
can help breed dangerous pathogens. Microbiologists have said 
frequent mask wearing creates a moist environment in which 
microbes can grow and proliferate before entering the lungs. The 
Canadian Agency for Drugs and Technologies in Health, or CADTH, 
a Canadian national organisation that provides research and 
analysis to healthcare decision-makers, said this as long ago as 2013 
in a report entitled ‘Use of Surgical Masks in the Operating Room: A 
Review of the Clinical Effectiveness and Guidelines’. It said: 


¢ No evidence was found to support the use of surgical face masks 
to reduce the frequency of surgical site infections 


¢ No evidence was found on the effectiveness of wearing surgical 
face masks to protect staff from infectious material in the 
operating room. 

¢ Guidelines recommend the use of surgical face masks by staff in 
the operating room to protect both operating room staff and 
patients (despite the lack of evidence). 


We were told that the world could go back to ‘normal’ with the 
arrival of the ‘vaccines’. When they came, fraudulent as they are, the 
story changed as I knew that it would. We are in the midst of 
transforming ‘normal’, not going back to it. Mary Ramsay, head of 
immunisation at Public Health England, echoed the words of US 
criminal Anthony Fauci who said masks and other regulations must 
stay no matter if people are vaccinated. The Fauci idiot continued to 
wear two masks — different colours so both could be clearly seen — 
after he claimed to have been vaccinated. Senator Rand Paul told 
Fauci in one exchange that his double-masks were ‘theatre’ and he 
was right. It’s all theatre. Mary Ramsay back-tracked on the vaccine- 
return-to-normal theme when she said the public may need to wear 
masks and social-distance for years despite the jabs. ‘People have got 
used to those lower-level restrictions now, and [they] can live with 
them’, she said telling us what the idea has been all along. ‘The 
vaccine does not give you a pass, even if you have had it, you must 
continue to follow all the guidelines’ said a Public Health England 
statement which reneged on what we had been told before and 
made having the ‘vaccine’ irrelevant to ‘normality’ even by the 
official story. Spain’s fascist government trumped everyone by 
passing a law mandating the wearing of masks on the beach and 
even when swimming in the sea. The move would have devastated 
what's left of the Spanish tourist industry, posed potential breathing 
dangers to swimmers and had Northern European sunbathers 
walking around with their forehead brown and the rest of their face 
white as a sheet. The ruling was so crazy that it had to be retracted 
after pressure from public and tourist industry, but it confirmed 
where the Cult wants to go with masks and how clinically insane 
authority has become. The determination to make masks permanent 
and hide the serious dangers to body and mind can be seen in the 
censorship of scientist Professor Denis Rancourt by Bill Gates- 
funded academic publishing website ResearchGate over his papers 
exposing the dangers and uselessness of masks. Rancourt said: 


ResearchGate today has permanently locked my account, which | have had since 2015. Their 
reasons graphically show the nature of their attack against democracy, and their corruption of 


science ... By their obscene non-logic, a scientific review of science articles reporting on 
harms caused by face masks has a ‘potential to cause harm’. No criticism of the psychological 
device (face masks) is tolerated, if the said criticism shows potential to influence public policy. 


This is what happens in a fascist world. 


Where are the ‘greens (again)? 

Other dangers of wearing masks especially regularly relate to the 
inhalation of minute plastic fibres into the lungs and the deluge of 
discarded masks in the environment and oceans. Estimates 
predicted that more than 1.5 billion disposable masks will end up in 
the world’s oceans every year polluting the water with tons of plastic 
and endangering marine wildlife. Studies project that humans are 
using 129 billion face masks each month worldwide — about three 
million a minute. Most are disposable and made from plastic, non- 
biodegradable microfibers that break down into smaller plastic 
particles that become widespread in ecosystems. They are littering 
cities, clogging sewage channels and turning up in bodies of water. I 
have written in other books about the immense amounts of 
microplastics from endless sources now being absorbed into the 
body. Rolf Halden, director of the Arizona State University (ASU) 
Biodesign Center for Environmental Health Engineering, was the 
senior researcher in a 2020 study that analysed 47 human tissue 
samples and found microplastics in all of them. ‘We have detected 
these chemicals of plastics in every single organ that we have 
investigated’, he said. I wrote in The Answer about the world being 
deluged with microplastics. A study by the Worldwide Fund for 
Nature (WWE) found that people are consuming on average every 
week some 2,000 tiny pieces of plastic mostly through water and also 
through marine life and the air. Every year humans are ingesting 
enough microplastics to fill a heaped dinner plate and in a life-time 
of 79 years it is enough to fill two large waste bins. Marco 
Lambertini, WWF International director general said: ‘Not only are 
plastics polluting our oceans and waterways and killing marine life — 
it’s in all of us and we can’t escape consuming plastics,’ American 


geologists found tiny plastic fibres, beads and shards in rainwater 
samples collected from the remote slopes of the Rocky Mountain 
National Park near Denver, Colorado. Their report was headed: ‘It is 
raining plastic.’ Rachel Adams, senior lecturer in Biomedical Science 
at Cardiff Metropolitan University, said that among health 
consequences are internal inflammation and immune responses to a 
‘foreign body’. She further pointed out that microplastics become 
carriers of toxins including mercury, pesticides and dioxins (a 
known cause of cancer and reproductive and developmental 
problems). These toxins accumulate in the fatty tissues once they 
enter the body through microplastics. Now this is being 
compounded massively by people putting plastic on their face and 
throwing it away. 

Workers exposed to polypropylene plastic fibres known as ‘flock’ 
have developed ‘flock worker’s lung’ from inhaling small pieces of 
the flock fibres which can damage lung tissue, reduce breathing 
capacity and exacerbate other respiratory problems. Now ... 
commonly used surgical masks have three layers of melt-blown 
textiles made of ... polypropylene. We have billions of people 
putting these microplastics against their mouth, nose and face for 
hours at a time day after day in the form of masks. How does 
anyone think that will work out? Imean — what could possibly go 
wrong? We posted a number of scientific studies on this at 
davidicke.com, but when I went back to them as I was writing this 
book the links to the science research website where they were 
hosted were dead. Anything that challenges the official narrative in 
any way is either censored or vilified. The official narrative is so 
unsupportable by the evidence that only deleting the truth can 
protect it. A study by Chinese scientists still survived — with the 
usual twist which it why it was still active, I guess. Yes, they found 
that virtually all the masks they tested increased the daily intake of 
microplastic fibres, but people should still wear them because the 
danger from the ‘virus’ was worse said the crazy ‘team’ from the 
Institute of Hydrobiology in Wuhan. Scientists first discovered 
microplastics in lung tissue of some patients who died of lung cancer 


in the 1990s. Subsequent studies have confirmed the potential health 
damage with the plastic degrading slowly and remaining in the 
lungs to accumulate in volume. Wuhan researchers used a machine 
simulating human breathing to establish that masks shed up to 
nearly 4,000 microplastic fibres in a month with reused masks 
producing more. Scientists said some masks are laced with toxic 
chemicals and a variety of compounds seriously restricted for both 
health and environmental reasons. They include cobalt (used in blue 
dye) and formaldehyde known to cause watery eyes, burning 
sensations in the eyes, nose, and throat, plus coughing, wheezing 
and nausea. No — that must be ‘Covid-19’. 


Mask ‘worms’ 

There is another and potentially even more sinister content of masks. 
Mostly new masks of different makes filmed under a microscope 
around the world have been found to contain strange black fibres or 
‘worms’ that appear to move or ‘crawl’ by themselves and react to 
heat and water. The nearest I have seen to them are the self- 
replicating fibres that are pulled out through the skin of those 
suffering from Morgellons disease which has been connected to the 
phenomena of ‘chemtrails’ which I will bring into the story later on. 
Morgellons fibres continue to grow outside the body and have a 
form of artificial intelligence. Black ‘worm’ fibres in masks have that 
kind of feel to them and there is a nanotechnology technique called 
‘worm micelles’ which carry and release drugs or anything else you 
want to deliver to the body. For sure the suppression of humanity by 
mind altering drugs is the Cult agenda big time and the more 
excuses they can find to gain access to the body the more 
opportunities there are to make that happen whether through 
‘vaccines’ or masks pushed against the mouth and nose for hours on 
end. 


So let us summarise the pros and cons of masks: 


Against masks: Breathing in your own carbon dioxide; depriving the 
body and brain of sufficient oxygen; build-up of toxins in the mask 
that can be breathed into the lungs and cause rashes on the face and 
‘mask-mouth’; breathing microplastic fibres and toxic chemicals into 
the lungs; dehumanisation and deleting individualisation by literally 
making people faceless; destroying human emotional interaction 
through facial expression and deleting parental connection with 
their babies which look for guidance to their facial expression. 


For masks: They don’t protect you from a ‘virus’ that doesn’t exist 
and even if it did ‘viral’ particles are so minute they are smaller than 
the holes in the mask. 


Governments, police, supermarkets, businesses, transport 
companies, and all the rest who seek to impose masks have done no 
risk assessment on their consequences for health and psychology 
and are now open to group lawsuits when the impact becomes clear 
with a cumulative epidemic of respiratory and other disease. 
Authorities will try to exploit these effects and hide the real cause by 
dubbing them ‘Covid-19’. Can you imagine setting out to force the 
population to wear health-destroying masks without doing any 
assessment of the risks? It is criminal and it is evil, but then how 
many people targeted in this way, who see their children told to 
wear them all day at school, have asked for a risk assessment? 
Billions can’t be imposed upon by the few unless the billions allow it. 
Oh, yes, with just a tinge of irony, 85 percent of all masks made 
worldwide come from China. 


‘Covid’ rules include the use of toxic sanitisers and again the health 
consequences of constantly applying toxins to be absorbed through 
the skin is obvious to any level of Renegade Mind. America’s Food 
and Drug Administration (FDA) said that sanitisers are drugs and 
issued a warning about 75 dangerous brands which contain 


methanol used in antifreeze and can cause death, kidney damage 
and blindness. The FDA circulated the following warning even for 
those brands that it claims to be safe: 


Store hand sanitizer out of the reach of pets and children, and children should use it only with 
adult supervision. Do not drink hand sanitizer. This is particularly important for young 
children, especially toddlers, who may be attracted by the pleasant smell or brightly colored 
bottles of hand sanitizer. 


Drinking even a small amount of hand sanitizer can cause alcohol poisoning in children. 
(However, there is no need to be concerned if your children eat with or lick their hands after 
using hand sanitizer.) During this coronavirus pandemic, poison control centers have had an 
increase in calls about accidental ingestion of hand sanitizer, so it is important that adults 
monitor young children’s use. 


Do not allow pets to swallow hand sanitizer. If you think your pet has eaten something 
potentially dangerous, call your veterinarian or a pet poison control center right away. Hand 
sanitizer is flammable and should be stored away from heat and flames. When using hand 
sanitizer, rub your hands until they feel completely dry before performing activities that may 
involve heat, sparks, static electricity, or open flames. 


There you go, perfectly safe, then, and that’s without even a mention 
of the toxins absorbed through the skin. Come on kids — sanitise 
your hands everywhere you go. It will save you from the ‘virus’. Put 
all these elements together of the ‘Covid’ normal and see how much 
health and psychology is being cumulatively damaged, even 
devastated, to ‘protect your health’. Makes sense, right? They are 
only imposing these things because they care, right? Right? 


Submitting to insanity 

Psychological reframing of the population goes very deep and is 
done in many less obvious ways. I hear people say how 
contradictory and crazy ‘Covid’ rules are and how they are ever 
changing. This is explained away by dismissing those involved as 
idiots. It is a big mistake. The Cult is delighted if its cold calculation 
is perceived as incompetence and idiocy when it is anything but. Oh, 
yes, there are idiots within the system — lots of them — but they are 
administering the Cult agenda, mostly unknowingly. They are not 
deciding and dictating it. The bulwark against tyranny is self- 


respect, always has been, always will be. It is self-respect that has 
broken every tyranny in history. By its very nature self-respect will 
not bow to oppression and its perpetrators. There is so little self- 
respect that it’s always the few that overturn dictators. Many may 
eventually follow, but the few with the iron spines (self-respect) kick 
it off and generate the momentum. The Cult targets self-respect in 
the knowledge that once this has gone only submission remains. 
Crazy, contradictory, ever-changing ‘Covid’ rules are systematically 
applied by psychologists to delete self-respect. They want you to see 
that the rules make no sense. It is one thing to decide to do 
something when you have made the choice based on evidence and 
logic. You still retain your self-respect. It is quite another when you 
can see what you are being told to do is insane, ridiculous and 
makes no sense, and yet you still do it. Your self-respect is 
extinguished and this has been happening as ever more obviously 
stupid and nonsensical things have been demanded and the great 
majority have complied even when they can see they are stupid and 
nonsensical. 

People walk around in face-nappies knowing they are damaging 
their health and make no difference to a ‘virus’. They do it in fear of 
not doing it. I know it’s daft, but I’ll do it anyway. When that 
happens something dies inside of you and submissive reframing has 
begun. Next there’s a need to hide from yourself that you have 
conceded your self-respect and you convince yourself that you have 
not really submitted to fear and intimidation. You begin to believe 
that you are complying with craziness because it’s the right thing to 
do. When first you concede your self-respect of 2+2 = 4 to 2+2 =5 you 
know you are compromising your self-respect. Gradually to avoid 
facing that fact you begin to believe that 2+2=5. You have been 
reframed and I have been watching this process happening in the 
human psyche on an industrial scale. The Cult is working to break 
your spirit and one of its major tools in that war is humiliation. I 
read how former American soldier Bradley Manning (later Chelsea 
Manning after a sex-change) was treated after being jailed for 
supplying WikiLeaks with documents exposing the enormity of 


government and elite mendacity. Manning was isolated in solitary 
confinement for eight months, put under 24-hour surveillance, 
forced to hand over clothing before going to bed, and stand naked 
for every roll call. This is systematic humiliation. The introduction of 
anal swab ‘Covid’ tests in China has been done for the same reason 
to delete self-respect and induce compliant submission. Anal swabs 
are mandatory for incoming passengers in parts of China and 
American diplomats have said they were forced to undergo the 
indignity which would have been calculated humiliation by the 
Cult-owned Chinese government that has America in its sights. 


Government-people: An abusive relationship 

Spirit-breaking psychological techniques include giving people hope 
and apparent respite from tyranny only to take it away again. This 
happened in the UK during Christmas, 2020, when the psycho- 
psychologists and their political lackeys announced an easing of 
restrictions over the holiday only to reimpose them almost 
immediately on the basis of yet another lie. There is a big 
psychological difference between getting used to oppression and 
being given hope of relief only to have that dashed. Psychologists 
know this and we have seen the technique used repeatedly. Then 
there is traumatising people before you introduce more extreme 
regulations that require compliance. A perfect case was the 
announcement by the dark and sinister Whitty and Vallance in the 
UK that ‘new data’ predicted that 4,000 could die every day over the 
winter of 2020/2021 if we did not lockdown again. I think they call it 
lying and after traumatising people with that claim out came 
Jackboot Johnson the next day with new curbs on human freedom. 
Psychologists know that a frightened and traumatised mind 
becomes suggestable to submission and behaviour reframing. 
Underpinning all this has been to make people fearful and 
suspicious of each other and see themselves as a potential danger to 
others. In league with deleted self-respect you have the perfect 
psychological recipe for self-loathing. The relationship between 
authority and public is now demonstrably the same as that of 


subservience to an abusive partner. These are signs of an abusive 
relationship explained by psychologist Leslie Becker-Phelps: 


Psychological and emotional abuse: Undermining a partner’s 
self-worth with verbal attacks, name-calling, and belittling. 
Humiliating the partner in public, unjustly accusing them of having 
an affair, or interrogating them about their every behavior. Keeping 
partner confused or off balance by saying they were just kidding or 
blaming the partner for ‘making’ them act this way ... Feigning in 
public that they care while turning against them in private. This 
leads to victims frequently feeling confused, incompetent, unworthy, 
hopeless, and chronically self-doubting. [Apply these techniques to 
how governments have treated the population since New Year, 2020, 
and the parallels are obvious. ] 


Physical abuse: The abuser might physically harm their partner in 
a range of ways, such as grabbing, hitting, punching, or shoving 
them. They might throw objects at them or harm them with a 
weapon. [Observe the physical harm imposed by masks, lockdown, 
and so on.] 


Threats and intimidation: One way abusers keep their partners in 
line is by instilling fear. They might be verbally threatening, or give 
threatening looks or gestures. Abusers often make it known that 
they are tracking their partner’s every move. They might destroy 
their partner’s possessions, threaten to harm them, or threaten to 
harm their family members. Not surprisingly, victims of this abuse 
often feel anxiety, fear, and panic. [No words necessary. ] 


Isolation: Abusers often limit their partner’s activities, forbidding 
them to talk or interact with friends or family. They might limit 
access to a car or even turn off their phone. All of this might be done 
by physically holding them against their will, but is often 
accomplished through psychological abuse and intimidation. The 
more isolated a person feels, the fewer resources they have to help 
gain perspective on their situation and to escape from it. [No words 
necessary. | 


Economic abuse: Abusers often make their partners beholden to 
them for money by controlling access to funds of any kind. They 
might prevent their partner from getting a job or withhold access to 
money they earn from a job. This creates financial dependency that 
makes leaving the relationship very difficult. [See destruction of 
livelihoods and the proposed meagre ‘guaranteed income’ so long as 
you do whatever you are told.] 


Using children: An abuser might disparage their partner’s 
parenting skills, tell their children lies about their partner, threaten 
to take custody of their children, or threaten to harm their children. 
These tactics instil fear and often elicit compliance. [See reframed 
social service mafia and how children are being mercilessly abused 
by the state over ‘Covid’ while their parents look on too frightened 
to do anything. ] 

A further recurring trait in an abusive relationship is the abused 
blaming themselves for their abuse and making excuses for the 
abuser. We have the public blaming each other for lockdown abuse 
by government and many making excuses for the government while 
attacking those who challenge the government. How often we have 
heard authorities say that rules are being imposed or reimposed only 
because people have refused to ‘behave’ and follow the rules. We 
don’t want to do it — it’s you. 

Renegade Minds are an antidote to all of these things. They will 
never concede their self-respect no matter what the circumstances. 
Even when apparent humiliation is heaped upon them they laugh in 
its face and reflect back the humiliation on the abuser where it 
belongs. Renegade Minds will never wear masks they know are only 
imposed to humiliate, suppress and damage both physically and 
psychologically. Consequences will take care of themselves and they 
will never break their spirit or cause them to concede to tyranny. UK 
newspaper columnist Peter Hitchens was one of the few in the 
mainstream media to speak out against lockdowns and forced 
vaccinations. He then announced he had taken the jab. He wanted to 
see family members abroad and he believed vaccine passports were 
inevitable even though they had not yet been introduced. Hitchens 


has a questioning and critical mind, but not a Renegade one. If he 
had no amount of pressure would have made him concede. Hitchens 
excused his action by saying that the battle has been lost. Renegade 
Minds never accept defeat when freedom is at stake and even if they 
are the last one standing the self-respect of not submitting to tyranny 
is more important than any outcome or any consequence. 

That’s why Renegade Minds are the only minds that ever changed 
anything worth changing. 


CHAPTER EIGHT 
‘Reframing insanity 


Insanity is relative. It depends on who has who locked in what cage 
Ray Bradbury 


eframing’ a mind means simply to change its perception and 

behaviour. This can be done subconsciously to such an extent 
that subjects have no idea they have been ‘reframed’ while to any 
observer changes in behaviour and attitudes are obvious. 


Human society is being reframed on a ginormous scale since the 
start of 2020 and here we have the reason why psychologists rather 
than doctors have been calling the shots. Ask most people who have 
succumbed to ‘Covid’ reframing if they have changed and most will 
say ‘no’; but they have and fundamentally. The Cult’s long-game has 
been preparing for these times since way back and crucial to that has 
been to prepare both population and officialdom mentally and 
emotionally. To use the mind-control parlance they had to reframe 
the population with a mentality that would submit to fascism and 
reframe those in government and law enforcement to impose 
fascism or at least go along with it. The result has been the fact- 
deleted mindlessness of “Wokeness’ and officialdom that has either 
enthusiastically or unquestioningly imposed global tyranny 
demanded by reframed politicians on behalf of psychopathic and 
deeply evil cultists. ‘Cognitive reframing’ identifies and challenges 
the way someone sees the world in the form of situations, 
experiences and emotions and then restructures those perceptions to 
view the same set of circumstances in a different way. This can have 


benefits if the attitudes are personally destructive while on the other 
side it has the potential for individual and collective mind control 
which the subject has no idea has even happened. 

Cognitive therapy was developed in the 1960s by Aaron T. Beck 
who was born in Rhode Island in 1921 as the son of Jewish 
immigrants from the Ukraine. He became interested in the 
techniques as a treatment for depression. Beck’s daughter Judith S. 
Beck is prominent in the same field and they founded the Beck 
Institute for Cognitive Behavior Therapy in Philadelphia in 1994. 
Cognitive reframing, however, began to be used worldwide by those 
with a very dark agenda. The Cult reframes politicians to change 
their attitudes and actions until they are completely at odds with 
what they once appeared to stand for. The same has been happening 
to government administrators at all levels, law enforcement, military 
and the human population. Cultists love mind control for two main 
reasons: It allows them to control what people think, do and say to 
secure agenda advancement and, by definition, it calms their 
legendary insecurity and fear of the unexpected. I have studied mind 
control since the time I travelled America in 1996. I may have been 
talking to next to no one in terms of an audience in those years, but 
my goodness did I gather a phenomenal amount of information and 
knowledge about so many things including the techniques of mind 
control. I have described this in detail in other books going back to 
The Biggest Secret in 1998. I met a very large number of people 
recovering from MKuUltra and its offshoots and successors and I 
began to see how these same techniques were being used on the 
population in general. This was never more obvious than since the 
‘Covid’ hoax began. 


Reframing the enforcers 

I have observed over the last two decades and more the very clear 
transformation in the dynamic between the police, officialdom and 
the public. I tracked this in the books as the relationship mutated 
from one of serving the public to seeing them as almost the enemy 
and certainly a lower caste. There has always been a class divide 


based on income and always been some psychopathic, corrupt, and 
big-I-am police officers. This was different. Wholesale change was 
unfolding in the collective dynamic; it was less about money and far 
more about position and perceived power. An us-and-them was 
emerging. Noses were lifted skyward by government administration 
and law enforcement and their attitude to the public they were 
supposed to be serving changed to one of increasing contempt, 
superiority and control. The transformation was so clear and 
widespread that it had to be planned. Collective attitudes and 
dynamics do not change naturally and organically that quickly on 
that scale. I then came across an organisation in Britain called 
Common Purpose created in the late 1980s by Julia Middleton who 
would work in the office of Deputy Prime Minister John Prescott 
during the long and disastrous premiership of war criminal Tony 
Blair. When Blair speaks the Cult is speaking and the man should 
have been in jail a long time ago. Common Purpose proclaims itself 
to be one of the biggest ‘leadership development’ organisations in 
the world while functioning as a charity with all the financial benefits 
which come from that. It hosts ‘leadership development’ courses and 
programmes all over the world and claims to have ‘brought 
together’ what it calls ‘leaders’ from more than 100 countries on six 
continents. The modus operandi of Common Purpose can be 
compared with the work of the UK government's reframing network 
that includes the Behavioural Insights Team ‘nudge unit’ and 
‘Covid’ reframing specialists at SPI-B. WikiLeaks described 
Common Purpose long ago as ‘a hidden virus in our government 
and schools’ which is unknown to the general public: ‘It recruits and 
trains “leaders” to be loyal to the directives of Common Purpose and 
the EU, instead of to their own departments, which they then 
undermine or subvert, the NHS [National Health Service] being an 
example.’ This is a vital point to understand the ‘Covid’ hoax. The 
NHS, and its equivalent around the world, has been utterly reframed 
in terms of administrators and much of the medical personnel with 
the transformation underpinned by recruitment policies. The 
outcome has been the criminal and psychopathic behaviour of the 


NHS over ‘Covid’ and we have seen the same in every other major 
country. WikiLeaks said Common Purpose trainees are ‘learning to 
rule without regard to democracy’ and to usher in a police state 
(current events explained). Common Purpose operated like a ‘glue’ 
and had members in the NHS, BBC, police, legal profession, church, 
many of Britain’s 7,000 quangos, local councils, the Civil Service, 
government ministries and Parliament, and controlled many RDA’s 
(Regional Development Agencies). Here we have one answer for 
how and why British institutions and their like in other countries 
have changed so negatively in relation to the public. This further 
explains how and why the beyond-disgraceful reframed BBC has 
become a propaganda arm of ‘Covid’ fascism. They are all part of a 
network pursuing the same goal. 

By 2019 Common Purpose was quoting a figure of 85,000 ‘leaders’ 
that had attended its programmes. These ‘students’ of all ages are 
known as Common Purpose ‘graduates’ and they consist of 
government, state and local government officials and administrators, 
police chiefs and officers, and a whole range of others operating 
within the national, local and global establishment. Cressida Dick, 
Commissioner of the London Metropolitan Police, is the Common 
Purpose graduate who was the ‘Gold Commander’ that oversaw 
what can only be described as the murder of Brazilian electrician 
Jean Charles de Menezes in 2005. He was held down by 
psychopathic police and shot seven times in the head by a 
psychopathic lunatic after being mistaken for a terrorist when he 
was just a bloke going about his day. Dick authorised officers to 
pursue and keep surveillance on de Menezes and ordered that he be 
stopped from entering the underground train system. Police 
psychopaths took her at her word clearly. She was ‘disciplined’ for 
this outrage by being promoted — eventually to the top of the ‘Met’ 
police where she has been a disaster. Many Chief Constables 
controlling the police in different parts of the UK are and have been 
Common Purpose graduates. I have heard the ‘graduate’ network 
described as a sort of Mafia or secret society operating within the 
fabric of government at all levels pursuing a collective policy 


ingrained at Common Purpose training events. Founder Julia 
Middleton herself has said: 


Locally and internationally, Common Purpose graduates will be ‘lighting small fires’ to create 
change in their organisations and communities ... The Common Purpose effect is best 
illustrated by the many stories of small changes brought about by leaders, who themselves 
have changed. 


A Common Purpose mission statement declared: 


Common Purpose aims to improve the way society works by expanding the vision, decision- 
making ability and influence of all kinds of leaders. The organisation runs a variety of 
educational programmes for leaders of all ages, backgrounds and sectors, in order to provide 
them with the inspirational, information and opportunities they need to change the world. 


Yes, but into what? Since 2020 the answer has become clear. 


NLP and the Delphi technique 

Common Purpose would seem to be a perfect name or would 
common programming be better? One of the foundation methods of 
reaching ‘consensus’ (group think) is by setting the agenda theme 
and then encouraging, cajoling or pressuring everyone to agree a 
‘consensus’ in line with the core theme promoted by Common 
Purpose. The methodology involves the ‘Delphi technique’, or an 
adaption of it, in which opinions are expressed that are summarised 
by a ‘facilitator or change agent’ at each stage. Participants are 
‘encouraged’ to modify their views in the light of what others have 
said. Stage by stage the former individual opinions are merged into 
group consensus which just happens to be what Common Purpose 
wants them to believe. A key part of this is to marginalise anyone 
refusing to concede to group think and turn the group against them 
to apply pressure to conform. We are seeing this very technique used 
on the general population to make ‘Covid’ group-thinkers hostile to 
those who have seen through the bullshit. People can be reframed by 
using perception manipulation methods such as Neuro-Linguistic 
Programming (NLP) in which you change perception with the use of 


carefully constructed language. An NLP website described the 
technique this way: 


... A method of influencing brain behaviour (the ‘neuro’ part of the phrase) through the use of 
language (the ‘linguistic’ part) and other types of communication to enable a person to 
‘recode’ the way the brain responds to stimuli (that’s the ‘programming’) and manifest new 
and better behaviours. Neuro-Linguistic Programming often incorporates hypnosis and self- 
hypnosis to help achieve the change (or ‘programming’) that is wanted. 


British alternative media operation UKColumn has done very 
detailed research into Common Purpose over a long period. I quoted 
co-founder and former naval officer Brian Gerrish in my book 
Remember Who You Are, published in 2011, as saying the following 
years before current times: 


It is interesting that many of the mothers who have had children taken by the State speak of 
the Social Services people being icily cool, emotionless and, as two ladies said in slightly 
different words, ‘... like little robots’. We know that NLP is cumulative, so people can be 
given small imperceptible doses of NLP in a course here, another in a few months, next year 
etc. In this way, major changes are accrued in their personality, but the day by day change is 
almost unnoticeable. 


In these and other ways ‘graduates’ have had their perceptions 
uniformly reframed and they return to their roles in the institutions 
of government, law enforcement, legal profession, military, 
‘education’, the UK National Health Service and the whole swathe of 
the establishment structure to pursue a common agenda preparing 
for the ‘post-industrial’, “post-democratic’ society. I say ‘preparing’ 
but we are now there. ‘Post-industrial’ is code for the Great Reset 
and ‘post-democratic’ is ‘Covid’ fascism. UKColumn has spoken to 
partners of those who have attended Common Purpose ‘training’. 
They have described how personalities and attitudes of ‘graduates’ 
changed very noticeably for the worse by the time they had 
completed the course. They had been ‘reframed’ and told they are 
the ‘leaders’ — the special ones — who know better than the 
population. There has also been the very demonstrable recruitment 
of psychopaths and narcissists into government administration at all 


levels and law enforcement. If you want psychopathy hire 
psychopaths and you get a simple cause and effect. If you want 
administrators, police officers and ‘leaders’ to perceive the public as 
lesser beings who don’t matter then employ narcissists. These 
personalities are identified using ‘psychometrics’ that identifies 
knowledge, abilities, attitudes and personality traits, mostly through 
carefully-designed questionnaires and tests. As this policy has 
passed through the decades we have had power-crazy, power- 
trippers appointed into law enforcement, security and government 
administration in preparation for current times and the dynamic 
between public and law enforcement/officialdom has been 
transformed. UKColumn’s Brian Gerrish said of the narcissistic 
personality: 


Their love of themselves and power automatically means that they will crush others who get 
in their way. | received a major piece of the puzzle when a friend pointed out that when they 
made public officials re-apply for their own jobs several years ago they were also required to 
do psychometric tests. This was undoubtedly the start of the screening process to get ‘their’ 
sort of people in post. 


How obvious that has been since 2020 although it was clear what 
was happening long before if people paid attention to the changing 
public-establishment dynamic. 


Change agents 

At the centre of events in ‘Covid’ Britain is the National Health 
Service (NHS) which has behaved disgracefully in slavishly 
following the Cult agenda. The NHS management structure is awash 
with Common Purpose graduates or ‘change agents’ working to a 
common cause. Helen Bevan, a Chief of Service Transformation at 
the NHS Institute for Innovation and Improvement, co-authored a 
document called ‘Towards a million change agents, a review of the 
social movements literature: implications for large scale change in 
the NHS’. The document compared a project management approach 
to that of change and social movements where ‘people change 


themselves and each other — peer to peer’. Two definitions given for 
a ‘social movement’ were: 


A group of people who consciously attempt to build a radically new social 
order; involves people of a broad range of social backgrounds; and deploys 
politically confrontational and socially disruptive tactics - Cyrus 
Zirakzadeh 1997 


Collective challenges, based on common purposes and social solidarities, in 
sustained interaction with elites, opponents, and authorities — Sidney 
Tarrow 1994 


Helen Bevan wrote another NHS document in which she defined 
‘framing’ as ‘the process by which leaders construct, articulate and 
put across their message in a powerful and compelling way in order 
to win people to their cause and call them to action’. I think I could 
come up with another definition that would be rather more accurate. 
The National Health Service and institutions of Britain and the wider 
world have been taken over by reframed ‘change agents’ and that 
includes everything from the United Nations to national 
governments, local councils and social services which have been 
kidnapping children from loving parents on an extraordinary and 
gathering scale on the road to the end of parenthood altogether. 
Children from loving homes are stolen and kidnapped by the state 
and put into the ‘care’ (inversion) of the local authority through 
council homes, foster parents and forced adoption. At the same time 
children are allowed to be abused without response while many are 
under council ‘care’. UKColumn highlighted the Common Purpose 
connection between South Yorkshire Police and Rotherham council 
officers in the case of the scandal in that area of the sexual 
exploitation of children to which the authorities turned not one blind 
eye, but both: 


We were alarmed to discover that the Chief Executive, the Strategic Director of Children and 
Young People’s Services, the Manager for the Local Strategic Partnership, the Community 
Cohesion Manager, the Cabinet Member for Cohesion, the Chief Constable and his 
predecessor had all attended Leadership training courses provided by the pseudo-charity 
Common Purpose. 


Once ‘change agents’ have secured positions of hire and fire within 
any organisation things start to move very quickly. Personnel are 
then hired and fired on the basis of whether they will work towards 
the agenda the change agent represents. If they do they are rapidly 
promoted even though they may be incompetent. Those more 
qualified and skilled who are pre-Common Purpose ‘old school’ see 
their careers stall and even disappear. This has been happening for 
decades in every institution of state, police, ‘health’ and social 
services and all of them have been transformed as a result in their 
attitudes to their jobs and the public. Medical professions, including 
nursing, which were once vocations for the caring now employ 
many cold, callous and couldn’t give a shit personality types. The 
UKColumn investigation concluded: 


By blurring the boundaries between people, professions, public and private sectors, 
responsibility and accountability, Common Purpose encourages ‘graduates’ to believe that as 
new selected leaders, they can work together, outside of the established political and social 
structures, to achieve a paradigm shift or CHANGE — so called ‘Leading Beyond Authority’. In 
doing so, the allegiance of the individual becomes ‘reframed’ on CP colleagues and their 
NETWORK. 


Nowhere has this process been more obvious than in the police 
where recruitment of psychopaths and development of 
unquestioning mind-controlled group-thinkers have transformed 
law enforcement into a politically-correct ‘Woke’ joke and a travesty 
of what should be public service. Today they wear their face-nappies 
like good little gofers and enforce ‘Covid’ rules which are fascism 
under another name. Alongside the specifically-recruited 
psychopaths we have software minds incapable of free thought. 
Brian Gerrish again: 


An example is the policeman who would not get on a bike for a press photo because he had 
not done the cycling proficiency course. Normal people say this is political correctness gone 
mad. Nothing could be further from the truth. The policeman has been reframed, and in his 

reality it is perfect common sense not to get on the bike ‘because he hasn’t done the cycling 
course’. 


Another example of this is where the police would not rescue a boy from a pond until they 
had taken advice from above on the ‘risk assessment’. A normal person would have arrived, 
perhaps thought of the risk for a moment, and dived in. To the police now ‘reframed’, they 
followed ‘normal’ procedure. 


There are shocking cases of reframed ambulance crews doing the 
same. Sheer unthinking stupidity of London Face-Nappies headed 
by Common Purpose graduate Cressida Dick can be seen in their 
behaviour at a vigil in March, 2021, for a murdered woman, Sarah 
Everard. A police officer had been charged with the crime. Anyone 
with a brain would have left the vigil alone in the circumstances. 
Instead they ‘manhandled’ women to stop them breaking ‘Covid 
rules’ to betray classic reframing. Minds in the thrall of perception 
control have no capacity for seeing a situation on its merits and 
acting accordingly. ‘Rules is rules’ is their only mind-set. My father 
used to say that rules and regulations are for the guidance of the 
intelligent and the blind obedience of the idiot. Most of the 
intelligent, decent, coppers have gone leaving only the other kind 
and a few old school for whom the job must be a daily nightmare. 
The combination of psychopaths and rule-book software minds has 
been clearly on public display in the ‘Covid’ era with automaton 
robots in uniform imposing fascistic ‘Covid’ regulations on the 
population without any personal initiative or judging situations on 
their merits. There are thousands of examples around the world, but 
I’ll make my point with the infamous Derbyshire police in the 
English East Midlands — the ones who think pouring dye into beauty 
spots and using drones to track people walking in the countryside 
away from anyone is called ‘policing’. To them there are rules 
decreed by the government which they have to enforce and in their 
bewildered state a group gathering in a closed space and someone 
walking alone in the countryside are the same thing. It is beyond 
idiocy and enters the realm of clinical insanity. 


Police officers in Derbyshire said they were ‘horrified’ — horrified — 
to find 15 to 20 ‘irresponsible’ kids playing a football match at a 
closed leisure centre ‘in breach of coronavirus restrictions’. When 
they saw the police the kids ran away leaving their belongings 
behind and the reframed men and women of Derbyshire police were 
seeking to establish their identities with a view to fining their 
parents. The most natural thing for youngsters to do — kicking a ball 
about — is turned into a criminal activity and enforced by the 
moronic software programs of Derbyshire police. You find the same 
mentality in every country. These barely conscious ‘horrified’ officers 
said they had to take action because ‘we need to ensure these rules 
are being followed’ and ‘it is of the utmost importance that you 
ensure your children are following the rules and regulations for 
Covid-19’. Had any of them done ten seconds of research to see if 
this parroting of their masters’ script could be supported by any 
evidence? Nope. Reframed people don’t think — others think for 
them and that’s the whole idea of reframing. I have seen police 
officers one after the other repeating without question word for 
word what officialdom tells them just as I have seen great swathes of 
the public doing the same. Ask either for ‘their’ opinion and out 
spews what they have been told to think by the official narrative. 
Police and public may seem to be in different groups, but their 
mentality is the same. Most people do whatever they are told in fear 
not doing so or because they believe what officialdom tells them; 
almost the entirety of the police do what they are told for the same 
reason. Ultimately it’s the tiny inner core of the global Cult that’s 
telling both what to do. 

So Derbyshire police were ‘horrified’. Oh, really? Why did they 
think those kids were playing football? It was to relieve the 
psychological consequences of lockdown and being denied human 
contact with their friends and interaction, touch and discourse vital 
to human psychological health. Being denied this month after month 
has dismantled the psyche of many children and young people as 
depression and suicide have exploded. Were Derbyshire police 
horrified by that? Are you kidding? Reframed people don’t have those 


mental and emotional processes that can see how the impact on the 
psychological health of youngsters is far more dangerous than any 
‘virus’ even if you take the mendacious official figures to be true. The 
reframed are told (programmed) how to act and so they do. The 
Derbyshire Chief Constable in the first period of lockdown when the 
black dye and drones nonsense was going on was Peter Goodman. 
He was the man who severed the connection between his force and 
the Derbyshire Constabulary Male Voice Choir when he decided that 
it was not inclusive enough to allow women to join. The fact it was a 
male voice choir making a particular sound produced by male voices 
seemed to elude a guy who terrifyingly ran policing in Derbyshire. 
He retired weeks after his force was condemned as disgraceful by 
former Supreme Court Justice Jonathan Sumption for their 
behaviour over extreme lockdown impositions. Goodman was 
replaced by his deputy Rachel Swann who was in charge when her 
officers were ‘horrified’. The police statement over the boys 
committing the hanging-offence of playing football included the line 
about the youngsters being ‘irresponsible in the times we are all 
living through’ missing the point that the real relevance of the ‘times 
we are all living through’ is the imposition of fascism enforced by 
psychopaths and reframed minds of police officers playing such a 
vital part in establishing the fascist tyranny that their own children 
and grandchildren will have to live in their entire lives. As a 
definition of insanity that is hard to beat although it might be run 
close by imposing masks on people that can have a serious effect on 
their health while wearing a face nappy all day themselves. Once 
again public and police do it for the same reason — the authorities tell 
them to and who are they to have the self-respect to say no? 


Wokers in uniform 

How reframed do you have to be to arrest a six-year-old and take him 
to court for picking a flower while waiting for a bus? Brain dead police 
and officialdom did just that in North Carolina where criminal 
proceedings happen regularly for children under nine. Attorney 
Julie Boyer gave the six-year-old crayons and a colouring book 


during the ‘flower’ hearing while the ‘adults’ decided his fate. 
County Chief District Court Judge Jay Corpening asked: ‘Should a 
child that believes in Santa Claus, the Easter Bunny and the tooth 
fairy be making life-altering decisions?’ Well, of course not, but 
common sense has no meaning when you have a common purpose 
and a reframed mind. Treating children in this way, and police 
operating in American schools, is all part of the psychological 
preparation for children to accept a police state as normal all their 
adult lives. The same goes for all the cameras and biometric tracking 
technology in schools. Police training is focused on reframing them 
as snowflake Wokers and this is happening in the military. Pentagon 
top brass said that ‘training sessions on extremism’ were needed for 
troops who asked why they were so focused on the Capitol Building 
riot when Black Lives Matter riots were ignored. What’s the 
difference between them some apparently and rightly asked. 
Actually, there is a difference. Five people died in the Capitol riot, 
only one through violence, and that was a police officer shooting an 
unarmed protestor. BLM riots killed at least 25 people and cost 
billions. Asking the question prompted the psychopaths and 
reframed minds that run the Pentagon to say that more ‘education’ 
(programming) was needed. Troop training is all based on 
psychological programming to make them fodder for the Cult — 
‘Military men are just dumb, stupid animals to be used as pawns in 
foreign policy’ as Cult-to-his-DNA former Secretary of State Henry 
Kissinger famously said. Governments see the police in similar terms 
and it’s time for those among them who can see this to defend the 
people and stop being enforcers of the Cult agenda upon the people. 
The US military, like the country itself, is being targeted for 
destruction through a long list of Woke impositions. Cult-owned 
gaga ‘President’ Biden signed an executive order when he took office 
to allow taxpayer money to pay for transgender surgery for active 
military personnel and veterans. Are you a man soldier? No, I’ma 
LGBTOQIA+ with a hint of Skoliosexual and Spectrasexual. Oh, good 
man. Bad choice of words you bigot. The Pentagon announced in 
March, 2021, the appointment of the first ‘diversity and inclusion 


officer’ for US Special Forces. Richard Torres-Estrada arrived with 
the publication of a ‘D&I Strategic Plan which will guide the 
enterprise-wide effort to institutionalize and sustain D&l’. If you 
think a Special Forces ‘Strategic Plan’ should have something to do 
with defending America you haven’t been paying attention. 
Defending Woke is now the military’s new role. Torres-Estrada has 
posted images comparing Donald Trump with Adolf Hitler and we 
can expect no bias from him as a representative of the supposedly 
non-political Pentagon. Cable news host Tucker Carlson said: ‘The 
Pentagon is now the Yale faculty lounge but with cruise missiles.’ 
Meanwhile Secretary of Defense Lloyd Austin, a board member of 
weapons-maker Raytheon with stock and compensation interests in 
October, 2020, worth $1.4 million, said he was purging the military 
of the ‘enemy within’ — anyone who isn’t Woke and supports Donald 
Trump. Austin refers to his targets as ‘racist extremists’ while in true 
Woke fashion being himself a racist extremist. Pentagon documents 
pledge to ‘eradicate, eliminate and conquer all forms of racism, 
sexism and homophobia’. The definitions of these are decided by 
‘diversity and inclusion committees’ peopled by those who see 
racism, sexism and homophobia in every situation and opinion. 
Woke (the Cult) is dismantling the US military and purging 
testosterone as China expands its military and gives its troops 
‘masculinity training’. How do we think that is going to end when 
this is all Cult coordinated? The US military, like the British military, 
is controlled by Woke and spineless top brass who just go along with 
it out of personal career interests. 


‘Woke’ means fast asleep 

Mind control and perception manipulation techniques used on 
individuals to create group-think have been unleashed on the global 
population in general. As a result many have no capacity to see the 
obvious fascist agenda being installed all around them or what 
‘Covid’ is really all about. Their brains are firewalled like a computer 
system not to process certain concepts, thoughts and realisations that 
are bad for the Cult. The young are most targeted as the adults they 


will be when the whole fascist global state is planned to be fully 
implemented. They need to be prepared for total compliance to 
eliminate all pushback from entire generations. The Cult has been 
pouring billions into taking complete control of ‘education’ from 
schools to universities via its operatives and corporations and not 
least Bill Gates as always. The plan has been to transform ‘education’ 
institutions into programming centres for the mentality of “Woke’. 
James McConnell, professor of psychology at the University of 
Michigan, wrote in Psychology Today in 1970: 


The day has come when we can combine sensory deprivation with drugs, hypnosis, and 
astute manipulation of reward and punishment, to gain almost absolute control over an 
individual’s behaviour. It should then be possible to achieve a very rapid and highly effective 
type of brainwashing that would allow us to make dramatic changes in a person’s behaviour 
and personality ... 


... We should reshape society so that we all would be trained from birth to want to do what 
society wants us to do. We have the techniques to do it... no-one owns his own personality 
you acquired, and there’s no reason to believe you should have the right to refuse to acquire a 
new personality if your old one is anti-social. 


This was the potential for mass brainwashing in 1970 and the 
mentality there displayed captures the arrogant psychopathy that 
drives it forward. I emphasise that not all young people have 
succumbed to Woke programming and those that haven’t are 
incredibly impressive people given that today’s young are the most 
perceptually-targeted generations in history with all the technology 
now involved. Vast swathes of the young generations, however, have 
fallen into the spell — and that’s what it is — of Woke. The Woke 
mentality and perceptual program is founded on inversion and you 
will appreciate later why that is so significant. Everything with Woke 
is inverted and the opposite of what it is claimed to be. Woke was a 
term used in African-American culture from the 1900s and referred 
to an awareness of social and racial justice. This is not the meaning 
of the modern version or ‘New Woke’ as I call it in The Answer. Oh, 
no, Woke today means something very different no matter how 
much Wokers may seek to hide that and insist Old Woke and New 


Woke are the same. See if you find any ‘awareness of social justice’ 
here in the modern variety: 


e¢ Woke demands ‘inclusivity’ while excluding anyone with a 
different opinion and calls for mass censorship to silence other 
views. 


e Woke claims to stand against oppression when imposing 
oppression is the foundation of all that it does. It is the driver of 
political correctness which is nothing more than a Cult invention 
to manipulate the population to silence itself. 


¢ Woke believes itself to be ‘liberal’ while pursuing a global society 
that can only be described as fascist (see ‘anti-fascist’ fascist 
Antifa). 


¢ Woke calls for ‘social justice’ while spreading injustice wherever it 
goes against the common ‘enemy’ which can be easily identified 
as a differing view. 


e Woke is supposed to be a metaphor for ‘awake’ when it is solid- 
gold asleep and deep in a Cult-induced coma that meets the 
criteria for ‘off with the fairies’. 


I state these points as obvious facts if people only care to look. I 
don’t do this with a sense of condemnation. We need to appreciate 
that the onslaught of perceptual programming on the young has 
been incessant and merciless. I can understand why so many have 
been reframed, or, given their youth, framed from the start to see the 
world as the Cult demands. The Cult has had access to their minds 
day after day in its ‘education’ system for their entire formative 
years. Perception is formed from information received and the Cult- 
created system is a life-long download of information delivered to 
elicit a particular perception, thus behaviour. The more this has 
expanded into still new extremes in recent decades and ever- 
increasing censorship has deleted other opinions and information 
why wouldn't that lead to a perceptual reframing on a mass scale? I 


have described already cradle-to-grave programming and in more 
recent times the targeting of young minds from birth to adulthood 
has entered the stratosphere. This has taken the form of skewing 
what is ‘taught’ to fit the Cult agenda and the omnipresent 
techniques of group-think to isolate non-believers and pressure them 
into line. There has always been a tendency to follow the herd, but 
we really are in anew world now in relation to that. We have parents 
who can see the ‘Covid’ hoax told by their children not to stop them 
wearing masks at school, being “Covid’ tested or having the ‘vaccine’ 
in fear of the peer-pressure consequences of being different. What is 
‘peer-pressure’ if not pressure to conform to group-think? Renegade 
Minds never group-think and always retain a set of perceptions that 
are unique to them. Group-think is always underpinned by 
consequences for not group-thinking. Abuse now aimed at those 
refusing DNA-manipulating ‘Covid vaccines’ are a potent example 
of this. The biggest pressure to conform comes from the very group 
which is itself being manipulated. ‘I am programmed to be part of a 
hive mind and so you must be.’ 


Woke control structures in ‘education’ now apply to every 
mainstream organisation. Those at the top of the ‘education’ 
hierarchy (the Cult) decide the policy. This is imposed on 
governments through the Cult network; governments impose it on 
schools, colleges and universities; their leadership impose the policy 
on teachers and academics and they impose it on children and 
students. At any level where there is resistance, perhaps from a 
teacher or university lecturer, they are targeted by the authorities 
and often fired. Students themselves regularly demand the dismissal 
of academics (increasingly few) at odds with the narrative that the 
students have been programmed to believe in. It is quite a thought 
that students who are being targeted by the Cult become so 
consumed by programmed group-think that they launch protests 
and demand the removal of those who are trying to push back 
against those targeting the students. Such is the scale of perceptual 
inversion. We see this with ‘Covid’ programming as the Cult 
imposes the rules via psycho-psychologists and governments on 


shops, transport companies and businesses which impose them on 
their staff who impose them on their customers who pressure 
Pushbackers to conform to the will of the Cult which is in the 
process of destroying them and their families. Scan all aspects of 
society and you will see the same sequence every time. 


Fact free Woke and hijacking the ‘left 

There is no more potent example of this than ‘Woke’, a mentality 
only made possible by the deletion of factual evidence by an 
‘education’ system seeking to produce an ever more uniform society. 
Why would you bother with facts when you don’t know any? 
Deletion of credible history both in volume and type is highly 
relevant. Orwell said: ‘Who controls the past controls the future: 
who controls the present controls the past.’ They who control the 
perception of the past control the perception of the future and they 
who control the present control the perception of the past through 
the writing and deleting of history. Why would you oppose the 
imposition of Marxism in the name of Wokeism when you don’t 
know that Marxism cost at least 100 million lives in the 20th century 
alone? Watch videos and read reports in which Woker generations 
are asked basic historical questions — it’s mind-blowing. A survey of 
2,000 people found that six percent of millennials (born 
approximately early1980s to early 2000s) believed the Second World 
War (1939-1945) broke out with the assassination of President 
Kennedy (in 1963) and one in ten thought Margaret Thatcher was 
British Prime Minister at the time. She was in office between 1979 
and 1990. We are in a post-fact society. Provable facts are no defence 
against the fascism of political correctness or Silicon Valley 
censorship. Facts don’t matter anymore as we have witnessed with 
the ‘Covid’ hoax. Sacrificing uniqueness to the Woke group-think 
religion is all you are required to do and that means thinking for 
yourself is the biggest Woke no, no. All religions are an expression of 
group-think and censorship and Woke is just another religion with 
an orthodoxy defended by group-think and censorship. Burned at 


the stake becomes burned on Twitter which leads back eventually to 
burned at the stake as Woke humanity regresses to ages past. 


The biggest Woke inversion of all is its creators and funders. I 
grew up in a traditional left of centre political household on a 
council estate in Leicester in the 1950s and 60s — you know, the left 
that challenged the power of wealth-hoarding elites and threats to 
freedom of speech and opinion. In those days students went on 
marches defending freedom of speech while today’s Wokers march 
for its deletion. What on earth could have happened? Those very 
elites (collectively the Cult) that we opposed in my youth and early 
life have funded into existence the antithesis of that former left and 
hijacked the ‘brand’ while inverting everything it ever stood for. We 
have a mentality that calls itself ‘liberal’ and ‘progressive’ while 
acting like fascists. Cult billionaires and their corporations have 
funded themselves into control of ‘education’ to ensure that Woke 
programming is unceasing throughout the formative years of 
children and young people and that non-Wokers are isolated (that 
word again) whether they be students, teachers or college professors. 
The Cult has funded into existence the now colossal global network 
of Woke organisations that have spawned and promoted all the 
‘causes’ on the Cult wish-list for global transformation and turned 
Wokers into demanders of them. Does anyone really think it’s a 
coincidence that the Cult agenda for humanity is a carbon (sorry) 
copy of the societal transformations desired by Woke?? These are 
only some of them: 


Political correctness: The means by which the Cult deletes all public 
debates that it knows it cannot win if we had the free-flow of 
information and evidence. 


Human-caused ‘climate change’: The means by which the Cult 
seeks to transform society into a globally-controlled dictatorship 
imposing its will over the fine detail of everyone’s lives ‘to save the 
planet’ which doesn’t actually need saving. 


Transgender obsession: Preparing collective perception to accept the 
‘new human’ which would not have genders because it would be 
created technologically and not through procreation. I'll have much 
more on this in Human 2.0. 


Race obsession: The means by which the Cult seeks to divide and 
rule the population by triggering racial division through the 
perception that society is more racist than ever when the opposite is 
the case. Is it perfect in that regard? No. But to compare today with 
the racism of apartheid and segregation brought to an end by the 
civil rights movement in the 1960s is to insult the memory of that 
movement and inspirations like Martin Luther King. Why is the 
‘anti-racism’ industry (which it is) so dominated by privileged white 
people? 


White supremacy: This is a label used by privileged white people to 
demonise poor and deprived white people pushing back on tyranny 
to marginalise and destroy them. White people are being especially 
targeted as the dominant race by number within Western society 
which the Cult seeks to transform in its image. If you want to change 
a society you must weaken and undermine its biggest group and 
once you have done that by using the other groups you next turn on 
them to do the same ... ‘Then they came for the Jews and I was not a 
Jew so I did nothing.’ 


Mass migration: The mass movement of people from the Middle 
East, Africa and Asia into Europe, from the south into the United 
States and from Asia into Australia are another way the Cult seeks to 
dilute the racial, cultural and political influence of white people on 
Western society. White people ask why their governments appear to 
be working against them while being politically and culturally 
biased towards incoming cultures. Well, here’s your answer. In the 
same way sexually ‘straight’ people, men and women, ask why the 


authorities are biased against them in favour of other sexualities. The 
answer is the same — that’s the way the Cult wants it to be for very 
sinister motives. 


These are all central parts of the Cult agenda and central parts of the 
Woke agenda and Woke was created and continues to be funded to 
an immense degree by Cult billionaires and corporations. If anyone 
begins to say ‘coincidence’ the syllables should stick in their throat. 


Billionaire ‘social justice warriors’ 

Joe Biden is a 100 percent-owned asset of the Cult and the Wokers’ 
man in the White House whenever he can remember his name and 
for however long he lasts with his rapidly diminishing cognitive 
function. Even walking up the steps of an aircraft without falling on 
his arse would appear to be a challenge. He’s not an empty-shell 
puppet or anything. From the minute Biden took office (or the Cult 
did) he began his executive orders promoting the Woke wish-list. 
You will see the Woke agenda imposed ever more severely because 
it’s really the Cult agenda. Woke organisations and activist networks 
spawned by the Cult are funded to the extreme so long as they 
promote what the Cult wants to happen. Woke is funded to promote 
‘social justice’ by billionaires who become billionaires by destroying 
social justice. The social justice mantra is only a cover for 
dismantling social justice and funded by billionaires that couldn't 
give a damn about social justice. Everything makes sense when you 
see that. One of Woke’s premier funders is Cult billionaire financier 
George Soros who said: ‘I am basically there to make money, I 
cannot and do not look at the social consequences of what I do.’ This 
is the same Soros who has given more than $32 billion to his Open 
Society Foundations global Woke network and funded Black Lives 
Matter, mass immigration into Europe and the United States, 
transgender activism, climate change activism, political correctness 
and groups targeting ‘white supremacy’ in the form of privileged 
white thugs that dominate Antifa. What a scam it all is and when 


you are dealing with the unquestioning fact-free zone of Woke 
scamming them is child’s play. All you need to pull it off in all these 
organisations are a few in-the-know agents of the Cult and an army 
of naive, reframed, uninformed, narcissistic, know-nothings 
convinced of their own self-righteousness, self-purity and virtue. 


Soros and fellow billionaires and billionaire corporations have 
poured hundreds of millions into Black Lives Matter and connected 
groups and promoted them to a global audience. None of this is 
motivated by caring about black people. These are the billionaires 
that have controlled and exploited a system that leaves millions of 
black people in abject poverty and deprivation which they do 
absolutely nothing to address. The same Cult networks funding 
BLM were behind the slave trade! Black Lives Matter hijacked a 
phrase that few would challenge and they have turned this laudable 
concept into a political weapon to divide society. You know that 
BLM is a fraud when it claims that Al] Lives Matter, the most 
inclusive statement of all, is ‘racist’. BLM and its Cult masters don’t 
want to end racism. To them it’s a means to an end to control all of 
humanity never mind the colour, creed, culture or background. 
What has destroying the nuclear family got to do with ending 
racism? Nothing — but that is one of the goals of BLM and also 
happens to be a goal of the Cult as I have been exposing in my books 
for decades. Stealing children from loving parents and giving 
schools ever more power to override parents is part of that same 
agenda. BLM is a Marxist organisation and why would that not be 
the case when the Cult created Marxism and BLM? Patrisse Cullors, a 
BLM co-founder, said in a 2015 video that she and her fellow 
organisers, including co-founder Alicia Garza, are ‘trained Marxists’. 
The lady known after marriage as Patrisse Khan-Cullors bought a 
$1.4 million home in 2021 in one of the whitest areas of California 
with a black population of just 1.6 per cent and has so far bought four 
high-end homes for a total of $3.2 million. How very Marxist. There 
must be a bit of spare in the BLM coffers, however, when Cult 
corporations and billionaires have handed over the best part of $100 
million. Many black people can see that Black Lives Matter is not 


working for them, but against them, and this is still more 
confirmation. Black journalist Jason Whitlock, who had his account 
suspended by Twitter for simply linking to the story about the 
‘Marxist’s’ home buying spree, said that BLM leaders are ‘making 
millions of dollars off the backs of these dead black men who they 
wouldn't spit on if they were on fire and alive’. 


Black Lies Matter 


Cult assets and agencies came together to promote BLM in the wake 
of the death of career criminal George Floyd who had been jailed a 
number of times including for forcing his way into the home of a 
black woman with others in a raid in which a gun was pointed at her 
stomach. Floyd was filmed being held in a Minneapolis street in 2020 
with the knee of a police officer on his neck and he subsequently 
died. It was an appalling thing for the officer to do, but the same 
technique has been used by police on peaceful protestors of 
lockdown without any outcry from the Woke brigade. As 
unquestioning supporters of the Cult agenda Wokers have 
supported lockdown and all the ‘Covid’ claptrap while attacking 
anyone standing up to the tyranny imposed in its name. Court 
documents would later include details of an autopsy on Floyd by 
County Medical Examiner Dr Andrew Baker who concluded that 
Floyd had taken a fatal level of the drug fentanyl. None of this 
mattered to fact-free, question-free, Woke. Floyd’s death was 
followed by worldwide protests against police brutality amid calls to 
defund the police. Throwing babies out with the bathwater is a 
Woke speciality. In the wake of the murder of British woman Sarah 
Everard a Green Party member of the House of Lords, Baroness 
Jones of Moulescoomb (Nincompoopia would have been better), 
called for a 6pm curfew for all men. This would be in breach of the 
Geneva Conventions on war crimes which ban collective 
punishment, but that would never have crossed the black and white 
Woke mind of Baroness Nincompoopia who would have been far 
too convinced of her own self-righteousness to compute such details. 
Many American cities did defund the police in the face of Floyd riots 


and after $15 million was deleted from the police budget in 
Washington DC under useless Woke mayor Muriel Bowser car- 
jacking alone rose by 300 percent and within six months the US 
capital recorded its highest murder rate in 15 years. The same 
happened in Chicago and other cities in line with the Cult/Soros 
plan to bring fear to streets and neighbourhoods by reducing the 
police, releasing violent criminals and not prosecuting crime. This is 
the mob-rule agenda that I have warned in the books was coming for 
so long. Shootings in the area of Minneapolis where Floyd was 
arrested increased by 2,500 percent compared with the year before. 
Defunding the police over George Floyd has led to a big increase in 
dead people with many of them black. Police protection for 
politicians making these decisions stayed the same or increased as 
you would expect from professional hypocrites. The Cult doesn’t 
actually want to abolish the police. It wants to abolish local control 
over the police and hand it to federal government as the 
psychopaths advance the Hunger Games Society. Many George 
Floyd protests turned into violent riots with black stores and 
businesses destroyed by fire and looting across America fuelled by 
Black Lives Matter. Woke doesn’t do irony. If you want civil rights 
you must loot the liquor store and the supermarket and make off 
with a smart TV. It’s the only way. 


It's not a race war - it's a class war 

Black people are patronised by privileged blacks and whites alike 
and told they are victims of white supremacy. I find it extraordinary 
to watch privileged blacks supporting the very system and bloodline 
networks behind the slave trade and parroting the same Cult-serving 
manipulative crap of their privileged white, often billionaire, 
associates. It is indeed not a race war but a class war and colour is 
just a diversion. Black Senator Cory Booker and black 
Congresswoman Maxine Waters, more residents of Nincompoopia, 
personify this. Once you tell people they are victims of someone else 
you devalue both their own responsibility for their plight and the 
power they have to impact on their reality and experience. Instead 


we have: ‘You are only in your situation because of whitey — turn on 
them and everything will change.’ It won’t change. Nothing changes 
in our lives unless we change it. Crucial to that is never seeing 
yourself as a victim and always as the creator of your reality. Life is a 
simple sequence of choice and consequence. Make different choices 
and you create different consequences. You have to make those 
choices — not Black Lives Matter, the Woke Mafia and anyone else 
that seeks to dictate your life. Who are they these Wokers, an 
emotional and psychological road traffic accident, to tell you what to 
do? Personal empowerment is the last thing the Cult and its Black 
Lives Matter want black people or anyone else to have. They claim to 
be defending the underdog while creating and perpetuating the 
underdog. The Cult’s worst nightmare is human unity and if they 
are going to keep blacks, whites and every other race under 
economic servitude and control then the focus must be diverted 
from what they have in common to what they can be manipulated to 
believe divides them. Blacks have to be told that their poverty and 
plight is the fault of the white bloke living on the street in the same 
poverty and with the same plight they are experiencing. The 
difference is that your plight black people is due to him, a white 
supremacist with ‘white privilege’ living on the street. Don’t unite as 
one human family against your mutual oppressors and suppressors 
— fight the oppressor with the white face who is as financially 
deprived as you are. The Cult knows that as its ‘Covid’ agenda 
moves into still new levels of extremism people are going to respond 
and it has been spreading the seeds of disunity everywhere to stop a 
united response to the evil that targets all of us. 


Racist attacks on ‘whiteness’ are getting ever more outrageous and 
especially through the American Democratic Party which has an 
appalling history for anti-black racism. Barack Obama, Joe Biden, 
Hillary Clinton and Nancy Pelosi all eulogised about Senator Robert 
Byrd at his funeral in 2010 after a nearly 60-year career in Congress. 
Byrd was a brutal Ku Klux Klan racist and a violent abuser of Cathy 
O’Brien in MKUltra. He said he would never fight in the military 
‘with a negro by my side’ and ‘rather I should die a thousand times, 


and see Old Glory trampled in the dirt never to rise again, than to 
see this beloved land of ours become degraded by race mongrels, a 
throwback to the blackest specimen from the wilds’. Biden called 
Byrd a ‘very close friend and mentor’. These ‘Woke’ hypocrites are 
not anti-racist they are anti-poor and anti-people not of their 
perceived class. Here is an illustration of the scale of anti-white 
racism to which we have now descended. Seriously Woke and 
moronic New York Times contributor Damon Young described 
whiteness as a ‘virus’ that ‘like other viruses will not die until there 
are no bodies left for it to infect’. He went on: ’... the only way to 
stop it is to locate it, isolate it, extract it, and kill it.’ Young can say 
that as a black man with no consequences when a white man saying 
the same in reverse would be facing a jail sentence. That’s racism. We 
had super-Woke numbskull senators Tammy Duckworth and Mazie 
Hirono saying they would object to future Biden Cabinet 
appointments if he did not nominate more Asian Americans and 
Pacific Islanders. Never mind the ability of the candidate what do 
they look like? Duckworth said: ‘I will vote for racial minorities and I 
will vote for LGBTQ, but anyone else I’m not voting for.’ Appointing 
people on the grounds of race is illegal, but that was not a problem 
for this ludicrous pair. They were on-message and that’s a free pass 
in any situation. 


White children are told at school they are intrinsically racist as they 
are taught the divisive ‘critical race theory’. This claims that the law 
and legal institutions are inherently racist and that race is a socially 
constructed concept used by white people to further their economic 
and political interests at the expense of people of colour. White is a 
‘virus’ as we've seen. Racial inequality results from ‘social, 
economic, and legal differences that white people create between 
races to maintain white interests which leads to poverty and 
criminality in minority communities’. I must tell that to the white 
guy sleeping on the street. The principal of East Side Community 
School in New York sent white parents a manifesto that called on 


them to become ‘white traitors’ and advocate for full “white 
abolition’. These people are teaching your kids when they urgently 
need a psychiatrist. The ‘school’ included a chart with ‘eight white 
identities’ that ranged from ‘white supremacist’ to ‘white abolition’ 
and defined the behaviour white people must follow to end ‘the 
regime of whiteness’. Woke blacks and their privileged white 
associates are acting exactly like the slave owners of old and Ku Klux 
Klan racists like Robert Byrd. They are too full of their own self- 
purity to see that, but it’s true. Racism is not a body type; it’s a state 
of mind that can manifest through any colour, creed or culture. 


Another racial fraud is ‘equity’. Not equality of treatment and 
opportunity — equity. It’s a term spun as equality when it means 
something very different. Equality in its true sense is a raising up 
while ‘equity’ is a race to the bottom. Everyone in the same level of 
poverty is ‘equity’. Keep everyone down - that’s equity. The Cult 
doesn’t want anyone in the human family to be empowered and 
BLM leaders, like all these ‘anti-racist’ organisations, continue their 
privileged, pampered existence by perpetuating the perception of 
gathering racism. When is the last time you heard an ‘anti-racist’ or 
‘anti-Semitism’ organisation say that acts of racism and 
discrimination have fallen? It’s not in the interests of their fund- 
raising and power to influence and the same goes for the 
professional soccer anti-racism operation, Kick It Out. Two things 
confirmed that the Black Lives Matter riots in the summer of 2020 
were Cult creations. One was that while anti-lockdown protests were 
condemned in this same period for ‘transmitting ‘Covid’ the 
authorities supported mass gatherings of Black Lives Matter 
supporters. I even saw self-deluding people claiming to be doctors 
say the two types of protest were not the same. No — the non-existent 
‘Covid’ was in favour of lockdowns and attacked those that 
protested against them while ‘Covid’ supported Black Lives Matter 
and kept well away from its protests. The whole thing was a joke 
and as lockdown protestors were arrested, often brutally, by 
reframed Face-Nappies we had the grotesque sight of police officers 
taking the knee to Black Lives Matter, a Cult-funded Marxist 


organisation that supports violent riots and wants to destroy the 
nuclear family and white people. 


He’s not white? Shucks! 

Woke obsession with race was on display again when ten people 
were shot dead in Boulder, Colorado, in March, 2021. Cult-owned 
Woke TV channels like CNN said the shooter appeared to be a white 
man and Wokers were on Twitter condemning ‘violent white men’ 
with the usual mantras. Then the shooter’s name was released as 
Ahmad Al Aliwi Alissa, an anti-Trump Arab-American, and the sigh 
of disappointment could be heard five miles away. Never mind that 
ten people were dead and what that meant for their families. Race 
baiting was all that mattered to these sick Cult-serving people like 
Barack Obama who exploited the deaths to further divide America 
on racial grounds which is his job for the Cult. This is the man that 
‘racist’ white Americans made the first black president of the United 
States and then gave him a second term. Not-very-bright Obama has 
become filthy rich on the back of that and today appears to have a 
big influence on the Biden administration. Even so he’s still a 
downtrodden black man and a victim of white supremacy. This 
disingenuous fraud reveals the contempt he has for black people 
when he puts on a Deep South Alabama accent whenever he talks to 
them, no, at them. 


Another BLM red flag was how the now fully-Woke (fully-Cult) 
and fully-virtue-signalled professional soccer authorities had their 
teams taking the knee before every match in support of Marxist 
Black Lives Matter. Soccer authorities and clubs displayed ‘Black 
Lives Matter’ on the players’ shirts and flashed the name on 
electronic billboards around the pitch. Any fans that condemned 
what is a Freemasonic taking-the-knee ritual were widely 
condemned as you would expect from the Woke virtue-signallers of 
professional sport and the now fully-Woke media. We have reverse 
racism in which you are banned from criticising any race or culture 
except for white people for whom anything goes — say what you like, 
no problem. What has this got to do with racial harmony and 


equality? We’ve had black supremacists from Black Lives Matter 
telling white people to fall to their knees in the street and apologise 
for their white supremacy. Black supremacists acting like white 
supremacist slave owners of the past couldn't breach their self- 
obsessed, race-obsessed sense of self-purity. Joe Biden appointed a 
race-obsessed black supremacist Kristen Clarke to head the Justice 
Department Civil Rights Division. Clarke claimed that blacks are 
endowed with ‘greater mental, physical and spiritual abilities’ than 
whites. If anyone reversed that statement they would be vilified. 
Clarke is on-message so no problem. She’s never seen a black-white 
situation in which the black figure is anything but a virtuous victim 
and she heads the Civil Rights Division which should treat everyone 
the same or it isn’t civil rights. Another perception of the Renegade 
Mind: If something or someone is part of the Cult agenda they will 
be supported by Woke governments and media no matter what. If 
they’re not, they will be condemned and censored. It really is that 
simple and so racist Clarke prospers despite (make that because of) 
her racism. 


The end of culture 


Biden’s administration is full of such racial, cultural and economic 
bias as the Cult requires the human family to be divided into 
watring factions. We are now seeing racially-segregated graduations 
and everything, but everything, is defined through the lens of 
perceived ‘racism. We have ‘racist’ mathematics, ‘racist’ food and 
even ‘racist’ plants. World famous Kew Gardens in London said it 
was changing labels on plants and flowers to tell its pre-‘Covid’ 
more than two million visitors a year how racist they are. Kew 
director Richard Deverell said this was part of an effort to “move 
quickly to decolonise collections’ after they were approached by one 
Ajay Chhabra ‘an actor with an insight into how sugar cane was 
linked to slavery’. They are plants you idiots. ‘Decolonisation’ in the 
Woke manual really means colonisation of society with its mentality 
and by extension colonisation by the Cult. We are witnessing a new 
Chinese-style ‘Cultural Revolution’ so essential to the success of all 


Marxist takeovers. Our cultural past and traditions have to be swept 
away to allow a new culture to be built-back-better. Woke targeting 
of long-standing Western cultural pillars including historical 
monuments and cancelling of historical figures is what happened in 
the Mao revolution in China which ‘purged remnants of capitalist 
and traditional elements from Chinese society’ and installed Maoism 
as the dominant ideology’. For China see the Western world today 
and for ‘dominant ideology’ see Woke. Better still see Marxism or 
Maoism. The ‘Covid’ hoax has specifically sought to destroy the arts 
and all elements of Western culture from people meeting in a pub or 
restaurant to closing theatres, music venues, sports stadiums, places 
of worship and even banning singing. Destruction of Western society 
is also why criticism of any religion is banned except for Christianity 
which again is the dominant religion as white is the numerically- 
dominant race. Christianity may be fading rapidly, but its history 
and traditions are weaved through the fabric of Western society. 
Delete the pillars and other structures will follow until the whole 
thing collapses. I am not a Christian defending that religion when I 
say that. I have no religion. It’s just a fact. To this end Christianity 
has itself been turned Woke to usher its own downfall and its ranks 
are awash with ‘change agents’ — knowing and unknowing — at 
every level including Pope Francis (definitely knowing) and the 
clueless Archbishop of Canterbury Justin Welby (possibly not, but 
who can be sure?). Woke seeks to coordinate attacks on Western 
culture, traditions, and ways of life through ‘intersectionality’ 
defined as ‘the complex, cumulative way in which the effects of 
multiple forms of discrimination (such as racism, sexism, and 
classism) combine, overlap, or intersect especially in the experiences 
of marginalised individuals or groups’. Wade through the Orwellian 
Woke-speak and this means coordinating disparate groups in a 
common cause to overthrow freedom and liberal values. 


The entire structure of public institutions has been infested with 
Woke — government at all levels, political parties, police, military, 
schools, universities, advertising, media and trade unions. This 
abomination has been achieved through the Cult web by appointing 


Wokers to positions of power and battering non-Wokers into line 
through intimidation, isolation and threats to their job. Many have 
been fired in the wake of the empathy-deleted, vicious hostility of 
‘social justice’ Wokers and the desire of gutless, spineless employers 
to virtue-signal their Wokeness. Corporations are filled with Wokers 
today, most notably those in Silicon Valley. Ironically at the top they 
are not Woke at all. They are only exploiting the mentality their Cult 
masters have created and funded to censor and enslave while the 
Wokers cheer them on until it’s their turn. Thus the Woke ‘liberal 
left’ is an inversion of the traditional liberal left. Campaigning for 
justice on the grounds of power and wealth distribution has been 
replaced by campaigning for identity politics. The genuine 
traditional left would never have taken money from today’s 
billionaire abusers of fairness and justice and nor would the 
billionaires have wanted to fund that genuine left. It would not have 
been in their interests to do so. The division of opinion in those days 
was between the haves and have nots. This all changed with Cult 
manipulated and funded identity politics. The division of opinion 
today is between Wokers and non-Wokers and not income brackets. 
Cult corporations and their billionaires may have taken wealth 
disparity to cataclysmic levels of injustice, but as long as they speak 
the language of Woke, hand out the dosh to the Woke network and 
censor the enemy they are ‘one of us’. Billionaires who don’t give a 
damn about injustice are laughing at them till their bellies hurt. 
Wokers are not even close to self-aware enough to see that. The 
transformed ‘left’ dynamic means that Wokers who drone on about 
‘social justice’ are funded by billionaires that have destroyed social 
justice the world over. It’s why they are billionaires. 


The climate con 

Nothing encapsulates what I have said more comprehensively than 
the hoax of human-caused global warming. I have detailed in my 
books over the years how Cult operatives and organisations were the 


pump-primers from the start of the climate con. A purpose-built 
vehicle for this is the Club of Rome established by the Cult in 1968 


with the Rockefellers and Rothschilds centrally involved all along. 
Their gofer frontman Maurice Strong, a Canadian oil millionaire, 
hosted the Earth Summit in Rio de Janeiro, Brazil, in 1992 where the 
global ‘green movement’ really expanded in earnest under the 
guiding hand of the Cult. The Earth Summit established Agenda 21 
through the Cult-created-and-owned United Nations to use the 
illusion of human-caused climate change to justify the 
transformation of global society to save the world from climate 
disaster. It is a No-Problem-Reaction-Solution sold through 
governments, media, schools and universities as whole generations 
have been terrified into believing that the world was going to end in 
their lifetimes unless what old people had inflicted upon them was 
stopped by a complete restructuring of how everything is done. 
Chill, kids, it’s all a hoax. Such restructuring is precisely what the 
Cult agenda demands (purely by coincidence of course). Today this 
has been given the codename of the Great Reset which is only an 
updated term for Agenda 21 and its associated Agenda 2030. The 
latter, too, is administered through the UN and was voted into being 
by the General Assembly in 2015. Both 21 and 2030 seek centralised 
control of all resources and food right down to the raindrops falling 
on your own land. These are some of the demands of Agenda 21 
established in 1992. See if you recognise this society emerging today: 


e End national sovereignty 

e State planning and management of all land resources, ecosystems, 
deserts, forests, mountains, oceans and fresh water; agriculture; 
rural development; biotechnology; and ensuring ‘equity’ 

e The state to ‘define the role’ of business and financial resources 

e Abolition of private property 

e ‘Restructuring’ the family unit (see BLM) 

¢ Children raised by the state 

¢ People told what their job will be 

e Major restrictions on movement 

¢ Creation of ‘human settlement zones’ 


e Mass resettlement as people are forced to vacate land where they 
live 

e Dumbing down education 

¢ Mass global depopulation in pursuit of all the above 


The United Nations was created as a Trojan horse for world 
government. With the climate con of critical importance to 
promoting that outcome you would expect the UN to be involved. 
Oh, it’s involved all right. The UN is promoting Agenda 21 and 
Agenda 2030 justified by ‘climate change’ while also driving the 
climate hoax through its Intergovernmental Panel on Climate 
Change (IPCC), one of the world’s most corrupt organisations. The 
IPCC has been lying ferociously and constantly since the day it 
opened its doors with the global media hanging unquestioningly on 
its every mendacious word. The Green movement is entirely Woke 
and has long lost its original environmental focus since it was co- 
opted by the Cult. An obsession with ‘global warming’ has deleted 
its values and scrambled its head. I experienced a small example of 
what I mean on a beautiful country walk that I have enjoyed several 
times a week for many years. The path merged into the fields and 
forests and you felt at one with the natural world. Then a ‘Green’ 
organisation, the Hampshire and Isle of Wight Wildlife Trust, took 
over part of the land and proceeded to cut down a large number of 
trees, including mature ones, to install a horrible big, bright steel 
‘this-is-ours-stay-out’ fence that destroyed the whole atmosphere of 
this beautiful place. No one with a feel for nature would do that. Day 
after day I walked to the sound of chainsaws and a magnificent 
mature weeping willow tree that Iso admired was cut down at the 
base of the trunk. When I challenged a Woke young girl in a green 
shirt (of course) about this vandalism she replied: ‘It’s a weeping 
willow — it will grow back.’ This is what people are paying for when 
they donate to the Hampshire and Isle of Wight Wildlife Trust and 
many other ‘green’ organisations today. It is not the environmental 
movement that I knew and instead has become a support-system — 
as with Extinction Rebellion — for a very dark agenda. 


Private jets for climate justice 

The Cult-owned, Gates-funded, World Economic Forum and its 
founder Klaus Schwab were behind the emergence of Greta 
Thunberg to harness the young behind the climate agenda and she 
was invited to speak to the world at ... the UN. Schwab published a 
book, Covid-19: The Great Reset in 2020 in which he used the ‘Covid’ 
hoax and the climate hoax to lay out a new society straight out of 
Agenda 21 and Agenda 2030. Bill Gates followed in early 2021 when 
he took time out from destroying the world to produce a book in his 
name about the way to save it. Gates flies across the world in private 
jets and admitted that ‘I probably have one of the highest 
greenhouse gas footprints of anyone on the planet ... my personal 
flying alone is gigantic.’ He has also bid for the planet’s biggest 
private jet operator. Other climate change saviours who fly in private 
jets include John Kerry, the US Special Presidential Envoy for 
Climate, and actor Leonardo DiCaprio, a ‘UN Messenger of Peace 
with special focus on climate change’. These people are so full of 
bullshit they could corner the market in manure. We mustn't be 
sceptical, though, because the Gates book, How to Avoid a Climate 
Disaster: The Solutions We Have and the Breakthroughs We Need, is a 
genuine attempt to protect the world and not an obvious pile of 
excrement attributed to a mega-psychopath aimed at selling his 
masters’ plans for humanity. The Gates book and the other shite-pile 
by Klaus Schwab could have been written by the same person and 
may well have been. Both use ‘climate change’ and ‘Covid’ as the 
excuses for their new society and by coincidence the Cult’s World 
Economic Forum and Bill and Melinda Gates Foundation promote 
the climate hoax and hosted Event 201 which pre-empted with a 
‘simulation’ the very ‘coronavirus’ hoax that would be simulated for 
real on humanity within weeks. The British ‘royal’ family is 
promoting the ‘Reset’ as you would expect through Prince ‘climate 
change caused the war in Syria’ Charles and his hapless son Prince 
William who said that we must ‘reset our relationship with nature 
and our trajectory as a species’ to avoid a climate disaster. Amazing 
how many promotors of the ‘Covid’ and ‘climate change’ control 


systems are connected to Gates and the World Economic Forum. A 
‘study’ in early 2021 claimed that carbon dioxide emissions must fall 
by the equivalent of a global lockdown roughly every two years for 
the next decade to save the planet. The ‘study’ appeared in the same 
period that the Schwab mob claimed in a video that lockdowns 
destroying the lives of billions are good because they make the earth 
‘quieter’ with less ‘ambient noise’. They took down the video amid a 
public backlash for such arrogant, empathy-deleted stupidity You 
see, however, where they are going with this. Corinne Le Quéré, a 
professor at the Tyndall Centre for Climate Change Research, 
University of East Anglia, was lead author of the climate lockdown 
study, and she writes for ... the World Economic Forum. Gates calls 
in ‘his’ book for changing ‘every aspect of the economy’ (long-time 
Cult agenda) and for humans to eat synthetic ‘meat’ (predicted in 
my books) while cows and other farm animals are eliminated. 
Australian TV host and commentator Alan Jones described what 
carbon emission targets would mean for farm animals in Australia 
alone if emissions were reduced as demanded by 35 percent by 2030 
and zero by 2050: 


Well, let’s take agriculture, the total emissions from agriculture are about 75 million tonnes of 
carbon dioxide, equivalent. Now reduce that by 35 percent and you have to come down to 
50 million tonnes, I’ve done the maths. So if you take for example 1.5 million cows, you’re 
going to have to reduce the herd by 525,000 [by] 2030, nine years, that’s 58,000 cows a year. 
The beef herd’s 30 million, reduce that by 35 percent, that’s 10.5 million, which means 1.2 
million cattle have to go every year between now and 2030. This is insanity! 


There are 75 million sheep. Reduce that by 35 percent, that’s 26 million sheep, that’s almost 3 
million a year. So under the Paris Agreement over 30 million beasts. dairy cows, cattle, pigs 
and sheep would go. More than 8,000 every minute of every hour for the next decade, do 
these people know what they’re talking about? 


Clearly they don’t at the level of campaigners, politicians and 
administrators. The Cult does know; that’s the outcome it wants. We 
are faced with not just a war on humanity. Animals and the natural 
world are being targeted and I have been saying since the “Covid’ 
hoax began that the plan eventually was to claim that the ‘deadly 
virus’ is able to jump from animals, including farm animals and 


domestic pets, to humans. Just before this book went into production 
came this story: ‘Russia registers world’s first Covid-19 vaccine for 
cats & dogs as makers of Sputnik V warn pets & farm animals could 
spread virus’. The report said ‘top scientists warned that the deadly 
pathogen could soon begin spreading through homes and farms’ 
and ‘the next stage is the infection of farm and domestic animals’. 
Know the outcome and you'll see the journey. Think what that 
would mean for animals and keep your eye on a term called 
zoonosis or zoonotic diseases which transmit between animals and 
humans. The Cult wants to break the connection between animals 
and people as it does between people and people. Farm animals fit 
with the Cult agenda to transform food from natural to synthetic. 


The gas of life is killing us 

There can be few greater examples of Cult inversion than the 
condemnation of carbon dioxide as a dangerous pollutant when it is 
the gas of life. Without it the natural world would be dead and so we 
would all be dead. We breathe in oxygen and breathe out carbon 
dioxide while plants produce oxygen and absorb carbon dioxide. It 
is a perfect symbiotic relationship that the Cult wants to dismantle 
for reasons I will come to in the final two chapters. Gates, Schwab, 
other Cult operatives and mindless repeaters, want the world to be 
‘carbon neutral’ by at least 2050 and the earlier the better. ‘Zero 
carbon’ is the cry echoed by lunatics calling for ‘Zero Covid’ when 
we already have it. These carbon emission targets will 
deindustrialise the world in accordance with Cult plans — the post- 
industrial, post-democratic society — and with so-called renewables 
like solar and wind not coming even close to meeting human energy 
needs blackouts and cold are inevitable. Texans got the picture in the 
winter of 2021 when a snow storm stopped wind turbines and solar 
panels from working and the lights went down along with water 
which relies on electricity for its supply system. Gates wants 
everything to be powered by electricity to ensure that his masters 
have the kill switch to stop all human activity, movement, cooking, 
water and warmth any time they like. The climate lie is so 


stupendously inverted that it claims we must urgently reduce 
carbon dioxide when we don’t have enough. 

Co2 in the atmosphere is a little above 400 parts per million when 
the optimum for plant growth is 2,000 ppm and when it falls 
anywhere near 150 ppm the natural world starts to die and so do we. 
It fell to as low as 280 ppm in an 1880 measurement in Hawaii and 
rose to 413 ppm in 2019 with industrialisation which is why the 
planet has become greener in the industrial period. How insane then 
that psychopathic madman Gates is not satisfied only with blocking 
the rise of Co2. He’s funding technology to suck it out of the 
atmosphere. The reason why will become clear. The industrial era is 
not destroying the world through Co2 and has instead turned 
around a potentially disastrous ongoing fall in Co2. Greenpeace co- 
founder and scientist Patrick Moore walked away from Greenpeace 
in 1986 and has exposed the green movement for fear-mongering 
and lies. He said that 500 million years ago there was 17 times more 
Co2 in the atmosphere than we have today and levels have been 
falling for hundreds of millions of years. In the last 150 million years 
Co2 levels in Earth’s atmosphere had reduced by 90 percent. Moore 
said that by the time humanity began to unlock carbon dioxide from 
fossil fuels we were at ‘38 seconds to midnight’ and in that sense: 
‘Humans are [the Earth’s] salvation.’ Moore made the point that only 
half the Co2 emitted by fossil fuels stays in the atmosphere and we 
should remember that all pollution pouring from chimneys that we 
are told is carbon dioxide is in fact nothing of the kind. It’s pollution. 
Carbon dioxide is an invisible gas. 


William Happer, Professor of Physics at Princeton University and 
long-time government adviser on climate, has emphasised the Co2 
deficiency for maximum growth and food production. Greenhouse 
growers don’t add carbon dioxide for a bit of fun. He said that most 
of the warming in the last 100 years, after the earth emerged from 
the super-cold period of the ‘Little Ice Age’ into a natural warming 
cycle, was over by 1940. Happer said that a peak year for warming in 
1988 can be explained by a ‘monster El Nino’ which is a natural and 
cyclical warming of the Pacific that has nothing to do with ‘climate 


change’. He said the effect of Co2 could be compared to painting a 
wall with red paint in that once two or three coats have been applied 
it didn’t matter how much more you slapped on because the wall 
will not get much redder. Almost all the effect of the rise in Co2 has 
already happened, he said, and the volume in the atmosphere would 
now have to double to increase temperature by a single degree. 
Climate hoaxers know this and they have invented the most 
ridiculously complicated series of ‘feedback’ loops to try to 
overcome this rather devastating fact. You hear puppet Greta going 
on cluelessly about feedback loops and this is why. 


The Sun affects temperature? No you climate denier 

Some other nonsense to contemplate: Climate graphs show that rises 
in temperature do not follow rises in Co2 — it’s the other way round 
with a lag between the two of some 800 years. If we go back 800 
years from present time we hit the Medieval Warm Period when 
temperatures were higher than now without any industrialisation 
and this was followed by the Little Ice Age when temperatures 
plummeted. The world was still emerging from these centuries of 
serious cold when many climate records began which makes the 
ever-repeated line of the ‘hottest year since records began’ 
meaningless when you are not comparing like with like. The coldest 
period of the Little Ice Age corresponded with the lowest period of 
sunspot activity when the Sun was at its least active. Proper 
scientists will not be at all surprised by this when it confirms the 
obvious fact that earth temperature is affected by the scale of Sun 
activity and the energetic power that it subsequently emits; but 
when is the last time you heard a climate hoaxer talking about the 
Sun as a source of earth temperature?? Everything has to be focussed 
on Co2 which makes up just 0.117 percent of so-called greenhouse 
gases and only a fraction of even that is generated by human activity. 
The rest is natural. More than 90 percent of those greenhouse gases 
are water vapour and clouds (Fig 9). Ban moisture I say. Have you 
noticed that the climate hoaxers no longer use the polar bear as their 
promotion image? That’s because far from becoming extinct polar 


bear communities are stable or thriving. Joe Bastardi, American 
meteorologist, weather forecaster and outspoken critic of the climate 
lie, documents in his book The Climate Chronicles how weather 
patterns and events claimed to be evidence of climate change have 
been happening since long before industrialisation: ‘What happened 
before naturally is happening again, as is to be expected given the 
cyclical nature of the climate due to the design of the planet.’ If you 
read the detailed background to the climate hoax in my other books 
you will shake your head and wonder how anyone could believe the 
crap which has spawned a multi-trillion dollar industry based on 
absolute garbage (see HIV causes AIDs and Sars-Cov-2 causes 
‘Covid-19’). Climate and ‘Covid’ have much in common given they 
have the same source. They both have the contradictory everything 
factor in which everything is explained by reference to them. It’s hot 
— ‘it’s climate change’. It’s cold — ‘it’s climate change’. I got a sniffle — 
‘it’s Covid’. I haven’t got a sniffle — ‘it’s Covid’. Not having a sniffle 
has to be a symptom of ‘Covid’. Everything is and not having a 
sniffle is especially dangerous if you are a slow walker. For sheer 
audacity I offer you a Cambridge University ‘study’ that actually 
linked ‘Covid’ to ‘climate change’. It had to happen eventually. They 
concluded that climate change played a role in ‘Covid-19’ spreading 
from animals to humans because ... wait for it ... [kid you not ... the 
two groups were forced closer together as populations grow. Er, that’s it. 
The whole foundation on which this depended was that ‘Bats are the 
likely zoonotic origin of SARS-CoV-1 and SARS-CoV-2’. Well, they 
are not. They are nothing to do with it. Apart from bats not being the 
origin and therefore ‘climate change’ effects on bats being irrelevant 
I am in awe of their academic insight. Where would we be without 
them? Not where we are that’s for sure. 
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Figure 9: The idea that the gas of life is disastrously changing the climate is an insult to brain 
cell activity. 


One other point about the weather is that climate modification is 
now well advanced and not every major weather event is natural — 
or earthquake come to that. I cover this subject at some length in 
other books. China is openly planning a rapid expansion of its 
weather modification programme which includes changing the 
climate in an area more than one and a half times the size of India. 
China used weather manipulation to ensure clear skies during the 
2008 Olympics in Beijing. I have quoted from US military documents 
detailing how to employ weather manipulation as a weapon of war 
and they did that in the 1960s and 70s during the conflict in Vietnam 
with Operation Popeye manipulating monsoon rains for military 
purposes. Why would there be international treaties on weather 
modification if it wasn’t possible? Of course it is. Weather is 
energetic information and it can be changed. 


How was the climate hoax pulled off? See ‘Covid’ 

If you can get billions to believe in a ‘virus’ that doesn’t exist you can 
get them to believe in human-caused climate change that doesn’t 
exist. Both are being used by the Cult to transform global society in 
the way it has long planned. Both hoaxes have been achieved in 
pretty much the same way. First you declare a lie is a fact. There’s a 


‘virus’ you call SARS-Cov-2 or humans are warming the planet with 
their behaviour. Next this becomes, via Cult networks, the 
foundation of government, academic and science policy and belief. 
Those who parrot the mantra are given big grants to produce 
research that confirms the narrative is true and ever more 
‘symptoms’ are added to make the ‘virus’/’climate change’ sound 
even more scary. Scientists and researchers who challenge the 
narrative have their grants withdrawn and their careers destroyed. 
The media promote the lie as the unquestionable truth and censor 
those with an alternative view or evidence. A great percentage of the 
population believe what they are told as the lie becomes an 
everybody-knows-that and the believing-masses turn on those with 
a mind of their own. The technique has been used endlessly 
throughout human history. Wokers are the biggest promotors of the 
climate lie and ‘Covid’ fascism because their minds are owned by the 
Cult; their sense of self-righteous self-purity knows no bounds; and 
they exist in a bubble of reality in which facts are irrelevant and only 
get in the way of looking without seeing. 


Running through all of this like veins in a blue cheese is control of 
information, which means control of perception, which means 
control of behaviour, which collectively means control of human 
society. The Cult owns the global media and Silicon Valley fascists 
for the simple reason that it has to. Without control of information it 
can’t control perception and through that human society. Examine 
every facet of the Cult agenda and you will see that anything 
supporting its introduction is never censored while anything 
pushing back is always censored. I say again: Psychopaths that know 
why they are doing this must go before Nuremberg trials and those 
that follow their orders must trot along behind them into the same 
dock. ‘I was just following orders’ didn’t work the first time and it 
must not work now. Nuremberg trials must be held all over the 
world before public juries for politicians, government officials, 
police, compliant doctors, scientists and virologists, and all Cult 
operatives such as Gates, Tedros, Fauci, Vallance, Whitty, Ferguson, 
Zuckerberg, Wojcicki, Brin, Page, Dorsey, the whole damn lot of 


them -— including, no especially, the psychopath psychologists. 
Without them and the brainless, gutless excuses for journalists that 
have repeated their lies, none of this could be happening. Nobody 
can be allowed to escape justice for the psychological and economic 
Armageddon they are all responsible for visiting upon the human 
race. 

As for the compliant, unquestioning, swathes of humanity, and the 
self-obsessed, all-knowing ignorance of the Wokers ... don’t start me. 
God help their kids. God help their grandkids. God help them. 


CHAPTER NINE 
We must have it? So what is it? 


Well I won’t back down. No, I won’t back down. You can stand me 
up at the Gates of Hell. But | won’t back down 
Tom Petty 


will now focus on the genetically-manipulating ‘Covid vaccines’ 

which do not meet this official definition of a vaccine by the US 
Centers for Disease Control (CDC): ‘A product that stimulates a 
person’s immune system to produce immunity to a specific disease, 
protecting the person from that disease.’ On that basis ‘Covid 
vaccines’ are not a vaccine in that the makers don’t even claim they 
stop infection or transmission. 


They are instead part of a multi-levelled conspiracy to change the 
nature of the human body and what it means to be ‘human’ and to 
depopulate an enormous swathe of humanity. What I shall call 
Human 1.0 is on the cusp of becoming Human 2.0 and for very 
sinister reasons. Before I get to the ‘Covid vaccine’ in detail here’s 
some background to vaccines in general. Government regulators do 
not test vaccines — the makers do — and the makers control which 
data is revealed and which isn’t. Children in America are given 50 
vaccine doses by age six and 69 by age 19 and the effect of the whole 
combined schedule has never been tested. Autoimmune diseases 
when the immune system attacks its own body have soared in the 
mass vaccine era and so has disease in general in children and the 
young. Why wouldn't this be the case when vaccines target the 
immune system? The US government gave Big Pharma drug 


companies immunity from prosecution for vaccine death and injury 
in the 1986 National Childhood Vaccine Injury Act (NCVIA) and 
since then the government (taxpayer) has been funding 
compensation for the consequences of Big Pharma vaccines. The 
criminal and satanic drug giants can’t lose and the vaccine schedule 
has increased dramatically since 1986 for this reason. There is no 
incentive to make vaccines safe and a big incentive to make money 
by introducing ever more. Even against a ridiculously high bar to 
prove vaccine liability, and with the government controlling the 
hearing in which it is being challenged for compensation, the vaccine 
court has so far paid out more than $4 billion. These are the vaccines 
we are told are safe and psychopaths like Zuckerberg censor posts 
saying otherwise. The immunity law was even justified by a ruling 
that vaccines by their nature were ‘unavoidably unsafe’. 

Check out the ingredients of vaccines and you will be shocked if 
you are new to this. They put that in children’s bodies?? What?? Try 
aluminium, a brain toxin connected to dementia, aborted foetal 
tissue and formaldehyde which is used to embalm corpses. World- 
renowned aluminium expert Christopher Exley had his research into 
the health effect of aluminium in vaccines shut down by Keele 
University in the UK when it began taking funding from the Bill and 
Melinda Gates Foundation. Research when diseases ‘eradicated’ by 
vaccines began to decline and you will find the fall began long before 
the vaccine was introduced. Sometimes the fall even plateaued after 
the vaccine. Diseases like scarlet fever for which there was no 
vaccine declined in the same way because of environmental and 
other factors. A perfect case in point is the polio vaccine. Polio began 
when lead arsenate was first sprayed as an insecticide and residues 
remained in food products. Spraying started in 1892 and the first US 
polio epidemic came in Vermont in 1894. The simple answer was to 
stop spraying, but Rockefeller-created Big Pharma had a better idea. 
Polio was decreed to be caused by the poliovirus which ‘spreads from 
person to person and can infect a person’s spinal cord’. Lead 
arsenate was replaced by the lethal DDT which had the same effect 
of causing paralysis by damaging the brain and central nervous 


system. Polio plummeted when DDT was reduced and then banned, 
but the vaccine is still given the credit for something it didn’t do. 
Today by far the biggest cause of polio is the vaccines promoted by 
Bill Gates. Vaccine justice campaigner Robert Kennedy Jr, son of 
assassinated (by the Cult) US Attorney General Robert Kennedy, 
wrote: 


In 2017, the World Health Organization (WHO) reluctantly admitted that the global explosion 
in polio is predominantly vaccine strain. The most frightening epidemics in Congo, 
Afghanistan, and the Philippines, are all linked to vaccines. In fact, by 2018, 70% of global 
polio cases were vaccine strain. 


Vaccines make fortunes for Cult-owned Gates and Big Pharma 
while undermining the health and immune systems of the 
population. We had a glimpse of the mentality behind the Big 
Pharma cartel with a report on WION (World is One News), an 
international English language TV station based in India, which 
exposed the extraordinary behaviour of US drug company Pfizer 
over its ‘Covid vaccine’. The WION report told how Pfizer had made 
fantastic demands of Argentina, Brazil and other countries in return 
for its ‘vaccine’. These included immunity from prosecution, even 
for Pfizer negligence, government insurance to protect Pfizer from 
law suits and handing over as collateral sovereign assets of the 
country to include Argentina’s bank reserves, military bases and 
embassy buildings. Pfizer demanded the same of Brazil in the form 
of waiving sovereignty of its assets abroad; exempting Pfizer from 
Brazilian laws; and giving Pfizer immunity from all civil liability. 
This is a ‘vaccine’ developed with government funding. Big Pharma 
is evil incarnate as a creation of the Cult and all must be handed 
tickets to Nuremberg. 


Phantom ‘vaccine’ for a phantom ‘disease’ 

I’ll expose the ‘Covid vaccine’ fraud and then go on to the wider 
background of why the Cult has set out to ‘vaccinate’ every man, 
woman and child on the planet for an alleged ‘new disease’ with a 
survival rate of 99.77 percent (or more) even by the grotesquely- 


manipulated figures of the World Health Organization and Johns 
Hopkins University. The ‘infection’ to ‘death’ ratio is 0.23 to 0.15 
percent according to Stanford epidemiologist Dr John Ioannidis and 
while estimates vary the danger remains tiny. I say that if the truth 
be told the fake infection to fake death ratio is zero. Never mind all 
the evidence I have presented here and in The Answer that there is no 
‘virus’ let us just focus for a moment on that death-rate figure of say 
0.23 percent. The figure includes all those worldwide who have 
tested positive with a test not testing for the ‘virus’ and then died 
within 28 days or even longer of any other cause — any other cause. 
Now subtract all those illusory ‘Covid’ deaths on the global data 
sheets from the 0.23 percent. What do you think you would be left 
with? Zero. A vaccination has never been successfully developed for 
a so-called coronavirus. They have all failed at the animal testing 
stage when they caused hypersensitivity to what they were claiming 
to protect against and made the impact of a disease far worse. Cult- 
owned vaccine corporations got around that problem this time by 
bypassing animal trials, going straight to humans and making the 
length of the ‘trials’ before the public rollout as short as they could 
get away with. Normally it takes five to ten years or more to develop 
vaccines that still cause demonstrable harm to many people and 
that’s without including the long-term effects that are never officially 
connected to the vaccination. ‘Covid’ non-vaccines have been 
officially produced and approved in a matter of months from a 
standing start and part of the reason is that (a) they were developed 
before the ‘Covid’ hoax began and (b) they are based on computer 
programs and not natural sources. Official non-trials were so short 
that government agencies gave emergency, not full, approval. ‘Trials’ 
were not even completed and full approval cannot be secured until 
they are. Public ‘Covid vaccination’ is actually a continuation of the 
trial. Drug company ‘trials’ are not scheduled to end until 2023 by 
which time a lot of people are going to be dead. Data on which 
government agencies gave this emergency approval was supplied by 
the Big Pharma corporations themselves in the form of 
Pfizer/BioNTech, AstraZeneca, Moderna, Johnson & Johnson, and 


others, and this is the case with all vaccines. By its very nature 
emergency approval means drug companies do not have to prove that 
the ‘vaccine’ is ‘safe and effective’. How could they with trials way 
short of complete? Government regulators only have to believe that 
they could be safe and effective. It is criminal manipulation to get 
products in circulation with no testing worth the name. Agencies 
giving that approval are infested with Big Pharma-connected place- 
people and they act in the interests of Big Pharma (the Cult) and not 
the public about whom they do not give a damn. 


More human lab rats 

‘Covid vaccines’ produced in record time by Pfizer/BioNTech and 
Moderna employ a technique never approved before for use on humans. 
They are known as mRNA ‘vaccines’ and inject a synthetic version of 
‘viral’ mRNA or ‘messenger RNA’. The key is in the term 
‘messenger’. The body works, or doesn’t, on the basis of information 
messaging. Communications are constantly passing between and 
within the genetic system and the brain. Change those messages and 
you change the state of the body and even its very nature and you 
can change psychology and behaviour by the way the brain 
processes information. I think you are going to see significant 
changes in personality and perception of many people who have had 
the ‘Covid vaccine’ synthetic potions. Insider Aldous Huxley 
predicted the following in 1961 and mRNA ‘vaccines’ can be 
included in the term ‘pharmacological methods’: 


There will be, in the next generation or so, a pharmacological method of making people love 
their servitude, and producing dictatorship without tears, so to speak, producing a kind of 
painless concentration camp for entire societies, so that people will in fact have their own 
liberties taken away from them, but rather enjoy it, because they will be distracted from any 
desire to rebel by propaganda or brainwashing, or brainwashing enhanced by 
pharmacological methods. And this seems to be the final revolution. 


Apologists claim that mRNA synthetic ‘vaccines’ don’t change the 
DNA genetic blueprint because RNA does not affect DNA only the 
other way round. This is so disingenuous. A process called ‘reverse 


transcription’ can convert RNA into DNA and be integrated into 
DNA in the cell nucleus. This was highlighted in December, 2020, by 
scientists at Harvard and Massachusetts Institute of Technology 
(MIT). Geneticists report that more than 40 percent of mammalian 
genomes results from reverse transcription. On the most basic level 
if messaging changes then that sequence must lead to changes in 
DNA which is receiving and transmitting those communications. 
How can introducing synthetic material into cells not change the 
cells where DNA is located? The process is known as transfection 
which is defined as ‘a technique to insert foreign nucleic acid (DNA 
or RNA) into a cell, typically with the intention of altering the 
properties of the cell’. Researchers at the Sloan Kettering Institute in 
New York found that changes in messenger RNA can deactivate 
tumour-suppressing proteins and thereby promote cancer. This is 
what happens when you mess with messaging. ‘Covid vaccine’ 
maker Moderna was founded in 2010 by Canadian stem cell 
biologist Derrick J. Rossi after his breakthrough discovery in the field 
of transforming and reprogramming stem cells. These are neutral 
cells that can be programmed to become any cell including sperm 
cells. Moderna was therefore founded on the principle of genetic 
manipulation and has never produced any vaccine or drug before its 
genetically-manipulating synthetic ‘Covid’ shite. Look at the name — 
Mode-RNA or Modify-RNA. Another important point is that the US 
Supreme Court has ruled that genetically-modified DNA, or 
complementary DNA (cDNA) synthesized in the laboratory from 
messenger RNA, can be patented and owned. These psychopaths are 
doing this to the human body. 

Cells replicate synthetic mRNA in the ‘Covid vaccines’ and in 
theory the body is tricked into making antigens which trigger 
antibodies to target the ‘virus spike proteins’ which as Dr Tom 
Cowan said have never been seen. Cut the crap and these ‘vaccines’ 
deliver self-replicating synthetic material to the cells with the effect of 
changing human DNA. The more of them you have the more that 
process is compounded while synthetic material is all the time self- 
replicating. ‘Vaccine’-maker Moderna describes mRNA as ‘like 


software for the cell’ and so they are messing with the body’s 
software. What happens when you change the software in a 
computer? Everything changes. For this reason the Cult is preparing 
a production line of mRNA ‘Covid vaccines’ and a long list of 
excuses to use them as with all the ‘variants’ of a ‘virus’ never shown 
to exist. The plan is further to transfer the mRNA technique to other 
vaccines mostly given to children and young people. The cumulative 
consequences will be a transformation of human DNA through a 
constant infusion of synthetic genetic material which will kill many 
and change the rest. Now consider that governments that have given 
emergency approval for a vaccine that’s not a vaccine; never been 
approved for humans before; had no testing worth the name; and 
the makers have been given immunity from prosecution for any 
deaths or adverse effects suffered by the public. The UK government 
awarded permanent legal indemnity to itself and its employees for 
harm done when a patient is being treated for ‘Covid-19’ or 
‘suspected Covid-19’. That is quite a thought when these are possible 
‘side-effects’ from the ‘vaccine’ (they are not ‘side’, they are effects) 
listed by the US Food and Drug Administration: 


Guillain-Barre syndrome; acute disseminated encephalomyelitis; 
transverse myelitis; encephalitis; myelitis; encephalomyelitis; 
meningoencephalitis; meningitis; encephalopathy; convulsions; 
seizures; stroke; narcolepsy; cataplexy; anaphylaxis; acute 
myocardial infarction (heart attack); myocarditis; pericarditis; 
autoimmune disease; death; implications for pregnancy, and birth 
outcomes; other acute demyelinating diseases; non anaphylactic 
allergy reactions; thrombocytopenia ; disseminated intravascular 
coagulation; venous thromboembolism; arthritis; arthralgia; joint 
pain; Kawasaki disease; multisystem inflammatory syndrome in 
children; vaccine enhanced disease. The latter is the way the 
‘vaccine’ has the potential to make diseases far worse than they 
would otherwise be. 


UK doctor and freedom campaigner Vernon Coleman described 
the conditions in this list as ‘all unpleasant, most of them very 
serious, and you can’t get more serious than death’. The thought that 
anyone at all has had the ‘vaccine’ in these circumstances is 
testament to the potential that humanity has for clueless, 
unquestioning, stupidity and for many that programmed stupidity 
has already been terminal. 


Dr Michael Yeadon is a former Vice President, head of research and 
Chief Scientific Adviser at vaccine giant Pfizer. Yeadon worked on 
the inside of Big Pharma, but that did not stop him becoming a vocal 
critic of “Covid vaccines’ and their potential for multiple harms, 
including infertility in women. By the spring of 2021 he went much 
further and even used the no, no, term ‘conspiracy’. When you begin 
to see what is going on it is impossible not to do so. Yeadon spoke 
out in an interview with freedom campaigner James Delingpole and 
I mentioned earlier how he said that no one had samples of ‘the 
virus’. He explained that the mRNA technique originated in the anti- 
cancer field and ways to turn on and off certain genes which could 
be advantageous if you wanted to stop cancer growing out of 
control. “That’s the origin of them. They are a very unusual 
application, really.’ Yeadon said that treating a cancer patient with 
an aggressive procedure might be understandable if the alternative 
was dying, but it was quite another thing to use the same technique 
as a public health measure. Most people involved wouldn’t catch the 
infectious agent you were vaccinating against and if they did they 
probably wouldn't die: 


If you are really using it as a public health measure you really want to as close as you can get 
to zero sides-effects ... | find it odd that they chose techniques that were really cutting their 
teeth in the field of oncology and I’m worried that in using gene-based vaccines that have to 
be injected in the body and spread around the body, get taken up into some cells, and the 
regulators haven’t quite told us which cells they get taken up into ... you are going to be 
generating a wide range of responses ... with multiple steps each of which could go well or 
badly. 


I doubt the Cult intends it to go well. Yeadon said that you can put 
any gene you like into the body through the ‘vaccine’. ‘You can 
certainly give them a gene that would do them some harm if you 
wanted.’ I was intrigued when he said that when used in the cancer 
field the technique could turn genes on and off. I explore this process 
in The Answer and with different genes having different functions 
you could create mayhem — physically and psychologically — if you 
turned the wrong ones on and the right ones off. I read reports of an 
experiment by researchers at the University of Washington’s school 
of computer science and engineering in which they encoded DNA to 
infect computers. The body is itself a biological computer and if 
human DNA can inflict damage on a computer why can’t the 
computer via synthetic material mess with the human body? It can. 
The Washington research team said it was possible to insert 
malicious malware into ‘physical DNA strands’ and corrupt the 
computer system of a gene sequencing machine as it ‘reads gene 
letters and stores them as binary digits 0 and 1’. They concluded that 
hackers could one day use blood or spit samples to access computer 
systems and obtain sensitive data from police forensics labs or infect 
genome files. It is at this level of digital interaction that synthetic 
‘vaccines’ need to be seen to get the full picture and that will become 
very clear later on. Michael Yeadon said it made no sense to give the 
‘vaccine’ to younger people who were in no danger from the ‘virus’. 
What was the benefit? It was all downside with potential effects: 


The fact that my government in what | thought was a civilised, rational country, is raining [the 
‘vaccine’] on people in their 30s and 40s, even my children in their 20s, they’re getting letters 
and phone calls, | know this is not right and any of you doctors who are vaccinating you 
know it’s not right, too. They are not at risk. They are not at risk from the disease, so you are 
now hoping that the side-effects are so rare that you get away with it. You don’t give new 
technology ... that you don’t understand to 100 percent of the population. 


Blood clot problems with the AstraZeneca ‘vaccine’ have been 
affecting younger people to emphasise the downside risks with no 
benefit. AstraZeneca’s version, produced with Oxford University, 
does not use mRNA, but still gets its toxic cocktail inside cells where 


it targets DNA. The Johnson & Johnson ‘vaccine’ which uses a 
similar technique has also produced blood clot effects to such an 
extent that the United States paused its use at one point. They are all 
‘gene therapy’ (cell modification) procedures and not ‘vaccines’. The 
truth is that once the content of these injections enter cells we have 
no idea what the effect will be. People can speculate and some can 
give very educated opinions and that’s good. In the end, though, 
only the makers know what their potions are designed to do and 
even they won't know every last consequence. Michael Yeadon was 
scathing about doctors doing what they knew to be wrong. 
‘Everyone’s mute’, he said. Doctors in the NHS must know this was 
not right, coming into work and injecting people. ‘I don’t know how 
they sleep at night. I know I couldn’t do it. I know that if I were in 
that position I’d have to quit.’ He said he knew enough about 
toxicology to know this was not a good risk-benefit. Yeadon had 
spoken to seven or eight university professors and all except two 
would not speak out publicly. Their universities had a policy that no 
one said anything that countered the government and its medical 
advisors. They were afraid of losing their government grants. This is 
how intimidation has been used to silence the truth at every level of 
the system. I say silence, but these people could still speak out if they 
made that choice. Yeadon called them ‘moral cowards’ — ‘This is 
about your children and grandchildren’s lives and you have just 
buggered off and left it.’ 


‘Variant nonsense 

Some of his most powerful comments related to the alleged 
‘variants’ being used to instil more fear, justify more lockdowns, and 
introduce more ‘vaccines’. He said government claims about 
‘variants’ were nonsense. He had checked the alleged variant ‘codes’ 
and they were 99.7 percent identical to the ‘original’. This was the 
human identity difference equivalent to putting a baseball cap on 
and off or wearing it the other way round. A 0.3 percent difference 
would make it impossible for that ‘variant’ to escape immunity from 
the ‘original’. This made no sense of having new ‘vaccines’ for 


‘variants’. He said there would have to be at least a 30 percent 
difference for that to be justified and even then he believed the 
immune system would still recognise what it was. Gates-funded 
‘variant modeller’ and ‘vaccine’-pusher John Edmunds might care to 
comment. Yeadon said drug companies were making new versions 
of the ‘vaccine’ as a ‘top up’ for ‘variants’. Worse than that, he said, 
the ‘regulators’ around the world like the MHRA in the UK had got 
together and agreed that because ‘vaccines’ for ‘variants’ were so 
similar to the first ‘vaccines’ they did not have to do safety studies. How 
transparently sinister that is. This is when Yeadon said: “There is a 
conspiracy here.’ There was no need for another vaccine for 
‘variants’ and yet we were told that there was and the country had 
shut its borders because of them. ‘They are going into hundreds of 
millions of arms without passing ‘go’ or any regulator. Why did they 
do that? Why did they pick this method of making the vaccine?’ 


The reason had to be something bigger than that it seemed and 
‘it’s not protection against the virus’. It’s was a far bigger project that 
meant politicians and advisers were willing to do things and not do 
things that knowingly resulted in avoidable deaths — ‘that’s already 
happened when you think about lockdown and deprivation of 
health care for a year.’ He spoke of people prepared to do something 
that results in the avoidable death of their fellow human beings and 
it not bother them. This is the penny-drop I have been working to 
get across for more than 30 years — the level of pure evil we are 
dealing with. Yeadon said his friends and associates could not 
believe there could be that much evil, but he reminded them of 
Stalin, Pol Pot and Hitler and of what Stalin had said: ‘One death is a 
tragedy. A million? A statistic.” He could not think of a benign 
explanation for why you need top-up vaccines ‘which I’m sure you 
don’t’ and for the regulators ‘to just get out of the way and wave 
them through’. Why would the regulators do that when they were 
still wrestling with the dangers of the ‘parent’ vaccine? He was 
clearly shocked by what he had seen since the ‘Covid’ hoax began 
and now he was thinking the previously unthinkable: 


If you wanted to depopulate a significant proportion of the world and to do it in a way that 
doesn’t involve destruction of the environment with nuclear weapons, poisoning everyone 
with anthrax or something like that, and you wanted plausible deniability while you had a 
multi-year infectious disease crisis, | actually don’t think you could come up with a better plan 
of work than seems to be in front of me. | can’t say that’s what they are going to do, but | can’t 
think of a benign explanation why they are doing it. 


He said he never thought that they would get rid of 99 percent of 
humans, but now he wondered. ‘If you wanted to that this would be 
a hell of a way to do it — it would be unstoppable folks.’ Yeadon had 
concluded that those who submitted to the ‘vaccine’ would be 
allowed to have some kind of normal life (but for how long?) while 
screws were tightened to coerce and mandate the last few percent. ‘I 
think they’Il put the rest of them in a prison camp. I wish I was 
wrong, but I don’t think I am.’ Other points he made included: There 
were no coronavirus vaccines then suddenly they all come along at 
the same time; we have no idea of the long term affect with trials so 
short; coercing or forcing people to have medical procedures is 
against the Nuremberg Code instigated when the Nazis did just that; 
people should at least delay having the ‘vaccine’; a quick Internet 
search confirms that masks don’t reduce respiratory viral 
transmission and ‘the government knows that’; they have smashed 
civil society and they know that, too; two dozen peer-reviewed 
studies show no connection between lockdown and reducing deaths; 
he knew from personal friends the elite were still flying around and 
going on holiday while the public were locked down; the elite were 
not having the ‘vaccines’. He was also asked if ‘vaccines’ could be 
made to target difference races. He said he didn’t know, but the 
document by the Project for the New American Century in 
September, 2000, said developing ‘advanced forms of biological 
warfare that can target specific genotypes may transform biological 
warfare from the realm of terror to a politically useful tool.’ Oh, 
they’re evil all right. Of that we can be absolutely sure. 


We have seen from the CDC definition that the mRNA ‘Covid 
vaccine’ is not a vaccine and nor are the others that claim to reduce 
‘severity of symptoms’ in some people, but not protect from infection 
or transmission. What about all the lies about returning to ‘normal’ if 
people were ‘vaccinated’? If they are not claimed to stop infection 
and transmission of the alleged ‘virus’, how does anything change? 
This was all lies to manipulate people to take the jabs and we are 
seeing that now with masks and distancing still required for the 
‘vaccinated’. How did they think that elderly people with fragile 
health and immune responses were going to be affected by infusing 
their cells with synthetic material and other toxic substances? They 
knew that in the short and long term it would be devastating and 
fatal as the culling of the old that began with the first lockdowns was 
continued with the ‘vaccine’. Death rates in care homes soared 
immediately residents began to be ‘vaccinated’ — infused with 
synthetic material. Brave and committed whistleblower nurses put 
their careers at risk by exposing this truth while the rest kept their 
heads down and their mouths shut to put their careers before those 
they are supposed to care for. A long-time American Certified 
Nursing Assistant who gave his name as James posted a video in 
which he described emotionally what happened in his care home 
when vaccination began. He said that during 2020 very few residents 
were sick with ‘Covid’ and no one died during the entire year; but 
shortly after the Pfizer mRNA injections 14 people died within two 
weeks and many others were near death. ‘They’re dropping like 
flies’, he said. Residents who walked on their own before the shot 
could no longer and they had lost their ability to conduct an 
intelligent conversation. The home’s management said the sudden 
deaths were caused by a ‘super-spreader’ of ‘Covid-19’. Then how 
come, James asked, that residents who refused to take the injections 
were not sick? It was a case of inject the elderly with mRNA 
synthetic potions and blame their illness and death that followed on 
the ‘virus’. James described what was happening in care homes as 
‘the greatest crime of genocide this country has ever seen’. 
Remember the NHS staff nurse from earlier who used the same 


word ‘genocide’ for what was happening with the ‘vaccines’ and 
that it was an ‘act of human annihilation’. A UK care home 
whistleblower told a similar story to James about the effect of the 
‘vaccine’ in deaths and ‘outbreaks’ of illness dubbed ‘Covid’ after 
getting the jab. She told how her care home management and staff 
had zealously imposed government regulations and no one was 
allowed to even question the official narrative let alone speak out 
against it. She said the NHS was even worse. Again we see the 
results of reframing. A worker at a local care home where I live said 
they had not had a single case of ‘Covid’ there for almost a year and 
when the residents were ‘vaccinated’ they had 19 positive cases in 
two weeks with eight dying. 


It's not the ‘vaccine’ — honest 

The obvious cause and effect was being ignored by the media and 
most of the public. Australia’s health minister Greg Hunt (a former 
head of strategy at the World Economic Forum) was admitted to 
hospital after he had the ‘vaccine’. He was suffering according to 
reports from the skin infection ‘cellulitis’ and it must have been a 
severe case to have warranted days in hospital. Immediately the 
authorities said this was nothing to do with the ‘vaccine’ when an 
effect of some vaccines is a ‘cellulitis-like reaction’. We had families 
of perfectly healthy old people who died after the ‘vaccine’ saying 
that if only they had been given the ‘vaccine’ earlier they would still 
be alive. As a numbskull rating that is off the chart. A father of four 
‘died of Covid’ at aged 48 when he was taken ill two days after 
having the ‘vaccine’. The man, a health administrator, had been 
‘shielding during the pandemic’ and had ‘not really left the house’ 
until he went for the ‘vaccine’. Having the ‘vaccine’ and then falling 
ill and dying does not seem to have qualified as a possible cause and 
effect and ‘Covid-19’ went on his death certificate. His family said 
they had no idea how he ‘caught the virus’. A family member said: 
‘Tragically, it could be that going for a vaccination ultimately led to 
him catching Covid ...The sad truth is that they are never going to 
know where it came from.’ The family warned people to remember 


that the virus still existed and was ‘very real’. So was their stupidity. 
Nurses and doctors who had the first round of the ‘vaccine’ were 
collapsing, dying and ending up in a hospital bed while they or their 
grieving relatives were saying they'd still have the ‘vaccine’ again 
despite what happened. I kid you not. You mean if your husband 
returned from the dead he’d have the same ‘vaccine’ again that killed 
him?? 

Doctors at the VCU Medical Center in Richmond, Virginia, said 
the Johnson & Johnson ‘vaccine’ was to blame for a man’s skin 
peeling off. Patient Richard Terrell said: ‘It all just happened so fast. 
My skin peeled off. It’s still coming off on my hands now.’ He said it 
was stinging, burning and itching and when he bent his arms and 
legs it was very painful with ‘the skin swollen and rubbing against 
itself’. Pfizer/BioNTech and Moderna vaccines use mRNA to change 
the cell while the Johnson & Johnson version uses DNA in a process 
similar to AstraZeneca’s technique. Johnson & Johnson and 
AstraZeneca have both had their ‘vaccines’ paused by many 
countries after causing serious blood problems. Terrell’s doctor Fnu 
Nutan said he could have died if he hadn’t got medical attention. It 
sounds terrible so what did Nutan and Terrell say about the ‘vaccine’ 
now? Oh, they still recommend that people have it. A nurse in a 
hospital bed 40 minutes after the vaccination and unable to swallow 
due to throat swelling was told by a doctor that he lost mobility in 
his arm for 36 hours following the vaccination. What did he say to 
the ailing nurse? ‘Good for you for getting the vaccination.’ We are 
dealing with a serious form of cognitive dissonance madness in both 
public and medical staff. There is a remarkable correlation between 
those having the ‘vaccine’ and trumpeting the fact and suffering bad 
happenings shortly afterwards. Witold Rogiewicz, a Polish doctor, 
made a video of his ‘vaccination’ and ridiculed those who were 
questioning its safety and the intentions of Bill Gates: “Vaccinate 
yourself to protect yourself, your loved ones, friends and also 
patients. And to mention quickly I have info for anti-vaxxers and 
anti-Coviders if you want to contact Bill Gates you can do this 
through me.’ He further ridiculed the dangers of 5G. Days later he 


was dead, but naturally the vaccination wasn’t mentioned in the 
verdict of ‘heart attack’. 


Lies, lies and more lies 

So many members of the human race have slipped into extreme 
states of insanity and unfortunately they include reframed doctors 
and nursing staff. Having a ‘vaccine’ and dying within minutes or 
hours is not considered a valid connection while death from any 
cause within 28 days or longer of a positive test with a test not 
testing for the ‘virus’ means “Covid-19’ goes on the death certificate. 
How could that ‘vaccine’-death connection not have been made 
except by calculated deceit? US figures in the initial rollout period to 
February 12th, 2020, revealed that a third of the deaths reported to 
the CDC after ‘Covid vaccines’ happened within 48 hours. Five men 
in the UK suffered an ‘extremely rare’ blood clot problem after 
having the AstraZeneca ‘vaccine’, but no causal link was established 
said the Gates-funded Medicines and Healthcare products 
Regulatory Agency (MHRA) which had given the ‘vaccine’ 
emergency approval to be used. Former Pfizer executive Dr Michael 
Yeadon explained in his interview how the procedures could cause 
blood coagulation and clots. People who should have been at no risk 
were dying from blood clots in the brain and he said he had heard 
from medical doctor friends that people were suffering from skin 
bleeding and massive headaches. The AstraZeneca ‘shot’ was 
stopped by some 20 countries over the blood clotting issue and still 
the corrupt MHRA, the European Medicines Agency (EMA) and the 
World Health Organization said that it should continue to be given 
even though the EMA admitted that it ‘still cannot rule out 
definitively’ a link between blood clotting and the ‘vaccine’. Later 
Marco Cavaleri, head of EMA vaccine strategy, said there was indeed 
a clear link between the ‘vaccine’ and thrombosis, but they didn’t 
know why. So much for the trials showing the ‘vaccine’ is safe. Blood 
clots were affecting younger people who would be under virtually 
no danger from ‘Covid’ even if it existed which makes it all the more 
stupid and sinister. 


The British government responded to public alarm by wheeling 
out June Raine, the terrifyingly weak infant school headmistress 
sound-alike who heads the UK MHRA drug ‘regulator’. The idea 
that she would stand up to Big Pharma and government pressure is 
laughable and she told us that all was well in the same way that she 
did when allowing untested, never-used-on-humans-before, 
genetically-manipulating ‘vaccines’ to be exposed to the public in the 
first place. Mass lying is the new normal of the ‘Covid’ era. The 
MHRA later said 30 cases of rare blood clots had by then been 
connected with the AstraZeneca ‘vaccine’ (that means a lot more in 
reality) while stressing that the benefits of the jab in preventing 
‘Covid-19 outweighed any risks. A more ridiculous and 
disingenuous statement with callous disregard for human health it is 
hard to contemplate. Immediately after the mendacious ‘all-clears’ 
two hospital workers in Denmark experienced blood clots and 
cerebral haemorrhaging following the AstraZeneca jab and one died. 
Top Norwegian health official Pal Andre Holme said the ‘vaccine’ 
was the only common factor: ‘There is nothing in the patient history 
of these individuals that can give such a powerful immune response 
... lam confident that the antibodies that we have found are the 
cause, and I see no other explanation than it being the vaccine which 
triggers it.’ Strokes, a clot or bleed in the brain, were clearly 
associated with the ‘vaccine’ from word of mouth and whistleblower 
reports. Similar consequences followed with all these ‘vaccines’ that 
we were told were so safe and as the numbers grew by the day it 
was clear we were witnessing human carnage. 


Learning the hard way 

A woman interviewed by UKColumn told how her husband 
suffered dramatic health effects after the vaccine when he’d been in 
good health all his life. He went from being a little unwell to losing 
all feeling in his legs and experiencing ‘excruciating pain’. 
Misdiagnosis followed twice at Accident and Emergency (an 
‘allergy’ and ‘sciatica’) before he was admitted to a neurology ward 
where doctors said his serious condition had been caused by the 


‘vaccine’. Another seven ‘vaccinated’ people were apparently being 
treated on the same ward for similar symptoms. The woman said he 
had the ‘vaccine’ because they believed media claims that it was safe. 
‘I didn’t think the government would give out a vaccine that does 
this to somebody; I believed they would be bringing out a 
vaccination that would be safe.’ What a tragic way to learn that 
lesson. Another woman posted that her husband was transporting 
stroke patients to hospital on almost every shift and when he asked 
them if they had been ‘vaccinated’ for ‘Covid’ they all replied ‘yes’. 
One had a ‘massive brain bleed’ the day after his second dose. She 
said her husband reported the ‘just been vaccinated’ information 
every time to doctors in A and E only for them to ignore it, make no 
notes and appear annoyed that it was even mentioned. This 
particular report cannot be verified, but it expresses a common 
theme that confirms the monumental underreporting of ‘vaccine’ 
consequences. Interestingly as the ‘vaccines’ and their brain blood 
clot/stroke consequences began to emerge the UK National Health 
Service began a publicity campaign telling the public what to do in 
the event of a stroke. A Scottish NHS staff nurse who quit in disgust 
in March, 2021, said: 


| have seen traumatic injuries from the vaccine, they’re not getting reported to the yellow card 
[adverse reaction] scheme, they’re treating the symptoms, not asking why, why it’s happening. 
It’s just treating the symptoms and when you speak about it you’re dismissed like you’re crazy, 
I’m not crazy, I’m not crazy because every other colleague I’ve spoken to is terrified to speak 
out, they’ve had enough. 


Videos appeared on the Internet of people uncontrollably shaking 
after the ‘vaccine’ with no control over muscles, limbs and even their 
face. A Scottish mother broke out in a severe rash all over her body 
almost immediately after she was given the AstraZeneca ‘vaccine’. 
The pictures were horrific. Leigh King, a 41-year-old hairdresser 
from Lanarkshire said: ‘Never in my life was I prepared for what I 
was about to experience ... My skin was so sore and constantly hot 
... [have never felt pain like this ...’ But don’t you worry, the 
‘vaccine’ is perfectly safe. Then there has been the effect on medical 


staff who have been pressured to have the ‘vaccine’ by psychopathic 
‘health’ authorities and government. A London hospital consultant 
who gave the name K. Polyakova wrote this to the British Medical 
Journal or BMJ: 


| am currently struggling with ... the failure to report the reality of the morbidity caused by our 
current vaccination program within the health service and staff population. The levels of 
sickness after vaccination is unprecedented and staff are getting very sick and some with 
neurological symptoms which is having a huge impact on the health service function. Even 
the young and healthy are off for days, some for weeks, and some requiring medical 
treatment. Whole teams are being taken out as they went to get vaccinated together. 


Mandatory vaccination in this instance is stupid, unethical and irresponsible when it comes to 
protecting our staff and public health. We are in the voluntary phase of vaccination, and 
encouraging staff to take an unlicensed product that is impacting on their immediate health ... 
it is clearly stated that these vaccine products do not offer immunity or stop transmission. In 
which case why are we doing it? 


Not to protect health that’s for sure. Medical workers are lauded by 
governments for agenda reasons when they couldn’t give a toss 
about them any more than they can for the population in general. 
Schools across America faced the same situation as they closed due 
to the high number of teachers and other staff with bad reactions to 
the Pfizer/BioNTech, Moderna, and Johnson & Johnson ‘Covid 
vaccines’ all of which were linked to death and serious adverse 
effects. The BMJ took down the consultant’s comments pretty 
quickly on the grounds that they were being used to spread 
‘disinformation’. They were exposing the truth about the ‘vaccine’ 
was the real reason. The cover-up is breathtaking. 


The scale of the ‘vaccine’ death cover-up worldwide can be 
confirmed by comparing official figures with the personal experience 
of the public. I heard of many people in my community who died 
immediately or soon after the vaccine that would never appear in the 
media or even likely on the official totals of ‘vaccine’ fatalities and 
adverse reactions when only about ten percent are estimated to be 


reported and I have seen some estimates as low as one percent in a 
Harvard study. In the UK alone by April 29th, 2021, some 757,654 
adverse reactions had been officially reported from the 

Pfizer/BioN Tech, Oxford/AstraZeneca and Moderna ‘vaccines’ with 
more than a thousand deaths linked to jabs and that means an 
estimated ten times this number in reality from a ten percent 
reporting rate percentage. That’s seven million adverse reactions and 
10,000 potential deaths and a one percent reporting rate would be 
ten times those figures. In 1976 the US government pulled the swine 
flu vaccine after 53 deaths. The UK data included a combined 10,000 
eye disorders from the ‘Covid vaccines’ with more than 750 suffering 
visual impairment or blindness and again multiply by the estimated 
reporting percentages. As ‘Covid cases’ officially fell hospitals 
virtually empty during the ‘Covid crisis’ began to fill up with a 
range of other problems in the wake of the ‘vaccine’ rollout. The 
numbers across America have also been catastrophic. Deaths linked 
to all types of vaccine increased by 6,000 percent in the first quarter of 
2021 compared with 2020. A 39-year-old woman from Ogden, Utah, 
died four days after receiving a second dose of Moderna’s ‘Covid 
vaccine’ when her liver, heart and kidneys all failed despite the fact 
that she had no known medical issues or conditions. Her family 
sought an autopsy, but Dr Erik Christensen, Utah’s chief medical 
examiner, said proving vaccine injury as a cause of death almost 
never happened. He could think of only one instance where an 
autopsy would name a vaccine as the official cause of death and that 
would be anaphylaxis where someone received a vaccine and died 
almost instantaneously. ‘Short of that, it would be difficult for us to 
definitively say this is the vaccine,’ Christensen said. If that is true 
this must be added to the estimated ten percent (or far less) 
reporting rate of vaccine deaths and serious reactions and the 
conclusion can only be that vaccine deaths and serious reactions — 
including these ‘Covid’ potions’ — are phenomenally understated in 
official figures. The same story can be found everywhere. Endless 
accounts of deaths and serious reactions among the public, medical 


and care home staff while official figures did not even begin to 
reflect this. 


Professional script-reader Dr David Williams, a ‘top public-health 
official’ in Ontario, Canada, insulted our intelligence by claiming 
only four serious adverse reactions and no deaths from the more 
than 380,000 vaccine doses then given. This bore no resemblance to 
what people knew had happened in their owns circles and we had 
Dirk Huyer in charge of getting millions vaccinated in Ontario while 
at the same time he was Chief Coroner for the province investigating 
causes of death including possible death from the vaccine. An aide 
said he had stepped back from investigating deaths, but evidence 
indicated otherwise. Rosemary Frei, who secured a Master of Science 
degree in molecular biology at the Faculty of Medicine at Canada’s 
University of Calgary before turning to investigative journalism, was 
one who could see that official figures for ‘vaccine’ deaths and 
reactions made no sense. She said that doctors seldom reported 
adverse events and when people got really sick or died after getting 
a vaccination they would attribute that to anything except the 
vaccines. It had been that way for years and anyone who wondered 
aloud whether the ‘Covid vaccines’ or other shots cause harm is 
immediately branded as ‘anti-vax’ and ‘anti-science’. This was 
‘career-threatening’ for health professionals. Then there was the 
huge pressure to support the push to ‘vaccinate’ billions in the 
quickest time possible. Frei said: 


So that’s where we’re at today. More than half a million vaccine doses have been given to 
people in Ontario alone. The rush is on to vaccinate all 15 million of us in the province by 
September. And the mainstream media are screaming for this to be sped up even more. That 
all adds up to only a very slim likelihood that we’re going to be told the truth by officials 
about how many people are getting sick or dying from the vaccines. 


What is true of Ontario is true of everywhere. 


They KNEW — and still did it 


The authorities knew what was going to happen with multiple 
deaths and adverse reactions. The UK government’s Gates-funded 


and Big Pharma-dominated Medicines and Healthcare products 
Regulatory Agency (MHRA) hired a company to employ AI in 
compiling the projected reactions to the ‘vaccine’ that would 
otherwise be uncountable. The request for applications said: “The 
MHRA urgently seeks an Artificial Intelligence (AI) software tool to 
process the expected high volume of Covid-19 vaccine Adverse Drug 
Reaction ...’ This was from the agency, headed by the disingenuous 
June Raine, that gave the ‘vaccines’ emergency approval and the 
company was hired before the first shot was given. ‘We are going to 
kill and maim you — is that okay?’ ‘Oh, yes, perfectly fine — I’m very 
grateful, thank you, doctor.’ The range of “Covid vaccine’ adverse 
reactions goes on for page after page in the MHRA criminally 
underreported ‘Yellow Card’ system and includes affects to eyes, 
ears, skin, digestion, blood and so on. Raine’s MHRA amazingly 
claimed that the ‘overall safety experience ... is so far as expected 
from the clinical trials’. The death, serious adverse effects, deafness 
and blindness were expected? When did they ever mention that? If 
these human tragedies were expected then those that gave approval 
for the use of these ‘vaccines’ must be guilty of crimes against 
humanity including murder — a definition of which is ‘killing a 
person with malice aforethought or with recklessness manifesting 
extreme indifference to the value of human life.” People involved at 
the MHRA, the CDC in America and their equivalent around the 
world must go before Nuremberg trials to answer for their callous 
inhumanity. We are only talking here about the immediate effects of 
the ‘vaccine’. The longer-term impact of the DNA synthetic 
manipulation is the main reason they are so hysterically desperate to 
inoculate the entire global population in the shortest possible time. 
Africa and the developing world are a major focus for the ‘vaccine’ 
depopulation agenda and a mass vaccination sales-pitch is 
underway thanks to caring people like the Rockefellers and other 
Cult assets. The Rockefeller Foundation, which pre-empted the 
‘Covid pandemic’ in a document published in 2010 that ‘predicted’ 
what happened a decade later, announced an initial $34.95 million 
grant in February, 2021, ‘to ensure more equitable access to Covid-19 


testing and vaccines’ among other things in Africa in collaboration 
with ‘24 organizations, businesses, and government agencies’. The 
pan-Africa initiative would focus on 10 countries: Burkina Faso, 
Ethiopia, Ghana, Kenya, Nigeria, Rwanda, South Africa, Tanzania, 
Uganda, and Zambia’. Rajiv Shah, President of the Rockefeller 
Foundation and former administrator of ClA-controlled USAID, said 
that if Africa was not mass-vaccinated (to change the DNA of its 
people) it was a ‘threat to all of humanity’ and not fair on Africans. 
When someone from the Rockefeller Foundation says they want to 
do something to help poor and deprived people and countries it is 
time for a belly-laugh. They are doing this out of the goodness of 
their ‘heart’ because ‘vaccinating’ the entire global population is 
what the ‘Covid’ hoax set out to achieve. Official ‘decolonisation’ of 
Africa by the Cult was merely a prelude to financial colonisation on 
the road to a return to physical colonisation. The ‘vaccine’ is vital to 
that and the sudden and convenient death of the ‘Covid’ sceptic 
president of Tanzania can be seen in its true light. A lot of people in 
Africa are aware that this is another form of colonisation and 
exploitation and they need to stand their ground. 


The ‘vaccine is working scam 

A potential problem for the Cult was that the ‘vaccine’ is meant to 
change human DNA and body messaging and not to protect anyone 
from a ‘virus’ never shown to exist. The vaccine couldn’t work 
because it was not designed to work and how could they make it 
appear to be working so that more people would have it? This was 
overcome by lowering the amplification rate of the PCR test to 
produce fewer ‘cases’ and therefore fewer ‘deaths’. Some of us had 
been pointing out since March, 2020, that the amplification rate of 
the test not testing for the ‘virus’ had been made artificially high to 
generate positive tests which they could call ‘cases’ to justify 
lockdowns. The World Health Organization recommended an 
absurdly high 45 amplification cycles to ensure the high positives 
required by the Cult and then remained silent on the issue until 
January 20th, 2021 — Biden’s Inauguration Day. This was when the 


‘vaccinations’ were seriously underway and on that day the WHO 
recommended after discussions with America’s CDC that 
laboratories lowered their testing amplification. Dr David Samadi, a 
certified urologist and health writer, said the WHO was encouraging 
all labs to reduce their cycle count for PCR tests. He said the current 
cycle was much too high and was ‘resulting in any particle being 
declared a positive case’. Even one mainstream news report I saw 
said this meant the number of “Covid’ infections may have been 
‘dramatically inflated’. Oh, just a little bit. The CDC in America 
issued new guidance to laboratories in April, 2021, to use 28 cycles 
but only for ‘vaccinated’ people. The timing of the CDC/WHO 
interventions were cynically designed to make it appear the 
‘vaccines’ were responsible for falling cases and deaths when the real 
reason can be seen in the following examples. New York’s state lab, 
the Wadsworth Center, identified 872 positive tests in July, 2020, 
based on a threshold of 40 cycles. When the figure was lowered to 35 
cycles 43 percent of the 872 were no longer ‘positives’. At 30 cycles 
the figure was 63 percent. A Massachusetts lab found that between 
85 to 90 percent of people who tested positive in July with a cycle 
threshold of 40 would be negative at 30 cycles, Ashish Jha, MD, 
director of the Harvard Global Health Institute, said: ‘I’m really 
shocked that it could be that high ... Boy, does it really change the 
way we need to be thinking about testing.’ I’m shocked that I could 
see the obvious in the spring of 2020, with no medical background, 
and most medical professionals still haven’t worked it out. No, that’s 
not shocking — it’s terrifying. 

Three weeks after the WHO directive to lower PCR cycles the 
London Daily Mail ran this headline: ‘Why ARE Covid cases 
plummeting? New infections have fallen 45% in the US and 30% 
globally in the past 3 weeks but experts say vaccine is NOT the main 
driver because only 8% of Americans and 13% of people worldwide 
have received their first dose.’ They acknowledged that the drop 
could not be attributed to the ‘vaccine’, but soon this morphed 
throughout the media into the ‘vaccine’ has caused cases and deaths 
to fall when it was the PCR threshold. In December, 2020, there was 


chaos at English Channel ports with truck drivers needing negative 
‘Covid’ tests before they could board a ferry home for Christmas. 
The government wanted to remove the backlog as fast as possible 
and they brought in troops to do the ‘testing’. Out of 1,600 drivers 
just 36 tested positive and the rest were given the all clear to cross 
the Channel. I guess the authorities thought that 36 was the least 
they could get away with without the unquestioning catching on. 
The amplification trick which most people believed in the absence of 
information in the mainstream applied more pressure on those 
refusing the ‘vaccine’ to succumb when it ‘obviously worked’. The 
truth was the exact opposite with deaths in care homes soaring with 
the ‘vaccine’ and in Israel the term used was ‘skyrocket’. A re- 
analysis of published data from the Israeli Health Ministry led by Dr 
Hervé Seligmann at the Medicine Emerging Infectious and Tropical 
Diseases at Aix-Marseille University found that Pfizer’s ‘Covid 
vaccine’ killed ‘about 40 times more [elderly] people than the disease 
itself would have killed’ during a five-week vaccination period and 
260 times more younger people than would have died from the 
‘virus’ even according to the manipulated ‘virus’ figures. Dr 
Seligmann and his co-study author, Haim Yativ, declared after 
reviewing the Israeli ‘vaccine’ death data: ‘This is a new Holocaust.’ 


Then, in mid-April, 2021, after vast numbers of people worldwide 
had been ‘vaccinated’, the story changed with clear coordination. 
The UK government began to prepare the ground for more future 
lockdowns when Nuremberg-destined Boris Johnson told yet 
another whopper. He said that cases had fallen because of lockdowns 
not ‘vaccines’. Lockdowns are irrelevant when there is no ‘virus’ and 
the test and fraudulent death certificates are deciding the number of 
‘cases’ and ‘deaths’. Study after study has shown that lockdowns 
don’t work and instead kill and psychologically destroy people. 
Meanwhile in the United States Anthony Fauci and Rochelle 
Walensky, the ultra-Zionist head of the CDC, peddled the same line. 
More lockdown was the answer and not the ‘vaccine’, a line repeated 
on cue by the moron that is Canadian Prime Minister Justin Trudeau. 
Why all the hysteria to get everyone ‘vaccinated’ if lockdowns and 


not ‘vaccines’ made the difference? None of it makes sense on the 
face of it. Oh, but it does. The Cult wants lockdowns and the 
‘vaccine’ and if the ‘vaccine’ is allowed to be seen as the total answer 
lockdowns would no longer be justified when there are still 
livelihoods to destroy. ‘Variants’ and renewed upward manipulation 
of PCR amplification are planned to instigate never-ending 
lockdown and more ‘vaccines’. 


You must have it— we're desperate 

Israel, where the Jewish and Arab population are ruled by the 
Sabbatian Cult, was the front-runner in imposing the DNA- 
manipulating ‘vaccine’ on its people to such an extent that Jewish 
refusers began to liken what was happening to the early years of 
Nazi Germany. This would seem to be a fantastic claim. Why would 
a government of Jewish people be acting like the Nazis did? If you 
realise that the Sabbatian Cult was behind the Nazis and that 
Sabbatians hate Jews the pieces start to fit and the question of why a 
‘Jewish’ government would treat Jews with such callous disregard 
for their lives and freedom finds an answer. Those controlling the 
government of Israel aren't Jewish — they're Sabbatian. Israeli lawyer 
Tamir Turgal was one who made the Nazi comparison in comments 
to German lawyer Reiner Fuellmich who is leading a class action 
lawsuit against the psychopaths for crimes against humanity. Turgal 
described how the Israeli government was vaccinating children and 
pregnant women on the basis that there was no evidence that this 
was dangerous when they had no evidence that it wasn’t dangerous 
either. They just had no evidence. This was medical experimentation 
and Turgal said this breached the Nuremberg Code about medical 
experimentation and procedures requiring informed consent and 
choice. Think about that. A Nuremberg Code developed because of 
Nazi experimentation on Jews and others in concentration camps by 
people like the evil-beyond-belief Josef Mengele is being breached by 
the Israeli government; but when you know that it’s a Sabbatian 
government along with its intelligence and military agencies like 
Mossad, Shin Bet and the Israeli Defense Forces, and that Sabbatians 


were the force behind the Nazis, the kaleidoscope comes into focus. 
What have we come to when Israeli Jews are suing their government 
for violating the Nuremberg Code by essentially making Israelis 
subject to a medical experiment using the controversial ‘vaccines’? 
It’s a shocker that this has to be done in the light of what happened 
in Nazi Germany. The Anshe Ha-Emet, or ‘People of the Truth’, 
made up of Israeli doctors, lawyers, campaigners and public, have 
launched a lawsuit with the International Criminal Court. It says: 


When the heads of the Ministry of Health as well as the prime minister presented the vaccine 
in Israel and began the vaccination of Israeli residents, the vaccinated were not advised, that, 
in practice, they are taking part in a medical experiment and that their consent is required for 
this under the Nuremberg Code. 


The irony is unbelievable, but easily explained in one word: 
Sabbatians. The foundation of Israeli ‘Covid’ apartheid is the ‘green 
pass’ or ‘green passport’ which allows Jews and Arabs who have 
had the DNA-manipulating ‘vaccine’ to go about their lives — to 
work, fly, travel in general, go to shopping malls, bars, restaurants, 
hotels, concerts, gyms, swimming pools, theatres and sports venues, 
while non-’ vaccinated’ are banned from all those places and 
activities. Israelis have likened the ‘green pass’ to the yellow stars 
that Jews in Nazi Germany were forced to wear — the same as the 
yellow stickers that a branch of UK supermarket chain Morrisons 
told exempt mask-wears they had to display when shopping. How 
very sensitive. The Israeli system is blatant South African-style 
apartheid on the basis of compliance or non-compliance to fascism 
rather than colour of the skin. How appropriate that the Sabbatian 
Israeli government was so close to the pre-Mandela apartheid 
regime in Pretoria. The Sabbatian-instigated ‘vaccine passport’ in 
Israel is planned for everywhere. Sabbatians struck a deal with 
Pfizer that allowed them to lead the way in the percentage of a 
national population infused with synthetic material and the result 
was catastrophic. Israeli freedom activist Shai Dannon told me how 
chairs were appearing on beaches that said ‘vaccinated only’. Health 
Minister Yuli Edelstein said that anyone unwilling or unable to get 


the jabs that ‘confer immunity’ will be ‘left behind’. The man’s a liar. 
Not even the makers claim the ‘vaccines’ confer immunity. When 
you see those figures of ‘vaccine’ deaths these psychopaths were 
saying that you must take the chance the ‘vaccine’ will kill you or 
maim you while knowing it will change your DNA or lockdown for 
you will be permanent. That's fascism. The Israeli parliament passed 
a law to allow personal information of the non-vaccinated to be 
shared with local and national authorities for three months. This was 
claimed by its supporters to be a way to ‘encourage’ people to be 
vaccinated. Hadas Ziv from Physicians for Human Rights described 
this as a ‘draconian law which crushed medical ethics and the 
patient rights’. But that’s the idea, the Sabbatians would reply. 


Your papers, please 

Sabbatian Israel was leading what has been planned all along to be a 
global ‘vaccine pass’ called a ‘green passport’ without which you 
would remain in permanent lockdown restriction and unable to do 
anything. This is how badly — desperately — the Cult is to get everyone 
‘vaccinated’. The term and colour ‘green’ was not by chance and 
related to the psychology of fusing the perception of the green 
climate hoax with the ‘Covid’ hoax and how the ‘solution’ to both is 
the same Great Reset. Lying politicians, health officials and 
psychologists denied there were any plans for mandatory 
vaccinations or restrictions based on vaccinations, but they knew 
that was exactly what was meant to happen with governments of all 
countries reaching agreements to enforce a global system. ‘Free’ 
Denmark and ‘free’ Sweden unveiled digital vaccine certification. 
Cyprus, Czech Republic, Estonia, Greece, Hungary, Iceland, Italy, 
Poland, Portugal, Slovakia, and Spain have all committed to a 
vaccine passport system and the rest including the whole of the EU 
would follow. The satanic UK government will certainly go this way 
despite mendacious denials and at the time of writing it is trying to 
manipulate the public into having the ‘vaccine’ so they could go 
abroad on a summer holiday. How would that work without 
something to prove you had the synthetic toxicity injected into you? 


Documents show that the EU’s European Commission was moving 
towards ‘vaccine certificates’ in 2018 and 2019 before the ‘Covid’ 
hoax began. They knew what was coming. Abracadabra — Ursula 
von der Leyen, the German President of the Commission, 
announced in March, 2021, an EU ‘Digital Green Certificate’ — green 
again — to track the public’s ‘Covid status’. The passport sting is 
worldwide and the Far East followed the same pattern with South 
Korea ruling that only those with ‘vaccination’ passports — again the 
green pass — would be able to ‘return to their daily lives’. 


Bill Gates has been preparing for this ‘passport’ with other Cult 
operatives for years and beyond the paper version is a Gates-funded 
‘digital tattoo’ to identify who has been vaccinated and who hasn't. 
The ‘tattoo’ is reported to include a substance which is externally 
readable to confirm who has been vaccinated. This is a bio-luminous 
light-generating enzyme (think fireflies) called ... Luciferase. Yes, 
named after the Cult ‘god’ Lucifer the ‘light bringer’ of whom more 
to come. Gates said he funded the readable tattoo to ensure children 
in the developing world were vaccinated and no one was missed out. 
He cares so much about poor kids as we know. This was just the 
cover story to develop a vaccine tagging system for everyone on the 
planet. Gates has been funding the ID2020 ‘alliance’ to do just that in 
league with other lovely people at Microsoft, GAVI, the Rockefeller 
Foundation, Accenture and IDEO.org. He said in interviews in 
March, 2020, before any ‘vaccine’ publicly existed, that the world 
must have a globalised digital certificate to track the ‘virus’ and who 
had been vaccinated. Gates knew from the start that the mRNA 
vaccines were coming and when they would come and that the plan 
was to tag the ‘vaccinated’ to marginalise the intelligent and stop 
them doing anything including travel. Evil just doesn’t suffice. Gates 
was exposed for offering a $10 million bribe to the Nigerian House 
of Representatives to invoke compulsory ‘Covid’ vaccination of all 
Nigerians. Sara Cunial, a member of the Italian Parliament, called 
Gates a ‘vaccine criminal’. She urged the Italian President to hand 
him over to the International Criminal Court for crimes against 


humanity and condemned his plans to ‘chip the human race’ 
through ID2020. 

You know it’s a long-planned agenda when war criminal and Cult 
gofer Tony Blair is on the case. With the scale of arrogance only 
someone as dark as Blair can muster he said: ‘Vaccination in the end 
is going to be your route to liberty.’ Blair is a disgusting piece of 
work and he confirms that again. The media has given a lot of 
coverage to a bloke called Charlie Mullins, founder of London’s 
biggest independent plumbing company, Pimlico Plumbers, who has 
said he won’t employ anyone who has not been vaccinated or have 
them go to any home where people are not vaccinated. He said that 
if he had his way no one would be allowed to walk the streets if they 
have not been vaccinated. Gates was cheering at the time while I was 
alerting the white coats. The plan is that people will qualify for 
‘passports’ for having the first two doses and then to keep it they 
will have to have all the follow ups and new ones for invented 
‘variants’ until human genetics is transformed and many are dead 
who can’t adjust to the changes. Hollywood celebrities — the usual 
propaganda stunt — are promoting something called the WELL 
Health-Safety Rating to verify that a building or space has ‘taken the 
necessary steps to prioritize the health and safety of their staff, 
visitors and other stakeholders’. They included Lady Gaga, Jennifer 
Lopez, Michael B. Jordan, Robert DeNiro, Venus Williams, Wolfgang 
Puck, Deepak Chopra and 17th Surgeon General Richard Carmona. 
Yawn. WELL Health-Safety has big connections with China. Parent 
company Delos is headed by former Goldman Sachs partner Paul 
Scialla. This is another example — and we will see so many others — 
of using the excuse of ‘health’ to dictate the lives and activities of the 
population. I guess one confirmation of the ‘safety’ of buildings is 
that only ‘vaccinated’ people can go in, right? 


Electronic concentration camps 

I wrote decades ago about the plans to restrict travel and here we are 
for those who refuse to bow to tyranny. This can be achieved in one 
go with air travel if the aviation industry makes a blanket decree. 


The ‘vaccine’ and guaranteed income are designed to be part of a 
global version of China’s social credit system which tracks behaviour 
24/7 and awards or deletes ‘credits’ based on whether your 
behaviour is supported by the state or not. I mean your entire 
lifestyle — what you do, eat, say, everything. Once your credit score 
falls below a certain level consequences kick in. In China tens of 
millions have been denied travel by air and train because of this. All 
the locations and activities denied to refusers by the ‘vaccine’ 
passports will be included in one big mass ban on doing almost 
anything for those that don’t bow their head to government. It’s 
beyond fascist and a new term is required to describe its extremes — I 
guess fascist technocracy will have to do. The way the Chinese 
system of technological — technocratic — control is sweeping the West 
can be seen in the Los Angeles school system and is planned to be 
expanded worldwide. Every child is required to have a “Covid’- 
tracking app scanned daily before they can enter the classroom. The 
so-called Daily Pass tracking system is produced by Gates’ Microsoft 
which I’m sure will shock you rigid. The pass will be scanned using 
a barcode (one step from an inside-the-body barcode) and the 
information will include health checks, ‘Covid’ tests and 
vaccinations. Entry codes are for one specific building only and 
access will only be allowed if a student or teacher has a negative test 
with a test not testing for the ‘virus’, has no symptoms of anything 
alleged to be related to ‘Covid’ (symptoms from a range of other 
illness), and has a temperature under 100 degrees. No barcode, no 
entry, is planned to be the case for everywhere and not only schools. 
Kids are being psychologically prepared to accept this as ‘normal’ 
their whole life which is why what they can impose in schools is so 
important to the Cult and its gofers. Long-time American freedom 
campaigner John Whitehead of the Rutherford Institute was not 
exaggerating when he said: ‘Databit by databit, we are building our 
own electronic concentration camps.’ Canada under its Cult gofer 
prime minister Justin Trudeau has taken a major step towards the 
real thing with people interned against their will if they test positive 
with a test not testing for the ‘virus’ when they arrive at a Canadian 


airport. They are jailed in internment hotels often without food or 
water for long periods and with many doors failing to lock there 
have been sexual assaults. The interned are being charged 
sometimes $2,000 for the privilege of being abused in this way. 
Trudeau is fully on board with the Cult and says the ‘Covid 
pandemic’ has provided an opportunity for a global ‘reset’ to 
permanently change Western civilisation. His number two, Deputy 
Prime Minister Chrystia Freeland, is a trustee of the World Economic 
Forum and a Rhodes Scholar. The Trudeau family have long been 
servants of the Cult. See The Biggest Secret and Cathy O’Brien’s book 
Trance-Formation of America for the horrific background to Trudeau's 
father Pierre Trudeau another Canadian prime minister. Hide your 
fascism behind the fagade of a heart-on-the-sleeve liberal. It’s a well- 
honed Cult technique. 


What can the ‘vaccine’ really do? 


We have a ‘virus’ never shown to exist and ‘variants’ of the ‘virus’ 
that have also never been shown to exist except, like the ‘original’, as 
computer-generated fictions. Even if you believe there’s a ‘virus’ the 
‘case’ to ‘death’ rate is in the region of 0.23 to 0.15 percent and those 
‘deaths’ are concentrated among the very old around the same 
average age that people die anyway. In response to this lack of threat 
(in truth none) psychopaths and idiots, knowingly and unknowingly 
answering to Gates and the Cult, are seeking to ‘vaccinate’ every 
man, woman and child on Planet Earth. Clearly the ‘vaccine’ is not 
about “Covid’ — none of this ever has been. So what is it all about 
really? Why the desperation to infuse genetically-manipulating 
synthetic material into everyone through mRNA fraudulent 
‘vaccines’ with the intent of doing this over and over with the 
excuses of ‘variants’ and other ‘virus’ inventions? Dr Sherri 
Tenpenny, an osteopathic medical doctor in the United States, has 
made herself an expert on vaccines and their effects as a vehement 
campaigner against their use. Tenpenny was board certified in 
emergency medicine, the director of a level two trauma centre for 12 
years, and moved to Cleveland in 1996 to start an integrative 


medicine practice which has treated patients from all 50 states and 
some 17 other countries. Weaning people off pharmaceutical drugs is 
a speciality. 

She became interested in the consequences of vaccines after 
attending a meeting at the National Vaccine Information Center in 
Washington DC in 2000 where she ‘sat through four days of listening 
to medical doctors and scientists and lawyers and parents of vaccine 
injured kids’ and asked: ‘What's going on?’ She had never been 
vaccinated and never got ill while her father was given a list of 
vaccines to be in the military and was ‘sick his entire life’. The 
experience added to her questions and she began to examine vaccine 
documents from the Centers for Disease Control (CDC). After 
reading the first one, the 1998 version of The General Recommendations 
of Vaccination, she thought: ‘This is it?” The document was poorly 
written and bad science and Tenpenny began 20 years of research 
into vaccines that continues to this day. She began her research into 
‘Covid vaccines’ in March, 2020, and she describes them as ‘deadly’. 
For many, as we have seen, they already have been. Tenpenny said 
that in the first 30 days of the ‘vaccine’ rollout in the United States 
there had been more than 40,000 adverse events reported to the 
vaccine adverse event database. A document had been delivered to 
her the day before that was 172 pages long. ‘We have over 40,000 
adverse events; we have over 3,100 cases of [potentially deadly] 
anaphylactic shock; we have over 5,000 neurological reactions.’ 
Effects ranged from headaches to numbness, dizziness and vertigo, 
to losing feeling in hands or feet and paraesthesia which is when 
limbs ‘fall asleep’ and people have the sensation of insects crawling 
underneath their skin. All this happened in the first 30 days and 
remember that only about ten percent (or far less) of adverse reactions 
and vaccine-related deaths are estimated to be officially reported. 
Tenpenny said: 


So can you think of one single product in any industry, any industry, for as long as products 
have been made on the planet that within 30 days we have 40,000 people complaining of 
side effects that not only is still on the market but ... we’ve got paid actors telling us how great 


they are for getting their vaccine. We're offering people $500 if they will just get their vaccine 
and we've got nurses and doctors going; ‘I got the vaccine, | got the vaccine’. 


Tenpenny said they were not going to be ‘happy dancing folks’ 
when they began to suffer Bell’s palsy (facial paralysis), 
neuropathies, cardiac arrhythmias and autoimmune reactions that 
kill through a blood disorder. ‘They’re not going to be so happy, 
happy then, but we’re never going to see pictures of those people’ 
she said. Tenpenny described the ‘vaccine’ as ‘a well-designed killing 
tool’. 


No off-switch 

Bad as the initial consequences had been Tenpenny said it would be 
maybe 14 months before we began to see the ‘full ravage’ of what is 
going to happen to the ‘Covid vaccinated’ with full-out 
consequences taking anything between two years and 20 years to 
show. You can understand why when you consider that variations of 
the ‘Covid vaccine’ use mRNA (messenger RNA) to in theory 
activate the immune system to produce protective antibodies 
without using the actual ‘virus’. How can they when it’s a computer 
program and they’ve never isolated what they claim is the ‘real 
thing’? Instead they use synthetic mRNA. They are inoculating 
synthetic material into the body which through a technique known 
as the Trojan horse is absorbed into cells to change the nature of 
DNA. Human DNA is changed by an infusion of messenger RNA 
and with each new ‘vaccine’ of this type it is changed even more. Say 
so and you are banned by Cult Internet platforms. The contempt the 
contemptuous Mark Zuckerberg has for the truth and human health 
can be seen in an internal Facebook video leaked to the Project 
Veritas investigative team in which he said of the ‘Covid vaccines’: 
‘... [share some caution on this because we just don’t know the long 
term side-effects of basically modifying people’s DNA and RNA.’ At 
the same time this disgusting man’s Facebook was censoring and 
banning anyone saying exactly the same. He must go before a 
Nuremberg trial for crimes against humanity when he knows that he 


is censoring legitimate concerns and denying the right of informed 
consent on behalf of the Cult that owns him. People have been killed 
and damaged by the very ‘vaccination’ technique he cast doubt on 
himself when they may not have had the ‘vaccine’ with access to 
information that he denied them. The plan is to have at least annual 
‘Covid vaccinations’, add others to deal with invented ‘variants’, and 
change all other vaccines into the mRNA system. Pfizer executives 
told shareholders at a virtual Barclays Global Healthcare Conference 
in March, 2021, that the public may need a third dose of ‘Covid 
vaccine’, plus regular yearly boosters and the company planned to 
hike prices to milk the profits in a ‘significant opportunity for our 
vaccine’. These are the professional liars, cheats and opportunists 
who are telling you their ‘vaccine’ is safe. Given this volume of 
mRNA planned to be infused into the human body and its ability to 
then replicate we will have a transformation of human genetics from 
biological to synthetic biological — exactly the long-time Cult plan for 
reasons we'll see — and many will die. Sherri Tenpenny said of this 
replication: 


It’s like having an on-button but no off-button and that whole mechanism ... they actually 
give it aname and they call it the Trojan horse mechanism, because it allows that [synthetic] 
virus and that piece of that [synthetic] virus to get inside of your cells, start to replicate and 
even get inserted into other parts of your DNA as a Trojan-horse. 


Ask the overwhelming majority of people who have the ‘vaccine’ 
what they know about the contents and what they do and they 
would reply: ‘The government says it will stop me getting the virus.’ 
Governments give that false impression on purpose to increase take- 
up. You can read Sherri Tenpenny’s detailed analysis of the health 
consequences in her blog at Vaxxter.com, but in summary these are 
some of them. She highlights the statement by Bill Gates about how 
human beings can become their own ‘vaccine manufacturing 
machine’. The man is insane. [“Vaccine’-generated] ‘antibodies’ carry 
synthetic messenger RNA into the cells and the damage starts, 
Tenpenny contends, and she says that lungs can be adversely 
affected through varying degrees of pus and bleeding which 


obviously affects breathing and would be dubbed ‘Covid-19’. Even 
more sinister was the impact of ‘antibodies’ on macrophages, a white 
blood cell of the immune system. They consist of Type 1 and Type 2 
which have very different functions. She said Type 1 are ‘hyper- 
vigilant’ white blood cells which ‘gobble up’ bacteria etc. However, 
in doing so, this could cause inflammation and in extreme 
circumstances be fatal. She says these affects are mitigated by Type 2 
macrophages which kick in to calm down the system and stop it 
going rogue. They clear up dead tissue debris and reduce 
inflammation that the Type 1 ‘fire crews’ have caused. Type 1 kills 
the infection and Type 2 heals the damage, she says. This is her 
punchline with regard to ‘Covid vaccinations’: She says that mRNA 
‘antibodies’ block Type 2 macrophages by attaching to them and 
deactivating them. This meant that when the Type 1 response was 
triggered by infection there was nothing to stop that getting out of 
hand by calming everything down. There’s an on-switch, but no off- 
switch, she says. What follows can be ‘over and out, see you when I 
see you’. 


Genetic suicide 

Tenpenny also highlights the potential for autoimmune disease — the 
body attacking itself —- which has been associated with vaccines since 
they first appeared. Infusing a synthetic foreign substance into cells 
could cause the immune system to react in a panic believing that the 
body is being overwhelmed by an invader (it is) and the 
consequences can again be fatal. There is an autoimmune response 
known as a ‘cytokine storm’ which I have likened to a homeowner 
panicked by an intruder and picking up a gun to shoot randomly in 
all directions before turning the fire on himself. The immune system 
unleashes a storm of inflammatory response called cytokines to a 
threat and the body commits hara-kiri. The lesson is that you mess 
with the body’s immune response at your peril and these ‘vaccines’ 
seriously — fundamentally — mess with immune response. Tenpenny 
refers to a consequence called anaphylactic shock which is a severe 
and highly dangerous allergic reaction when the immune system 


floods the body with chemicals. She gives the example of having a 
bee sting which primes the immune system and makes it sensitive to 
those chemicals. When people are stung again maybe years later the 
immune response can be so powerful that it leads to anaphylactic 
shock. Tenpenny relates this ‘shock’ with regard to the ‘Covid 
vaccine’ to something called polyethylene glycol or PEG. Enormous 
numbers of people have become sensitive to this over decades of use 
in a whole range of products and processes including food, drink, 
skin creams and ‘medicine’. Studies have claimed that some 72 
percent of people have antibodies triggered by PEG compared with 
two percent in the 1960s and allergic hypersensitive reactions to this 
become a gathering cause for concern. Tenpenny points out that the 
‘mRNA vaccine’ is coated in a ‘bubble’ of polyethylene glycol which 
has the potential to cause anaphylactic shock through immune 
sensitivity. Many reports have appeared of people reacting this way 
after having the ‘Covid vaccine’. What do we think is going to 
happen as humanity has more and more of these ‘vaccines’? 
Tenpenny said: ‘All these pictures we have seen with people with 
these rashes ... these weepy rashes, big reactions on their arms and 
things like that — it’s an acute allergic reaction most likely to the 
polyethylene glycol that you’ve been previously primed and 
sensitised to.’ 

Those who have not studied the conspiracy and its perpetrators at 
length might think that making the population sensitive to PEG and 
then putting it in these ‘vaccines’ is just a coincidence. It is not. It is 
instead testament to how carefully and coldly-planned current 
events have been and the scale of the conspiracy we are dealing 
with. Tenpenny further explains that the ‘vaccine’ mRNA procedure 
can breach the blood-brain barrier which protects the brain from 
toxins and other crap that will cause malfunction. In this case they 
could make two proteins corrupt brain function to cause 
Amyotrophic lateral sclerosis (ALS) , a progressive nervous system 
disease leading to loss of muscle control, and frontal lobe 
degeneration — Alzheimer’s and dementia. Immunologist J. Bart 
Classon published a paper connecting mRNA ‘vaccines’ to prion 


disease which can lead to Alzheimer’s and other forms of 
neurogenerative disease while others have pointed out the potential 
to affect the placenta in ways that make women infertile. This will 
become highly significant in the next chapter when I will discuss 
other aspects of this non-vaccine that relate to its nanotechnology 
and transmission from the injected to the uninjected. 


Qualified in idiocy 

Tenpenny describes how research has confirmed that these ‘vaccine’- 
generated antibodies can interact with a range of other tissues in the 
body and attack many other organs including the lungs. ‘This means 
that if you have a hundred people standing in front of you that all 
got this shot they could have a hundred different symptoms.’ 
Anyone really think that Cult gofers like the Queen, Tony Blair, 
Christopher Whitty, Anthony Fauci, and all the other psychopaths 
have really had this ‘vaccine’ in the pictures we’ve seen? Not a 
bloody chance. Why don’t doctors all tell us about all these dangers 
and consequences of the ‘Covid vaccine’? Why instead do they 
encourage and pressure patients to have the shot? Don’t let’s think 
for amoment that doctors and medical staff can’t be stupid, lazy, and 
psychopathic and that’s without the financial incentives to give the 
jab. Tenpenny again: 


Some people are going to die from the vaccine directly but a large number of people are 
going to start to get horribly sick and get all kinds of autoimmune diseases 42 days to maybe a 
year out. What are they going to do, these stupid doctors who say; ‘Good for you for getting 
that vaccine.’ What are they going to say; ‘Oh, it must be a mutant, we need to give an extra 
dose of that vaccine.’ 


Because now the vaccine, instead of one dose or two doses we need three or four because the 
stupid physicians aren’t taking the time to learn anything about it. If | can learn this sitting in 
my living room reading a 19 page paper and several others so can they. There’s nothing 
special about me, | just take the time to do it. 


Remember how Sara Kayat, the NHS and TV doctor, said that the 
‘Covid vaccine’ would ‘100 percent prevent hospitalisation and 
death’. Doctors can be idiots like every other profession and they 


should not be worshipped as infallible. They are not and far from it. 
Behind many medical and scientific ‘experts’ lies an uninformed prat 
trying to hide themselves from you although in the ‘Covid’ era many 
have failed to do so as with UK narrative-repeating “TV doctor’ 
Hilary Jones. Pushing back against the minority of proper doctors 
and scientists speaking out against the ‘vaccine’ has been the entire 
edifice of the Cult global state in the form of governments, medical 
systems, corporations, mainstream media, Silicon Valley, and an 
army of compliant doctors, medical staff and scientists willing to say 
anything for money and to enhance their careers by promoting the 
party line. If you do that you are an ‘expert’ and if you won’t you are 
an ‘anti-vaxxer’ and ‘Covidiot’. The pressure to be ‘vaccinated’ is 
incessant. We have even had reports claiming that the ‘vaccine’ can 
help cure cancer and Alzheimer’s and make the lame walk. I am 
waiting for the announcement that it can bring you coffee in the 
morning and cook your tea. Just as the symptoms of ‘Covid’ seem to 
increase by the week so have the miracles of the ‘vaccine’. American 
supermarket giant Kroger Co. offered nearly 500,000 employees in 
35 states a $100 bonus for having the ‘vaccine’ while donut chain 
Krispy Kreme promised ‘vaccinated’ customers a free glazed donut 
every day for the rest of 2021. Have your DNA changed and you will 
get a doughnut although we might not have to give you them for 
long. Such offers and incentives confirm the desperation. 


Perhaps the worse vaccine-stunt of them all was UK ‘Health’ 
Secretary Matt-the-prat Hancock on live TV after watching a clip of 
someone being ‘vaccinated’ when the roll-out began. Hancock faked 
tears so badly it was embarrassing. Brain-of-Britain Piers Morgan, 
the lockdown-supporting, ‘vaccine’ supporting, ‘vaccine’ passport- 
supporting, TV host played along with Hancock — ‘You're quite 
emotional about that’ he said in response to acting so atrocious it 
would have been called out at a school nativity which will 
presumably today include Mary and Jesus in masks, wise men 
keeping their camels six feet apart, and shepherds under tent arrest. 
System-serving Morgan tweeted this: ‘Love the idea of covid vaccine 
passports for everywhere: flights, restaurants, clubs, football, gyms, 


shops etc. It’s time covid-denying, anti-vaxxer loonies had their 
bullsh*t bluff called & bar themselves from going anywhere that 
responsible citizens go.’ If only I could aspire to his genius. To think 
that Morgan, who specialises in shouting over anyone he disagrees 
with, was lauded as a free speech hero when he lost his job after 
storming off the set of his live show like a child throwing his dolly 
out of the pram. If he is a free speech hero we are in real trouble. I 
have no idea what ‘bullsh*t’ means, by the way, the * throws me 
completely. 

The Cult is desperate to infuse its synthetic DNA-changing 
concoction into everyone and has been using every lie, trick and 
intimidation to do so. The question of ‘Why?’ we shall now address. 


CHAPTER TEN 
Human 2.0 


| believe that at the end of the century the use of words and general 

educated opinion will have altered so much that one will be able to 

speak of machines thinking without expecting to be contradicted — 
Alan Turing (1912-1954), the ‘Father of artificial intelligence‘ 


have been exposing for decades the plan to transform the human 

body from a biological to a synthetic-biological state. The new 
human that I will call Human 2.0 is planned to be connected to 
artificial intelligence and a global AI ‘Smart Grid’ that would operate 
as one global system in which AI would control everything from 
your fridge to your heating system to your car to your mind. 
Humans would no longer be ‘human’, but post-human and sub- 
human, with their thinking and emotional processes replaced by AI. 

What I said sounded crazy and beyond science fiction and I could 
understand that. To any balanced, rational, mind it is crazy. Today, 
however, that world is becoming reality and it puts the ‘Covid 
vaccine’ into its true context. Ray Kurzweil is the ultra-Zionist 
‘computer scientist, inventor and futurist’ and co-founder of the 
Singularity University. Singularity refers to the merging of humans 
with machines or ‘transhumanism’. Kurzweil has said humanity 
would be connected to the cyber ‘cloud’ in the period of the ever- 
recurring year of 2030: 


Our thinking ... will be a hybrid of biological and non-biological thinking ... humans will be 
able to extend their limitations and ‘think in the cloud’ ... We’re going to put gateways to the 


cloud in our brains ... We're going to gradually merge and enhance ourselves ... In my view, 
that’s the nature of being human — we transcend our limitations. As the technology becomes 
vastly superior to what we are then the small proportion that is still human gets smaller and 
smaller and smaller until it’s just utterly negligible. 


They are trying to sell this end-of-humanity-as-we-know-it as the 
next stage of ‘evolution’ when we become super-human and ‘like the 
gods’. They are lying to you. Shocked, eh? The population, and again 
especially the young, have been manipulated into addiction to 
technologies designed to enslave them for life. First they induced an 
addiction to smartphones (holdables); next they moved to 
technology on the body (wearables); and then began the invasion of 
the body (implantables). I warned way back about the plan for 
microchipped people and we are now entering that era. We should 
not be diverted into thinking that this refers only to chips we can see. 
Most important are the nanochips known as smart dust, neural dust 
and nanobots which are far too small to be seen by the human eye. 
Nanotechnology is everywhere, increasingly in food products, and 
released into the atmosphere by the geoengineering of the skies 
funded by Bill Gates to ‘shut out the Sun’ and ‘save the planet from 
global warming’. Gates has been funding a project to spray millions 
of tonnes of chalk (calcium carbonate) into the stratosphere over 
Sweden to ‘dim the Sun’ and cool the Earth. Scientists warned the 
move could be disastrous for weather systems in ways no one can 
predict and opposition led to the Swedish space agency announcing 
that the ‘experiment’ would not be happening as planned in the 
summer of 2021; but it shows where the Cult is going with dimming 
the impact of the Sun and there’s an associated plan to change the 
planet’s atmosphere. Who gives psychopath Gates the right to 
dictate to the entire human race and dismantle planetary systems? 
The world will not be safe while this man is at large. 

The global warming hoax has made the Sun, like the gas of life, 
something to fear when both are essential to good health and human 
survival (more inversion). The body transforms sunlight into vital 
vitamin D through a process involving ... cholesterol. This is the 
cholesterol we are also told to fear. We are urged to take Big Pharma 


statin drugs to reduce cholesterol and it’s all systematic. Reducing 
cholesterol means reducing vitamin D uptake with all the multiple 
health problems that will cause. At least if you take statins long term 
it saves the government from having to pay you a pension. The 
delivery system to block sunlight is widely referred to as chemtrails 
although these have a much deeper agenda, too. They appear at first 
to be contrails or condensation trails streaming from aircraft into 
cold air at high altitudes. Contrails disperse very quickly while 
chemtrails do not and spread out across the sky before eventually 
their content falls to earth. Many times I have watched aircraft cross- 
cross a clear blue sky releasing chemtrails until it looks like a cloudy 
day. Chemtrails contain many things harmful to humans and the 
natural world including toxic heavy metals, aluminium (see 
Alzheimer’s) and nanotechnology. Ray Kurzweil reveals the reason 
without actually saying so: ‘Nanobots will infuse all the matter 
around us with information. Rocks, trees, everything will become 
these intelligent creatures.’ How do you deliver that? From the sky. 
Self-replicating nanobots would connect everything to the Smart 
Grid. The phenomenon of Morgellons disease began in the chemtrail 
era and the correlation has led to it being dubbed the ‘chemtrail 
disease’. Self-replicating fibres appear in the body that can be pulled 
out through the skin. Morgellons fibres continue to grow outside the 
body and have a form of artificial intelligence. I cover this at greater 
length in Phantom Self. 


Vaccine’ operating system 

‘Covid vaccines’ with their self-replicating synthetic material are also 
designed to make the connection between humanity and Kurzweil’s 
‘cloud’. American doctor and dedicated campaigner for truth, Carrie 
Madej, an Internal Medicine Specialist in Georgia with more than 20 
years medical experience, has highlighted the nanotechnology aspect 
of the fake ‘vaccines’. She explains how one of the components in at 
least the Moderna and Pfizer synthetic potions are ‘lipid 
nanoparticles’ which are ‘like little tiny computer bits’ — a ‘sci-fi 
substance’ known as nanobots and hydrogel which can be ‘triggered 


at any moment to deliver its payload’ and act as ‘biosensors’. The 
synthetic substance had ‘the ability to accumulate data from your 
body like your breathing, your respiration, thoughts and emotions, 
all kind of things’ and each syringe could carry a million nanobots: 


This substance because it’s like little bits of computers in your body, crazy, but it’s true, it can 
do that, [and] obviously has the ability to act through Wi-Fi. It can receive and transmit 
energy, messages, frequencies or impulses. That issue has never been addressed by these 
companies. What does that do to the human? 


Just imagine getting this substance in you and it can react to things all around you, the 5G, 
your smart device, your phones, what is happening with that? What if something is triggering 
it, too, like an impulse, a frequency? We have something completely foreign in the human 
body. 


Madej said her research revealed that electromagnetic (EMF) 
frequencies emitted by phones and other devices had increased 
dramatically in the same period of the ‘vaccine’ rollout and she was 
seeing more people with radiation problems as 5G and other 
electromagnetic technology was expanded and introduced to schools 
and hospitals. She said she was “floored with the EMF coming off’ 
the devices she checked. All this makes total sense and syncs with 
my own work of decades when you think that Moderna refers in 
documents to its mRNA ‘vaccine’ as an ‘operating system’: 


Recognizing the broad potential of mRNA science, we set out to create an MRNA technology 
platform that functions very much like an operating system on a computer. It is designed so 
that it can plug and play interchangeably with different programs. In our case, the ‘program’ 
or ‘app’ is our MRNA drug — the unique MRNA sequence that codes for a protein ... 


... Our MRNA Medicines — ‘The ‘Software Of Life’: When we have a concept for a new 
mRNA medicine and begin research, fundamental components are already in place. 
Generally, the only thing that changes from one potential MRNA medicine to another is the 
coding region — the actual genetic code that instructs ribosomes to make protein. Utilizing 
these instruction sets gives our investigational MRNA medicines a software-like quality. We 
also have the ability to combine different mRNA sequences encoding for different proteins in 
a single MRNA investigational medicine. 


Who needs a real ‘virus’ when you can create a computer version to 
justify infusing your operating system into the entire human race on 
the road to making living, breathing people into cyborgs? What is 
missed with the ‘vaccines’ is the digital connection between synthetic 
material and the body that I highlighted earlier with the study that 
hacked a computer with human DNA. On one level the body is 
digital, based on mathematical codes, and I’ll have more about that 
in the next chapter. Those who ridiculously claim that mRNA 
‘vaccines’ are not designed to change human genetics should explain 
the words of Dr Tal Zaks, chief medical officer at Moderna, in a 2017 
TED talk. He said that over the last 30 years ‘we’ve been living this 
phenomenal digital scientific revolution, and I’m here today to tell 
you, that we are actually hacking the software of life, and that it’s 
changing the way we think about prevention and treatment of 
disease’: 


In every cell there’s this thing called messenger RNA, or MRNA for short, that transmits the 
critical information from the DNA in our genes to the protein, which is really the stuff we’re 
all made out of. This is the critical information that determines what the cell will do. So we 
think about it as an operating system. So if you could change that, if you could introduce a 
line of code, or change a line of code, it turns out, that has profound implications for 
everything, from the flu to cancer. 


Zaks should more accurately have said that this has profound 
implications for the human genetic code and the nature of DNA. 
Communications within the body go both ways and not only one. 
But, hey, no, the ‘Covid vaccine’ will not affect your genetics. Cult 
fact-checkers say so even though the man who helped to develop the 
mRNA technique says that it does. Zaks said in 2017: 


If you think about what it is we’re trying to do. We’ve taken information and our 
understanding of that information and how that information is transmitted in a cell, and we’ve 
taken our understanding of medicine and how to make drugs, and we’re fusing the two. We 
think of it as information therapy. 


I have been writing for decades that the body is an information 
field communicating with itself and the wider world. This is why 


radiation which is information can change the information field of 
body and mind through phenomena like 5G and change their nature 
and function. ‘Information therapy’ means to change the body’s 
information field and change the way it operates. DNA is a receiver- 
transmitter of information and can be mutated by information like 
mRNA synthetic messaging. Technology to do this has been ready 
and waiting in the underground bases and other secret projects to be 
rolled out when the ‘Covid’ hoax was played. ‘Trials’ of such short 
and irrelevant duration were only for public consumption. When 
they say the ‘vaccine’ is ‘experimental’ that is not true. It may appear 
to be ‘experimental’ to those who don’t know what's going on, but 
the trials have already been done to ensure the Cult gets the result it 
desires. Zaks said that it took decades to sequence the human 
genome, completed in 2003, but now they could do it in a week. By 
‘they’ he means scientists operating in the public domain. In the 
secret projects they were sequencing the genome in a week long 
before even 2003. 


Deluge of mRNA 

Highly significantly the Moderna document says the guiding 
premise is that if using mRNA as a medicine works for one disease 
then it should work for many diseases. They were leveraging the 
flexibility afforded by their platform and the fundamental role 
mRNA plays in protein synthesis to pursue mRNA medicines for a 
broad spectrum of diseases. Moderna is confirming what I was 
saying through 2020 that multiple ‘vaccines’ were planned for 
‘Covid’ (and later invented ‘variants’) and that previous vaccines 
would be converted to the mRNA system to infuse the body with 
massive amounts of genetically-manipulating synthetic material to 
secure a transformation to a synthetic-biological state. The ‘vaccines’ 
are designed to kill stunning numbers as part of the long-exposed 
Cult depopulation agenda and transform the rest. Given this is the 
goal you can appreciate why there is such hysterical demand for 
every human to be ‘vaccinated’ for an alleged ‘disease’ that has an 
estimated ‘infection’ to ‘death’ ratio of 0.23-0.15 percent. As I write 


children are being given the ‘vaccine’ in trials (their parents are a 
disgrace) and ever-younger people are being offered the vaccine for 
a ‘virus’ that even if you believe it exists has virtually zero chance of 
harming them. Horrific effects of the ‘trials’ on a 12-year-old girl 
were revealed by a family member to be serious brain and gastric 
problems that included a bowel obstruction and the inability to 
swallow liquids or solids. She was unable to eat or drink without 
throwing up, had extreme pain in her back, neck and abdomen, and 
was paralysed from the waist down which stopped her urinating 
unaided. When the girl was first taken to hospital doctors said it was 
all in her mind. She was signed up for the ‘trial’ by her parents for 
whom no words suffice. None of this ‘Covid vaccine’ insanity makes 
any sense unless you see what the ‘vaccine’ really is — a body- 
changer. Synthetic biology or ‘SynBio’ is a fast-emerging and 
expanding scientific discipline which includes everything from 
genetic and molecular engineering to electrical and computer 
engineering. Synthetic biology is defined in these ways: 


e A multidisciplinary area of research that seeks to create new 
biological parts, devices, and systems, or to redesign systems that 
are already found in nature. 


e The use of a mixture of physical engineering and genetic 
engineering to create new (and therefore synthetic) life forms. 


e Anemerging field of research that aims to combine the 
knowledge and methods of biology, engineering and related 
disciplines in the design of chemically-synthesized DNA to create 
organisms with novel or enhanced characteristics and traits 
(synthetic organisms including humans). 


We now have synthetic blood, skin, organs and limbs being 
developed along with synthetic body parts produced by 3D printers. 
These are all elements of the synthetic human programme and this 
comment by Kurzweil’s co-founder of the Singularity University, 


Peter Diamandis, can be seen in a whole new light with the ‘Covid’ 
hoax and the sanctions against those that refuse the ‘vaccine’: 


Anybody who is going to be resisting the progress forward [to transhumanism] is going to be 
resisting evolution and, fundamentally, they will die out. It’s not a matter of whether it’s good 
or bad. It’s going to happen. 


‘Resisting evolution’? What absolute bollocks. The arrogance of these 
people is without limit. His ‘it’s going to happen’ mantra is another 
way of saying ‘resistance is futile’ to break the spirit of those pushing 
back and we must not fall for it. Getting this genetically- 
transforming ‘vaccine’ into everyone is crucial to the Cult plan for 
total control and the desperation to achieve that is clear for anyone 
to see. Vaccine passports are a major factor in this and they, too, are a 
form of resistance is futile. It’s NOT. The paper funded by the 
Rockefeller Foundation for the 2013 ‘health conference’ in China 
said: 


We will interact more with artificial intelligence. The use of robotics, bio-engineering to 
augment human functioning is already well underway and will advance. Re-engineering of 
humans into potentially separate and unequal forms through genetic engineering or mixed 
human-robots raises debates on ethics and equality. 


A new demography is projected to emerge after 2030 [that year again] of technologies 
(robotics, genetic engineering, nanotechnology) producing robots, engineered organisms, 
‘nanobots’ and artificial intelligence (Al) that can self-replicate. Debates will grow on the 
implications of an impending reality of human designed life. 


What is happening today is so long planned. The world army 
enforcing the will of the world government is intended to be a robot 
army, not a human one. Today’s military and its technologically 
‘enhanced’ troops, pilotless planes and driverless vehicles are just 
stepping stones to that end. Human soldiers are used as Cult fodder 
and its time they woke up to that and worked for the freedom of the 
population instead of their own destruction and their family’s 
destruction — the same with the police. Join us and let’s sort this out. 
The phenomenon of enforce my own destruction is widespread in 
the ‘Covid’ era with Woker ‘luvvies’ in the acting and entertainment 


industries supporting ‘Covid’ rules which have destroyed their 
profession and the same with those among the public who put signs 
on the doors of their businesses ‘closed due to Covid — stay safe’ 
when many will never reopen. It’s a form of masochism and most 
certainly insanity. 


Transgender = transhumanism 

When something explodes out of nowhere and is suddenly 
everywhere it is always the Cult agenda and so it is with the tidal 
wave of claims and demands that have infiltrated every aspect of 
society under the heading of ‘transgenderism’. The term ‘trans’ is so 
‘in’ and this is the dictionary definition: 


A prefix meaning ‘across’, ‘through’, occurring ... in loanwords from Latin, used in particular 
for denoting movement or conveyance from place to place (transfer; transmit; transplant) or 
complete change (transform; transmute), or to form adjectives meaning ‘crossing’, ‘on the 
other side of’, or ‘going beyond’ the place named (transmontane; transnational; trans- 
Siberian). 


Transgender means to go beyond gender and transhuman means 
to go beyond human. Both are aspects of the Cult plan to transform 
the human body to a synthetic state with no gender. Human 2.0 is not 
designed to procreate and would be produced technologically with 
no need for parents. The new human would mean the end of parents 
and so men, and increasingly women, are being targeted for the 
deletion of their rights and status. Parental rights are disappearing at 
an ever-quickening speed for the same reason. The new human 
would have no need for men or women when there is no procreation 
and no gender. Perhaps the transgender movement that appears to 
be in a permanent state of frenzy might now contemplate on how it 
is being used. This was never about transgender rights which are 
only the interim excuse for confusing gender, particularly in the 
young, on the road to fusing gender. Transgender activism is not an 
end; it is a means to an end. We see again the technique of creative 
destruction in which you destroy the status quo to “build back better’ 
in the form that you want. The gender status quo had to be 


destroyed by persuading the Cult-created Woke mentality to believe 
that you can have 100 genders or more. A programme for 9 to 12 
year olds produced by the Cult-owned BBC promoted the 100 
genders narrative. The very idea may be the most monumental 
nonsense, but it is not what is true that counts, only what you can 
make people believe is true. Once the gender of 2 + 2 = 4 has been 
dismantled through indoctrination, intimidation and 2 + 2 =5 then 
the new no-gender normal can take its place with Human 2.0. 
Aldous Huxley revealed the plan in his prophetic Brave New World in 
1932: 


Natural reproduction has been done away with and children are created, decanted’, and 
raised in ‘hatcheries and conditioning centres’. From birth, people are genetically designed to 
fit into one of five castes, which are further split into ‘Plus’ and ‘Minus’ members and designed 
to fulfil predetermined positions within the social and economic strata of the World State. 


How could Huxley know this in 1932? For the same reason George 
Orwell knew about the Big Brother state in 1948, Cult insiders I have 
quoted knew about it in 1969, and I have known about it since the 
early 1990s. If you are connected to the Cult or you work your balls 
off to uncover the plan you can predict the future. The process is 
simple. If there is a plan for the world and nothing intervenes to stop 
it then it will happen. Thus if you communicate the plan ahead of 
time you are perceived to have predicted the future, but you haven't. 
You have revealed the plan which without intervention will become 
the human future. The whole reason I have done what I have is to 
alert enough people to inspire an intervention and maybe at last that 
time has come with the Cult and its intentions now so obvious to 
anyone with a brain in working order. 


The future is here 

Technological wombs that Huxley described to replace parent 
procreation are already being developed and they are only the 
projects we know about in the public arena. Israeli scientists told The 
Times of Israel in March, 2021, that they have grown 250-cell embryos 


into mouse foetuses with fully formed organs using artificial wombs 
in a development they say could pave the way for gestating humans 
outside the womb. Professor Jacob Hanna of the Weizmann Institute 
of Science said: 


We took mouse embryos from the mother at day five of development, when they are just of 
250 cells, and had them in the incubator from day five until day 11, by which point they had 
grown all their organs. 


By day 11 they make their own blood and have a beating heart, a fully developed brain. 
Anybody would look at them and say, ‘this is clearly a mouse foetus with all the 
characteristics of a mouse.’ It’s gone from being a ball of cells to being an advanced foetus. 


A special liquid is used to nourish embryo cells in a laboratory 
dish and they float on the liquid to duplicate the first stage of 
embryonic development. The incubator creates all the right 
conditions for its development, Hanna said. The liquid gives the 
embryo ‘all the nutrients, hormones and sugars they need’ along 
with a custom-made electronic incubator which controls gas 
concentration, pressure and temperature. The cutting-edge in the 
underground bases and other secret locations will be light years 
ahead of that, however, and this was reported by the London 
Guardian in 2017: 


We are approaching a biotechnological breakthrough. Ectogenesis, the invention of a 
complete external womb, could completely change the nature of human reproduction. In 
April this year, researchers at the Children’s Hospital of Philadelphia announced their 
development of an artificial womb. 


The article was headed ‘Artificial wombs could soon be a reality. 
What will this mean for women?’ What would it mean for children is 
an even bigger question. No mother to bond with only a machine in 
preparation for a life of soulless interaction and control in a world 
governed by machines (see the Matrix movies). Now observe the 
calculated manipulations of the ‘Covid’ hoax as human interaction 
and warmth has been curtailed by distancing, isolation and fear with 
people communicating via machines on a scale never seen before. 


These are all dots in the same picture as are all the personal 
assistants, gadgets and children’s toys through which kids and 
adults communicate with AI as if it is human. The AI ‘voice’ on Sat- 
Nav should be included. All these things are psychological 
preparation for the Cult endgame. Before you can make a physical 
connection with AI you have to make a psychological connection 
and that is what people are being conditioned to do with this ever 
gathering human-Al interaction. Movies and TV programmes 
depicting the transhuman, robot dystopia relate to a phenomenon 
known as ‘pre-emptive programming’ in which the world that is 
planned is portrayed everywhere in movies, TV and advertising. 
This is conditioning the conscious and subconscious mind to become 
familiar with the planned reality to dilute resistance when it 
happens for real. What would have been a shock such is the change 
is made less so. We have young children put on the road to 
transgender transition surgery with puberty blocking drugs at an 
age when they could never be able to make those life-changing 
decisions. 

Rachel Levine, a professor of paediatrics and psychiatry who 
believes in treating children this way, became America’s highest- 
ranked openly-transgender official when she was confirmed as US 
Assistant Secretary at the Department of Health and Human 
Services after being nominated by Joe Biden (the Cult). Activists and 
governments press for laws to deny parents a say in their children’s 
transition process so the kids can be isolated and manipulated into 
agreeing to irreversible medical procedures. A Canadian father 
Robert Hoogland was denied bail by the Vancouver Supreme Court 
in 2021 and remained in jail for breaching a court order that he stay 
silent over his young teenage daughter, a minor, who was being 
offered life-changing hormone therapy without parental consent. At 
the age of 12 the girl’s ‘school counsellor’ said she may be 
transgender, referred her to a doctor and told the school to treat her 
like a boy. This is another example of state-serving schools imposing 
ever more control over children’s lives while parents have ever less. 


Contemptible and extreme child abuse is happening all over the 
world as the Cult gender-fusion operation goes into warp-speed. 


Why the war on men — and now women? 

The question about what artificial wombs mean for women should 
rightly be asked. The answer can be seen in the deletion of women’s 
rights involving sport, changing rooms, toilets and status in favour 
of people in male bodies claiming to identify as women. I can 
identify as a mountain climber, but it doesn’t mean I can climb a 
mountain any more than a biological man can be a biological 
woman. To believe so is a triumph of belief over factual reality which 
is the very perceptual basis of everything Woke. Women’s sport is 
being destroyed by allowing those with male bodies who say they 
identify as female to ‘compete’ with girls and women. Male body 
‘women’ dominate ‘women’s’ competition with their greater muscle 
mass, bone density, strength and speed. With that disadvantage 
sport for women loses all meaning. To put this in perspective nearly 
300 American high school boys can run faster than the quickest 
woman sprinter in the world. Women are seeing their previously 
protected spaces invaded by male bodies simply because they claim 
to identify as women. That's all they need to do to access all women’s 
spaces and activities under the Biden ‘Equality Act’ that destroys 
equality for women with the usual Orwellian Woke inversion. Male 
sex offenders have already committed rapes in women’s prisons after 
claiming to identify as women to get them transferred. Does this not 
matter to the Woke ‘equality’ hypocrites? Not in the least. What 
matters to Cult manipulators and funders behind transgender 
activists is to advance gender fusion on the way to the no-gender 
‘human’. When you are seeking to impose transparent nonsense like 
this, or the ‘Covid’ hoax, the only way the nonsense can prevail is 
through censorship and intimidation of dissenters, deletion of 
factual information, and programming of the unquestioning, 
bewildered and naive. You don’t have to scan the world for long to 
see that all these things are happening. 


Many women’s rights organisations have realised that rights and 
status which took such a long time to secure are being eroded and 
that it is systematic. Kara Dansky of the global Women’s Human 
Rights Campaign said that Biden’s transgender executive order 
immediately he took office, subsequent orders, and Equality Act 
legislation that followed “seek to erase women and girls in the law as 
a category’. Exactly. I said during the long ago-started war on men 
(in which many women play a crucial part) that this was going to 
turn into a war on them. The Cult is phasing out both male and 
female genders. To get away with that they are brought into conflict 
so they are busy fighting each other while the Cult completes the job 
with no unity of response. Unity, people, unity. We need unity 
everywhere. Transgender is the only show in town as the big step 
towards the no-gender human. It’s not about rights for transgender 
people and never has been. Woke political correctness is deleting 
words relating to genders to the same end. Wokers believe this is to 
be ‘inclusive’ when the opposite is true. They are deleting words 
describing gender because gender itself is being deleted by Human 
2.0. Terms like ‘man’, ‘woman’, ‘mother’ and ‘father’ are being 
deleted in the universities and other institutions to be replaced by 
the no-gender, not trans-gender, ‘individuals’ and ‘guardians’. 
Women’s rights campaigner Maria Keffler of Partners for Ethical 
Care said: “Children are being taught from kindergarten upward that 
some boys have a vagina, some girls have a penis, and that kids can 
be any gender they want to be.’ Do we really believe that suddenly 
countries all over the world at the same time had the idea of having 
drag queens go into schools or read transgender stories to very 
young children in the local library? It’s coldly-calculated confusion 
of gender on the way to the fusion of gender. Suzanne Vierling, a 
psychologist from Southern California, made another important 
point: 


Yesterday’s slave woman who endured gynecological medical experiments is today’s girl- 
child being butchered in a booming gender-transitioning sector. Ovaries removed, pushing her 
into menopause and osteoporosis, uncharted territory, and parents’ rights and authority 
decimated. 


The erosion of parental rights is a common theme in line with the 
Cult plans to erase the very concept of parents and ‘ovaries removed, 
pushing her into menopause’ means what? Those born female lose 
the ability to have children — another way to discontinue humanity 
as we know it. 


Eliminating Human 1.0 (before our very eyes) 

To pave the way for Human 2.0 you must phase out Human 1.0. This 
is happening through plummeting sperm counts and making 
women infertile through an onslaught of chemicals, radiation 
(including smartphones in pockets of men) and mRNA ‘vaccines’. 
Common agriculture pesticides are also having a devastating impact 
on human fertility. I have been tracking collapsing sperm counts in 
the books for a long time and in 2021 came a book by fertility 
scientist and reproductive epidemiologist Shanna Swan, Count 
Down: How Our Modern World Is Threatening Sperm Counts, Altering 
Male and Female Reproductive Development and Imperiling the Future of 
the Human Race. She reports how the global fertility rate dropped by 
half between 1960 and 2016 with America’s birth rate 16 percent 
below where it needs to be to sustain the population. Women are 
experiencing declining egg quality, more miscarriages, and more 
couples suffer from infertility. Other findings were an increase in 
erectile dysfunction, infant boys developing more genital 
abnormalities, male problems with conception, and plunging levels 
of the male hormone testosterone which would explain why so 
many men have lost their backbone and masculinity. This has been 
very evident during the ‘Covid’ hoax when women have been 
prominent among the Pushbackers and big strapping blokes have 
bowed their heads, covered their faces with a nappy and quietly 
submitted. Mind control expert Cathy O’Brien also points to how 
global education introduced the concept of ‘we’re all winners’ in 
sport and classrooms: ‘Competition was defused, and it in turn 
defused a sense of fighting back.’ This is another version of the 
‘equity’ doctrine in which you drive down rather than raise up. 
What a contrast in Cult-controlled China with its global ambitions 


where the government published plans in January, 2021, to ‘cultivate 
masculinity’ in boys from kindergarten through to high school in the 
face of a ‘masculinity crisis’. A government adviser said boys would 
be soon become ‘delicate, timid and effeminate’ unless action was 
taken. Don’t expect any similar policy in the targeted West. A 2006 
study showed that a 65-year-old man in 2002 had testosterone levels 
15 percent lower than a 65-year-old man in 1987 while a 2020 study 
found a similar story with young adults and adolescents. Men are 
getting prescriptions for testosterone replacement therapy which 
causes an even greater drop in sperm count with up to 99 percent 
seeing sperm counts drop to zero during the treatment. More sperm 
is defective and malfunctioning with some having two heads or not 
pursuing an egg. 

A class of synthetic chemicals known as phthalates are being 
blamed for the decline. These are found everywhere in plastics, 
shampoos, cosmetics, furniture, flame retardants, personal care 
products, pesticides, canned foods and even receipts. Why till 
receipts? Everyone touches them. Let no one delude themselves that 
all this is not systematic to advance the long-time agenda for human 
body transformation. Phthalates mimic hormones and disrupt the 
hormone balance causing testosterone to fall and genital birth 
defects in male infants. Animals and fish have been affected in the 
same way due to phthalates and other toxins in rivers. When fish 
turn gay or change sex through chemicals in rivers and streams it is 
a pointer to why there has been such an increase in gay people and 
the sexually confused. It doesn’t matter to me what sexuality people 
choose to be, but if it’s being affected by chemical pollution and 
consumption then we need to know. Does anyone really think that 
this is not connected to the transgender agenda, the war on men and 
the condemnation of male ‘toxic masculinity’? You watch this being 
followed by ‘toxic femininity’. It’s already happening. When 
breastfeeding becomes ‘chest-feeding’, pregnant women become 
pregnant people along with all the other Woke claptrap you know 
that the world is going insane and there’s a Cult scam in progress. 
Transgender activists are promoting the Cult agenda while Cult 


billionaires support and fund the insanity as they laugh themselves 
to sleep at the sheer stupidity for which humans must be infamous 
in galaxies far, far away. 


‘Covid vaccines’ and female infertility 

We can now see why the ‘vaccine’ has been connected to potential 
infertility in women. Dr Michael Yeadon, former Vice President and 
Chief Scientific Advisor at Pfizer, and Dr Wolfgang Wodarg in 
Germany, filed a petition with the European Medicines Agency in 
December, 2020, urging them to stop trials for the Pfizer/BioNTech 
shot and all other mRNA trials until further studies had been done. 
They were particularly concerned about possible effects on fertility 
with ‘vaccine’-produced antibodies attacking the protein Syncytin-1 
which is responsible for developing the placenta. The result would 
be infertility ‘of indefinite duration’ in women who have the 
‘vaccine’ with the placenta failing to form. Section 10.4.2 of the 
Pfizer/BioNTech trial protocol says that pregnant women or those 
who might become so should not have mRNA shots. Section 10.4 
warns men taking mRNA shots to ‘be abstinent from heterosexual 
intercourse’ and not to donate sperm. The UK government said that 
it did not know if the mRNA procedure had an effect on fertility. Did 
not know? These people have to go to jail. UK government advice did 
not recommend at the start that pregnant women had the shot and 
said they should avoid pregnancy for at least two months after 
‘vaccination’. The ‘advice’ was later updated to pregnant women 
should only have the ‘vaccine’ if the benefits outweighed the risks to 
mother and foetus. What the hell is that supposed to mean? Then 
‘spontaneous abortions’ began to appear and rapidly increase on the 
adverse reaction reporting schemes which include only a fraction of 
adverse reactions. Thousands and ever-growing numbers of 
‘vaccinated’ women are describing changes to their menstrual cycle 
with heavier blood flow, irregular periods and menstruating again 
after going through the menopause — all links to reproduction 
effects. Women are passing blood clots and the lining of their uterus 
while men report erectile dysfunction and blood effects. Most 


significantly of all unvaccinated women began to report similar 
menstrual changes after interaction with ‘vaccinated’ people and men 
and children were also affected with bleeding noses, blood clots and 
other conditions. ‘Shedding’ is when vaccinated people can emit the 
content of a vaccine to affect the unvaccinated, but this is different. 
‘Vaccinated’ people were not shedding a ‘live virus’ allegedly in 
‘vaccines’ as before because the fake ‘Covid vaccines’ involve 
synthetic material and other toxicity. Doctors exposing what is 
happening prefer the term ‘transmission’ to shedding. Somehow 
those that have had the shots are transmitting effects to those that 
haven't. Dr Carrie Madej said the nano-content of the ‘vaccines’ can 
‘act like an antenna’ to others around them which fits perfectly with 
my own conclusions. This ‘vaccine’ transmission phenomenon was 
becoming known as the book went into production and I deal with 
this further in the Postscript. 


Vaccine effects on sterility are well known. The World Health 
Organization was accused in 2014 of sterilising millions of women in 
Kenya with the evidence confirmed by the content of the vaccines 
involved. The same WHO behind the ‘Covid’ hoax admitted its 
involvement for more than ten years with the vaccine programme. 
Other countries made similar claims. Charges were lodged by 
Tanzania, Nicaragua, Mexico, and the Philippines. The Gardasil 
vaccine claimed to protect against a genital ‘virus’ known as HPV 
has also been linked to infertility. Big Pharma and the WHO (same 
thing) are criminal and satanic entities. Then there’s the Bill Gates 
Foundation which is connected through funding and shared 
interests with 20 pharmaceutical giants and laboratories. He stands 
accused of directing the policy of United Nations Children’s Fund 
(UNICEF), vaccine alliance GAVI, and other groupings, to advance 
the vaccine agenda and silence opposition at great cost to women 
and children. At the same time Gates wants to reduce the global 
population. Coincidence? 


Great Reset = Smart Grid = new human 


The Cult agenda I have been exposing for 30 years is now being 
openly promoted by Cult assets like Gates and Klaus Schwab of the 
World Economic Forum under code-terms like the ‘Great Reset’, 
‘Build Back Better’ and ‘a rare but narrow window of opportunity to 
reflect, reimagine, and reset our world’. What provided this ‘rare but 
narrow window of opportunity’? The ‘Covid’ hoax did. Who created 
that? They did. My books from not that long ago warned about the 
planned ‘Internet of Things’ (loT) and its implications for human 
freedom. This was the plan to connect all technology to the Internet 
and artificial intelligence and today we are way down that road with 
an estimated 36 billion devices connected to the World Wide Web 
and that figure is projected to be 76 billion by 2025. I further warned 
that the Cult planned to go beyond that to the Internet of Everything 
when the human brain was connected via AI to the Internet and 
Kurzweil’s ‘cloud’. Now we have Cult operatives like Schwab calling 
for precisely that under the term ‘Internet of Bodies’, a fusion of the 
physical, digital and biological into one centrally-controlled Smart 
Grid system which the Cult refers to as the ‘Fourth Industrial 
Revolution’. They talk about the ‘biological’, but they really mean 
the synthetic-biological which is required to fully integrate the 
human body and brain into the Smart Grid and artificial intelligence 
planned to replace the human mind. We have everything being 
synthetically manipulated including the natural world through 
GMO and smart dust, the food we eat and the human body itself 
with synthetic ‘vaccines’. I said in The Answer that we would see the 
Cult push for synthetic meat to replace animals and in February, 
2021, the so predictable psychopath Bill Gates called for the 
introduction of synthetic meat to save us all from ‘climate change’. 
The climate hoax just keeps on giving like the ‘Covid’ hoax. The war 
on meat by vegan activists is a carbon (oops, sorry) copy of the 
manipulation of transgender activists. They have no idea (except 
their inner core) that they are being used to promote and impose the 
agenda of the Cult or that they are only the vehicle and not the reason. 
This is not to say those who choose not to eat meat shouldn’t be 
respected and supported in that right, but there are ulterior motives 


for those in power. A Forbes article in December, 2019, highlighted 
the plan so beloved of Schwab and the Cult under the heading: 
‘What Is The Internet of Bodies? And How Is It Changing Our 
World?’ The article said the human body is the latest data platform 
(remember ‘our vaccine is an operating system’). Forbes described 
the plan very accurately and the words could have come straight out 
of my books from long before: 


The Internet of Bodies (loB) is an extension of the loT and basically connects the human body 
to a network through devices that are ingested, implanted, or connected to the body in some 
way. Once connected, data can be exchanged, and the body and device can be remotely 
monitored and controlled. 


They were really describing a human hive mind with human 
perception centrally-dictated via an AI connection as well as 
allowing people to be ‘remotely monitored and controlled’. 
Everything from a fridge to a human mind could be directed from a 
central point by these insane psychopaths and ‘Covid vaccines’ are 
crucial to this. Forbes explained the process I mentioned earlier of 
holdable and wearable technology followed by implantable. The 
article said there were three generations of the Internet of Bodies that 
include: 


¢ Body external: These are wearable devices such as Apple Watches 
or Fitbits that can monitor our health. 


¢ Body internal: These include pacemakers, cochlear implants, and 
digital pills that go inside our bodies to monitor or control various 
aspects of health. 


¢ Body embedded: The third generation of the Internet of Bodies is 
embedded technology where technology and the human body are 
melded together and have a real-time connection to a remote 
machine. 


Forbes noted the development of the Brain Computer Interface (BCI) 
which merges the brain with an external device for monitoring and 
controlling in real-time. ‘The ultimate goal is to help restore function 
to individuals with disabilities by using brain signals rather than 
conventional neuromuscular pathways.’ Oh, do fuck off. The goal of 
brain interface technology is controlling human thought and 
emotion from the central point in a hive mind serving its masters 
wishes. Many people are now agreeing to be chipped to open doors 
without a key. You can recognise them because they’ll be wearing a 
mask, social distancing and lining up for the ‘vaccine’. The Cult 
plans a Great Reset money system after they have completed the 
demolition of the global economy in which ‘money’ will be 
exchanged through communication with body operating systems. 
Rand Corporation, a Cult-owned think tank, said of the Internet of 
Bodies or IoB: 


Internet of Bodies technologies fall under the broader loT umbrella. But as the name suggests, 
loB devices introduce an even more intimate interplay between humans and gadgets. loB 
devices monitor the human body, collect health metrics and other personal information, and 
transmit those data over the Internet. Many devices, such as fitness trackers, are already in use 
... loB devices ... and those in development can track, record, and store users’ whereabouts, 
bodily functions, and what they see, hear, and even think. 


Schwab’s World Economic Forum, a long-winded way of saying 
‘fascism’ or ‘the Cult’, has gone full-on with the Internet of Bodies in 
the ‘Covid’ era. ‘We’re entering the era of the Internet of Bodies’, it 
declared, ‘collecting our physical data via a range of devices that can 
be implanted, swallowed or worn’. The result would be a huge 
amount of health-related data that could improve human wellbeing 
around the world, and prove crucial in fighting the “‘Covid-19 
pandemic’. Does anyone think these clowns care about ‘human 
wellbeing’ after the death and devastation their pandemic hoax has 
purposely caused? Schwab and co say we should move forward with 
the Internet of Bodies because ‘Keeping track of symptoms could 
help us stop the spread of infection, and quickly detect new cases’. 
How wonderful, but keeping track’ is all they are really bothered 


about. Researchers were investigating if data gathered from 
smartwatches and similar devices could be used as viral infection 
alerts by tracking the user’s heart rate and breathing. Schwab said in 
his 2018 book Shaping the Future of the Fourth Industrial Revolution: 


The lines between technologies and beings are becoming blurred and not just by the ability to 
create lifelike robots or synthetics. Instead it is about the ability of new technologies to literally 
become part of us. Technologies already influence how we understand ourselves, how we 
think about each other, and how we determine our realities. As the technologies ... give us 
deeper access to parts of ourselves, we may begin to integrate digital technologies into our 
bodies. 


You can see what the game is. Twenty-four hour control and people 
— if you could still call them that — would never know when 
something would go ping and take them out of circulation. It’s the 
most obvious rush to a global fascist dictatorship and the complete 
submission of humanity and yet still so many are locked away in 
their Cult-induced perceptual coma and can’t see it. 


Smart Grid control centres 

The human body is being transformed by the ‘vaccines’ and in other 
ways into a synthetic cyborg that can be attached to the global Smart 
Grid which would be controlled from a central point and other sub- 
locations of Grid manipulation. Where are these planned to be? Well, 
China for a start which is one of the Cult’s biggest centres of 
operation. The technological control system and technocratic rule 
was incubated here to be unleashed across the world after the 
‘Covid’ hoax came out of China in 2020. Another Smart Grid location 
that will surprise people new to this is Israel. I have exposed in The 
Trigger how Sabbatian technocrats, intelligence and military 
operatives were behind the horrors of 9/11 and not 19 Arab hijackers’ 
who somehow manifested the ability to pilot big passenger airliners 
when instructors at puddle-jumping flying schools described some 
of them as a joke. The 9/11 attacks were made possible through 
control of civilian and military air computer systems and those of the 
White House, Pentagon and connected agencies. See The Trigger — it 


will blow your mind. The controlling and coordinating force were 
the Sabbatian networks in Israel and the United States which by then 
had infiltrated the entire US government, military and intelligence 
system. The real name of the American Deep State is ‘Sabbatian 
State’. Israel is a tiny country of only nine million people, but it is 
one of the global centres of cyber operations and fast catching Silicon 
Valley in importance to the Cult. Israel is known as the ‘start-up 
nation’ for all the cyber companies spawned there with the 
Sabbatian specialisation of ‘cyber security’ that I mentioned earlier 
which gives those companies access to computer systems of their 
clients in real time through ‘backdoors’ written into the coding when 
security software is downloaded. The Sabbatian centre of cyber 
operations outside Silicon Valley is the Israeli military Cyber 
Intelligence Unit, the biggest infrastructure project in Israel’s history, 
headquartered in the desert-city of Beersheba and involving some 
20,000 ‘cyber soldiers’. Here are located a literal army of Internet 
trolls scanning social media, forums and comment lists for anyone 
challenging the Cult agenda. The UK military has something similar 
with its 77th Brigade and associated operations. The Beersheba 
complex includes research and development centres for other Cult 
operations such as Intel, Microsoft, IBM, Google, Apple, Hewlett- 
Packard, Cisco Systems, Facebook and Motorola. Techcrunch.com 
ran an article about the Beersheba global Internet technology centre 
headlined ‘Israel’s desert city of Beersheba is turning into a cybertech 
oasis’: 


The military’s massive relocation of its prestigious technology units, the presence of 
multinational and local companies, a close proximity to Ben Gurion University and generous 
government subsidies are turning Beersheba into a major global cybertech hub. Beersheba has 
all of the ingredients of a vibrant security technology ecosystem, including Ben Gurion 
University with its graduate program in cybersecurity and Cyber Security Research Center, and 
the presence of companies such as EMC, Deutsche Telekom, PayPal, Oracle, IBM, and 
Lockheed Martin. It’s also the future home of the INCB (Israeli National Cyber Bureau); offers 
a special income tax incentive for cyber security companies, and was the site for the 
relocation of the army’s intelligence corps units. 


Sabbatians have taken over the cyber world through the following 
process: They scan the schools for likely cyber talent and develop 
them at Ben Gurion University and their period of conscription in 
the Israeli Defense Forces when they are stationed at the Beersheba 
complex. When the cyber talented officially leave the army they are 
funded to start cyber companies with technology developed by 
themselves or given to them by the state. Much of this is stolen 
through backdoors of computer systems around the world with 
America top of the list. Others are sent off to Silicon Valley to start 
companies or join the major ones and so we have many major 
positions filled by apparently ‘Jewish’ but really Sabbatian 
operatives. Google, YouTube and Facebook are all run by ‘Jewish’ 
CEOs while Twitter is all but run by ultra-Zionist hedge-fund shark 
Paul Singer. At the centre of the Sabbatian global cyber web is the 
Israeli army’s Unit 8200 which specialises in hacking into computer 
systems of other countries, inserting viruses, gathering information, 
instigating malfunction, and even taking control of them from a 
distance. A long list of Sabbatians involved with 9/11, Silicon Valley 
and Israeli cyber security companies are operatives of Unit 8200. 
This is not about Israel. It’s about the Cult. Israel is planned to be a 
Smart Grid hub as with China and what is happening at Beersheba is 
not for the benefit of Jewish people who are treated disgustingly by 
the Sabbatian elite that control the country. A glance at the 
Nuremberg Codes will tell you that. 

The story is much bigger than ‘Covid’, important as that is to 
where we are being taken. Now, though, it’s time to really strap in. 
There’s more ... much more ... 


CHAPTER ELEVEN 


Awake, arise or be forever fall’n 
John Milton, Paradise Lost 


[rave exposed this far the level of the Cult conspiracy that operates 

in the world of the seen and within the global secret society and 
satanic network which operates in the shadows one step back from 
the seen. The story, however, goes much deeper than that. 

The ‘Covid’ hoax is major part of the Cult agenda, but only part, 
and to grasp the biggest picture we have to expand our attention 
beyond the realm of human sight and into the infinity of possibility 
that we cannot see. It is from here, ultimately, that humanity is being 
manipulated into a state of total control by the force which dictates 
the actions of the Cult. How much of reality can we see? Next to 
damn all is the answer. We may appear to see all there is to see in the 
‘space’ our eyes survey and observe, but little could be further from 
the truth. The human ‘world’ is only a tiny band of frequency that 
the body’s visual and perceptual systems can decode into perception 
of a ‘world’. According to mainstream science the electromagnetic 
spectrum is 0.005 percent of what exists in the Universe (Fig 10). The 
maximum estimate I have seen is 0.5 percent and either way it’s 
miniscule. I say it is far, far, smaller even than 0.005 percent when 
you compare reality we see with the totality of reality that we don't. 
Now get this if you are new to such information: Visible light, the 
only band of frequency that we can see, is a fraction of the 0.005 


percent (Fig 11 overleaf). Take this further and realise that our 
universe is one of infinite universes and that universes are only a 
fragment of overall reality — infinite reality. Then compare that with 
the almost infinitesimal frequency band of visible light or human 
sight. You see that humans are as near blind as it is possible to be 
without actually being so. Artist and filmmaker, Sergio Toporek, 
said: 
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Figure 10: Humans can perceive such a tiny band of visual reality it’s laughable. 
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Figure 11: We can see a smear of the 0.005 percent electromagnetic spectrum, but we still 
know it all. Yep, makes sense. 


Consider that you can see less than 1% of the electromagnetic spectrum and hear less than 
1% of the acoustic spectrum. 90% of the cells in your body carry their own microbial DNA 
and are not ‘you’. The atoms in your body are 99.9999999999999999% empty space and 
none of them are the ones you were born with ... Human beings have 46 chromosomes, two 
less than a potato. 


The existence of the rainbow depends on the conical photoreceptors in your eyes; to animals 
without cones, the rainbow does not exist. So you don’t just look at a rainbow, you create it. 
This is pretty amazing, especially considering that all the beautiful colours you see represent 
less than 1% of the electromagnetic spectrum. 


Suddenly the ‘world’ of humans looks a very different place. Take 
into account, too, that Planet Earth when compared with the 
projected size of this single universe is the equivalent of a billionth of 
a pinhead. Imagine the ratio that would be when compared to 
infinite reality. To think that Christianity once insisted that Earth and 
humanity were the centre of everything. This background is vital if 
we are going to appreciate the nature of ‘human’ and how we can be 
manipulated by an unseen force. To human visual reality virtually 
everything is unseen and yet the prevailing perception within the 
institutions and so much of the public is that if we can’t see it, touch 
it, hear it, taste it and smell it then it cannot exist. Such perception is 
indoctrinated and encouraged by the Cult and its agents because it 
isolates believers in the strictly limited, village-idiot, realm of the five 
senses where perceptions can be firewalled and information 
controlled. Most of those perpetuating the ‘this-world-is-all-there-is’ 
insanity are themselves indoctrinated into believing the same 
delusion. While major players and influencers know that official 
reality is laughable most of those in science, academia and medicine 
really believe the nonsense they peddle and teach succeeding 
generations. Those who challenge the orthodoxy are dismissed as 
nutters and freaks to protect the manufactured illusion from 
exposure. Observe the dynamic of the ‘Covid’ hoax and you will see 
how that takes the same form. The inner-circle psychopaths knows 
it’s a gigantic scam, but almost the entirety of those imposing their 
fascist rules believe that ‘Covid’ is all that they’re told it is. 


Stolen identity 

Ask people who they are and they will give you their name, place of 
birth, location, job, family background and life story. Yet that is not 
who they are — it is what they are experiencing. The difference is 
absolutely crucial. The true ‘I’, the eternal, infinite ‘Tl’, is consciousness, 


a state of being aware. Forget ‘form’. That is a vehicle for a brief 
experience. Consciousness does not come from the brain, but through 
the brain and even that is more symbolic than literal. We are 
awareness, pure awareness, and this is what withdraws from the 
body at what we call ‘death’ to continue our eternal beingness, 
isness, in other realms of reality within the limitlessness of infinity or 
the Biblical ‘many mansions in my father’s house’. Labels of a 
human life, man, woman, transgender, black, white, brown, 
nationality, circumstances and income are not who we are. They are 
what we are — awareness — is experiencing in a brief connection with a 
band of frequency we call ‘human’. The labels are not the self; they 
are, to use the title of one of my books, a Phantom Self. Iam not 
David Icke born in Leicester, England, on April 29th, 1952. Iam the 
consciousness having that experience. The Cult and its non-human 
masters seek to convince us through the institutions of ‘education’, 
science, medicine, media and government that what we are 
experiencing is who we are. It’s so easy to control and direct 
perception locked away in the bewildered illusions of the five senses 
with no expanded radar. Try, by contrast, doing the same with a 
humanity aware of its true self and its true power to consciously 
create its reality and experience. How is it possible to do this? We do 
it all day every day. If you perceive yourself as ‘little me’ with no 
power to impact upon your life and the world then your life 
experience will reflect that. You will hand the power you don’t think 
you have to authority in all its forms which will use it to control your 
experience. This, in turn, will appear to confirm your perception of 
‘little me’ in a self-fulfilling feedback loop. But that is what ‘little me’ 
really is — a perception. We are all ‘big-me’, infinite me, and the Cult 
has to make us forget that if its will is to prevail. We are therefore 
manipulated and pressured into self-identifying with human labels 
and not the consciousness/awareness experiencing those human 
labels. 

The phenomenon of identity politics is a Cult-instigated 
manipulation technique to sub-divide previous labels into even 
smaller ones. A United States university employs this list of letters to 


describe student identity: LGBTTQQFAGPBDSM or lesbian, gay, 
bisexual, transgender, transsexual, queer, questioning, flexual, 
asexual, gender-fuck, polyamorous, bondage/discipline, 
dominance/submission and sadism/masochism. I’m sure other lists 
are even longer by now as people feel the need to self-identity the ‘T’ 
with the minutiae of race and sexual preference. Wokers 
programmed by the Cult for generations believe this is about 
‘inclusivity’ when it’s really the Cult locking them away into smaller 
and smaller versions of Phantom Self while firewalling them from 
the influence of their true self, the infinite, eternal ‘I’. You may notice 
that my philosophy which contends that we are all unique points of 
attention/awareness within the same infinite whole or Oneness is the 
ultimate non-racism. The very sense of Oneness makes the 
judgement of people by their body-type, colour or sexuality utterly 
ridiculous and confirms that racism has no understanding of reality 
(including anti-white racism). Yet despite my perception of life Cult 
agents and fast-asleep Wokers label me racist to discredit my 
information while they are themselves phenomenally racist and 
sexist. All they see is race and sexuality and they judge people as 
good or bad, demons or untouchables, by their race and sexuality. 
All they see is Phantom Self and perceive themselves in terms of 
Phantom Self. They are pawns and puppets of the Cult agenda to 
focus attention and self-identity in the five senses and play those 
identities against each other to divide and rule. Columbia University 
has introduced segregated graduations in another version of social 
distancing designed to drive people apart and teach them that 
different racial and cultural groups have nothing in common with 
each other. The last thing the Cult wants is unity. Again the pump- 
primers of this will be Cult operatives in the knowledge of what they 
are doing, but the rest are just the Phantom Self blind leading the 
Phantom Self blind. We do have something in common - we are all 
the same consciousness having different temporary experiences. 


Yes, what is ‘human’? That is what we are supposed to be, right? I 
mean ‘human’? True, but ‘human’ is the experience not the ‘I’. Break 
it down to basics and ‘human’ is the way that information is 
processed. If we are to experience and interact with this band of 
frequency we call the ‘world’ we must have a vehicle that operates 
within that band of frequency. Our consciousness in its prime form 
cannot do that; it is way beyond the frequency of the human realm. 
My consciousness or awareness could not tap these keys and pick up 
the cup in front of me in the same way that radio station A cannot 
interact with radio station B when they are on different frequencies. 
The human body is the means through which we have that 
interaction. I have long described the body as a biological computer 
which processes information in a way that allows consciousness to 
experience this reality. The body is a receiver, transmitter and 
processor of information in a particular way that we call human. We 
visually perceive only the world of the five senses in a wakened state 
— that is the limit of the body’s visual decoding system. In truth it’s 
not even visual in the way we experience ‘visual reality’ as I will 
come to in a moment. We are ‘human’ because the body processes 
the information sources of human into a reality and behaviour 
system that we perceive as human. Why does an elephant act like an 
elephant and not like a human or a duck? The elephant'’s biological 
computer is a different information field and processes information 
according to that program into a visual and behaviour type we call 
an elephant. The same applies to everything in our reality. These 
body information fields are perpetuated through procreation (like 
making a copy of a software program). The Cult wants to break that 
cycle and intervene technologically to transform the human 
information field into one that will change what we call humanity. If 
it can change the human information field it will change the way 
that field processes information and change humanity both 
‘physically’ and psychologically. Hence the messenger (information) 
RNA ‘vaccines’ and so much more that is targeting human genetics 
by changing the body’s information — messaging — construct through 
food, drink, radiation, toxicity and other means. 


Reality that we experience is nothing like reality as it really is in 
the same way that the reality people experience in virtual reality 
games is not the reality they are really living in. The game is only a 
decoded source of information that appears to be a reality. Our 
world is also an information construct — a simulation (more later). In 
its base form our reality is a wavefield of information much the same 
in theme as Wi-Fi. The five senses decode wavefield information into 
electrical information which they communicate to the brain to 
decode into holographic (illusory ‘physical’) information. Different 
parts of the brain specialise in decoding different senses and the 
information is fused into a reality that appears to be outside of us 
but is really inside the brain and the genetic structure in general (Fig 
12 overleaf). DNA is a receiver-transmitter of information and a vital 
part of this decoding process and the body’s connection to other 
realities. Change DNA and you change the way we decode and 
connect with reality — see ‘Covid vaccines’. Think of computers 
decoding Wi-Fi. You have information encoded in a radiation field 
and the computer decodes that information into a very different 
form on the screen. You can’t see the Wi-Fi until its information is 
made manifest on the screen and the information on the screen is 
inside the computer and not outside. I have just described how we 
decode the ‘human world’. All five senses decode the waveform ‘Wi- 
Fi’ field into electrical signals and the brain (computer) constructs 
reality inside the brain and not outside — “You don’t just look at a 
rainbow, you create it’. Sound is a simple example. We don’t hear 
sound until the brain decodes it. Waveform sound waves are picked 
up by the hearing sense and communicated to the brain in an 
electrical form to be decoded into the sounds that we hear. 
Everything we hear is inside the brain along with everything we see, 
feel, smell and taste. Words and language are waveform fields 
generated by our vocal chords which pass through this process until 
they are decoded by the brain into words that we hear. Different 
languages are different frequency fields or sound waves generated 
by vocal chords. Late British philosopher Alan Watts said: 


Figure 12: The brain receives information from the five senses and constructs from that our 
perceived reality. 


[Without the brain] the world is devoid of light, heat, weight, solidity, motion, space, time or 
any other imaginable feature. All these phenomena are interactions, or transactions, of 
vibrations with a certain arrangement of neurons. 


That’s exactly what they are and scientist Robert Lanza describes in 
his book, Biocentrism, how we decode electromagnetic waves and 
energy into visual and ‘physical’ experience. He uses the example of 
a flame emitting photons, electromagnetic energy, each pulsing 
electrically and magnetically: 


... these ... invisible electromagnetic waves strike a human retina, and if (and only if) the 
waves happen to measure between 400 and 700 nano meters in length from crest to crest, 
then their energy is just right to deliver a stimulus to the 8 million cone-shaped cells in the 
retina. 


Each in turn send an electrical pulse to a neighbour neuron, and on up the line this goes, at 
250 mph, until it reaches the ... occipital lobe of the brain, in the back of the head. There, a 
cascading complex of neurons fire from the incoming stimuli, and we subjectively perceive 
this experience as a yellow brightness occurring in a place we have been conditioned to call 
the ‘external world’. 


You hear what you decode 


If a tree falls or a building collapses they make no noise unless 
someone is there to decode the energetic waves generated by the 
disturbance into what we call sound. Does a falling tree make a 
noise? Only if you hear it — decode it. Everything in our reality is a 
frequency field of information operating within the overall ‘Wi-Fi’ 
field that I call The Field. A vibrational disturbance is generated in 
The Field by the fields of the falling tree or building. These 
disturbance waves are what we decode into the sound of them 
falling. If no one is there to do that then neither will make any noise. 
Reality is created by the observer — decoder — and the perceptions of 
the observer affect the decoding process. For this reason different 
people — different perceptions — will perceive the same reality or 
situation in a different way. What one may perceive as a nightmare 
another will see as an opportunity. The question of why the Cult is 
so focused on controlling human perception now answers itself. All 
experienced reality is the act of decoding and we don’t experience 
Wi-Fi until it is decoded on the computer screen. The sight and 
sound of an Internet video is encoded in the Wi-Fi all around us, but 
we don’t see or hear it until the computer decodes that information. 
Taste, smell and touch are all phenomena of the brain as a result of 
the same process. We don’t taste, smell or feel anything except in the 
brain and there are pain relief techniques that seek to block the 
signal from the site of discomfort to the brain because if the brain 
doesn’t decode that signal we don’t feel pain. Pain is in the brain and 
only appears to be at the point of impact thanks to the feedback loop 
between them. We don’t see anything until electrical information 
from the sight senses is decoded in an area at the back of the brain. If 
that area is damaged we can go blind when our eyes are perfectly 
okay. So why do we go blind if we damage an eye? We damage the 
information processing between the waveform visual information 
and the visual decoding area of the brain. If information doesn’t 
reach the brain in a form it can decode then we can’t see the visual 
reality that it represents. What’s more the brain is decoding only a 
fraction of the information it receives and the rest is absorbed by the 


sub-conscious mind. This explanation is from the science magazine, 
Wonderpedia: 


Every second, 11 million sensations crackle along these [brain] pathways ... The brain is 
confronted with an alarming array of images, sounds and smells which it rigorously filters 
down until it is left with a manageable list of around 40. Thus 40 sensations per second make 
up what we perceive as reality. 


The ‘world’ is not what people are told to believe that is it and the 
inner circles of the Cult know that. 


illusory ‘physical reality 

We can only see a smear of 0.005 percent of the Universe which is 
only one of a vast array of universes — ‘mansions’ — within infinite 
reality. Even then the brain decodes only 40 pieces of information 
(‘sensations’) from a potential 11 million that we receive every 
second. Two points strike you from this immediately: The sheer 
breathtaking stupidity of believing we know anything so rigidly that 
there’s nothing more to know; and the potential for these processes 
to be manipulated by a malevolent force to control the reality of the 
population. One thing I can say for sure with no risk of contradiction 
is that when you can perceive an almost indescribable fraction of 
infinite reality there is always more to know as in tidal waves of it. 
Ancient Greek philosopher Socrates was so right when he said that 
wisdom is to know how little we know. How obviously true that is 
when you think that we are experiencing a physical world of solidity 
that is neither physical nor solid and a world of apartness when 
everything is connected. Cult-controlled ‘science’ dismisses the so- 
called ‘paranormal’ and all phenomena related to that when the 
‘para’-normal is perfectly normal and explains the alleged ‘great 
mysteries’ which dumbfound scientific minds. There is a reason for 
this. A ‘scientific mind’ in terms of the mainstream is a material 
mind, a five-sense mind imprisoned in see it, touch it, hear it, smell it 
and taste it. Phenomena and happenings that can’t be explained that 
way leave the ‘scientific mind’ bewildered and the rule is that if they 


can’t account for why something is happening then it can’t, by 
definition, be happening. I beg to differ. Telepathy is thought waves 
passing through The Field (think wave disturbance again) to be 
decoded by someone able to connect with that wavelength 
(information). For example: You can pick up the thought waves of a 
friend at any distance and at the very least that will bring them to 
mind. A few minutes later the friend calls you. ‘My god’, you say, 
‘that’s incredible — I was just thinking of you.’ Ah, but they were 
thinking of you before they made the call and that’s what you 
decoded. Native peoples not entrapped in five-sense reality do this 
so well it became known as the ‘bush telegraph’. Those known as 
psychics and mediums (genuine ones) are doing the same only 
across dimensions of reality. ‘Mind over matter’ comes from the fact 
that matter and mind are the same. The state of one influences the 
state of the other. Indeed one and the other are illusions. They are 
aspects of the same field. Paranormal phenomena are all explainable 
so why are they still considered ‘mysteries’ or not happening? Once 
you go down this road of understanding you begin to expand 
awareness beyond the five senses and that’s the nightmare for the 
Cult. 


Figure 13: Holograms are not solid, but the best ones appear to be. 
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Figure 14: How holograms are created by capturing a waveform version of the subject image. 


Holographic ‘solidity 

Our reality is not solid, it is holographic. We are now well aware of 
holograms which are widely used today. Two-dimensional 
information is decoded into a three-dimensional reality that is not 
solid although can very much appear to be (Fig 13). Holograms are 
created with a laser divided into two parts. One goes directly onto a 
holographic photographic print (‘reference beam’) and the other 
takes a waveform image of the subject (‘working beam’) before being 
directed onto the print where it ‘collides’ with the other half of the 
laser (Fig 14). This creates a waveform interference pattern which 
contains the wavefield information of whatever is being 
photographed (Fig 15 overleaf). The process can be likened to 
dropping pebbles in a pond. Waves generated by each one spread 
out across the water to collide with the others and create a wave 
representation of where the stones fell and at what speed, weight 
and distance. A waveform interference pattern of a hologram is akin 
to the waveform information in The Field which the five senses 
decode into electrical signals to be decoded by the brain into a 
holographic illusory ‘physical’ reality. In the same way when a laser 
(think human attention) is directed at the waveform interference 
pattern a three-dimensional version of the subject is projected into 
apparently ‘solid’ reality (Fig 16). An amazing trait of holograms 
reveals more ‘paranormal mysteries’. Information of the whole 


hologram is encoded in waveform in every part of the interference 
pattern by the way they are created. This means that every part of a 
hologram is a smaller version of the whole. Cut the interference 
wave-pattern into four and you won't get four parts of the image. 
You get quarter-sized versions of the whole image. The body is a 
hologram and the same applies. Here we have the basis of 
acupuncture, reflexology and other forms of healing which identify 
representations of the whole body in all of the parts, hands, feet, 
ears, everywhere. Skilled palm readers can do what they do because 
the information of whole body is encoded in the hand. The concept 
of as above, so below, comes from this. 
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Figure 15: A waveform interference pattern that holds the information that transforms into a 
hologram. 


Figure 16: Holographic people including ‘Elvis’ holographically inserted to sing a duet with 
Celine Dion. 


The question will be asked of why, if solidity is illusory, we can’t 
just walk through walls and each other. The resistance is not solid 
against solid; it is electromagnetic field against electromagnetic field 
and we decode this into the experience of solid against solid. We 
should also not underestimate the power of belief to dictate reality. 
What you believe is impossible will be. Your belief impacts on your 
decoding processes and they won’t decode what you think is 
impossible. What we believe we perceive and what we perceive we 
experience. ‘Can't dos’ and ‘impossibles’ are like a firewall in a 
computer system that won't put on the screen what the firewall 
blocks. How vital that is to understanding how human experience 
has been hijacked. I explain in The Answer, Everything You Need To 
Know But Have Never Been Told and other books a long list of 
‘mysteries’ and ‘paranormal’ phenomena that are not mysterious 
and perfectly normal once you realise what reality is and how it 
works. ‘Ghosts’ can be seen to pass through ‘solid’ walls because the 
walls are not solid and the ghost is a discarnate entity operating on a 
frequency so different to that of the wall that it’s like two radio 
stations sharing the same space while never interfering with each 
other. I have seen ghosts do this myself. The apartness of people and 
objects is also an illusion. Everything is connected by the Field like 
all sea life is connected by the sea. It’s just that within the limits of 
our visual reality we only ‘see’ holographic information and not the 
field of information that connects everything and from which the 
holographic world is made manifest. If you can only see holographic 
‘objects’ and not the field that connects them they will appear to you 
as unconnected to each other in the same way that we see the 
computer while not seeing the Wi-Fi. 


What you don't know ¢an hurt you 

Okay, we return to those ‘two worlds’ of human society and the Cult 
with its global network of interconnecting secret societies and 
satanic groups which manipulate through governments, 
corporations, media, religions, etc. The fundamental difference 
between them is knowledge. The idea has been to keep humanity 


ignorant of the plan for its total enslavement underpinned by a 
crucial ignorance of reality - who we are and where we are — and 
how we interact with it. ‘Human’ should be the interaction between 
our expanded eternal consciousness and the five-sense body 
experience. We are meant to be in this world in terms of the five 
senses but not of this world in relation to our greater consciousness 
and perspective. In that state we experience the small picture of the 
five senses within the wider context of the big picture of awareness 
beyond the five senses. Put another way the five senses see the dots 
and expanded awareness connects them into pictures and patterns 
that give context to the apparently random and unconnected. 
Without the context of expanded awareness the five senses see only 
apartness and randomness with apparently no meaning. The Cult 
and its other-dimensional controllers seek to intervene in the 
frequency realm where five-sense reality is supposed to connect with 
expanded reality and to keep the two apart (more on this in the final 
chapter). When that happens five-sense mental and emotional 
processes are no longer influenced by expanded awareness, or the 
True ‘I’, and instead are driven by the isolated perceptions of the 
body’s decoding systems. They are in the world and of it. Here we 
have the human plight and why humanity with its potential for 
infinite awareness can be so easily manipulatable and descend into 
such extremes of stupidity. 


Once the Cult isolates five-sense mind from expanded awareness 
it can then program the mind with perceptions and beliefs by 
controlling information that the mind receives through the 
‘education’ system of the formative years and the media perceptual 
bombardment and censorship of an entire lifetime. Limit perception 
and a sense of the possible through limiting knowledge by limiting 
and skewing information while censoring and discrediting that 
which could set people free. As the title of another of my books says 
... And The Truth Shall Set You Free. For this reason the last thing the 
Cult wants in circulation is the truth about anything — especially the 
reality of the eternal ‘I’ — and that’s why it is desperate to control 
information. The Cult knows that information becomes perception 


which becomes behaviour which, collectively, becomes human 
society. Cult-controlled and funded mainstream ‘science’ denies the 
existence of an eternal ‘I’ and seeks to dismiss and trash all evidence 
to the contrary. Cult-controlled mainstream religion has a version of 
‘God’ that is little more than a system of control and dictatorship 
that employs threats of damnation in an afterlife to control 
perceptions and behaviour in the here and now through fear and 
guilt. Neither is true and it’s the ‘neither’ that the Cult wishes to 
suppress. This ‘neither’ is that everything is an expression, a point of 
attention, within an infinite state of consciousness which is the real 
meaning of the term ‘God’. 


Perceptual obsession with the “physical body’ and five-senses 
means that ‘God’ becomes personified as a bearded bloke sitting 
among the clouds or a raging bully who loves us if we do what ‘he’ 
wants and condemns us to the fires of hell if we don’t. These are no 
more than a ‘spiritual’ fairy tales to control and dictate events and 
behaviour through fear of this ‘God’ which has bizarrely made ‘God- 
fearing’ in religious circles a state to be desired. I would suggest that 
fearing anything is not to be encouraged and celebrated, but rather 
deleted. You can see why ‘God fearing’ is so beneficial to the Cult 
and its religions when they decide what ‘God’ wants and what ‘God’ 
demands (the Cult demands) that everyone do. As the great 
American comedian Bill Hicks said satirising a Christian zealot: ‘T 
think what God meant to say.’ How much of this infinite awareness 
(‘God’) that we access is decided by how far we choose to expand 
our perceptions, self-identity and sense of the possible. The scale of 
self-identity reflects itself in the scale of awareness that we can 
connect with and are influenced by — how much knowing and 
insight we have instead of programmed perception. You cannot 
expand your awareness into the infinity of possibility when you 
believe that you are little me Peter the postman or Mary in marketing 
and nothing more. I'll deal with this in the concluding chapter 
because it’s crucial to how we turnaround current events. 


When I realised in the early 1990s there was a Cult network behind 
global events I asked the obvious question: When did it start? I took 
it back to ancient Rome and Egypt and on to Babylon and Sumer in 
Mesopotamia, the ‘Land Between Two Rivers’, in what we now call 
Iraq. The two rivers are the Tigris and Euphrates and this region is of 
immense historical and other importance to the Cult, as is the land 
called Israel only 550 miles away by air. There is much more going 
with deep esoteric meaning across this whole region. It’s not only 
about ‘wars for oil’. Priceless artefacts from Mesopotamia were 
stolen or destroyed after the American and British invasion of Iraq in 
2003 justified by the lies of Boy Bush and Tony Blair (their Cult 
masters) about non-existent “weapons of mass destruction’. 
Mesopotamia was the location of Sumer (about 5,400BC to 1,750BC), 
and Babylon (about 2,350BC to 539BC). Sabbatians may have become 
immensely influential in the Cult in modern times but they are part 
of a network that goes back into the mists of history. Sumer is said by 
historians to be the ‘cradle of civilisation’. I disagree. I say it was the 
re-start of what we call human civilisation after cataclysmic events 
symbolised in part as the ‘Great Flood’ destroyed the world that 
existed before. These fantastic upheavals that I have been describing 
in detail in the books since the early1990s appear in accounts and 
legends of ancient cultures across the world and they are supported 
by geological and biological evidence. Stone tablets found in Iraq 
detailing the Sumer period say the cataclysms were caused by non- 
human ‘gods’ they call the Anunnaki. These are described in terms 
of extraterrestrial visitations in which knowledge supplied by the 
Anunnaki is said to have been the source of at least one of the 
world’s oldest writing systems and developments in astronomy, 
mathematics and architecture that were way ahead of their time. I 
have covered this subject at length in The Biggest Secret and Children 
of the Matrix and the same basic ‘Anunnaki’ story can be found in 
Zulu accounts in South Africa where the late and very great Zulu 
high shaman Credo Mutwa told me that the Sumerian Anunnaki 
were known by Zulus as the Chitauri or ‘children of the serpent’. See 
my six-hour video interview with Credo on this subject entitled The 


Reptilian Agenda recorded at his then home near Johannesburg in 
1999 which you can watch on the Ickonic media platform. 


The Cult emerged out of Sumer, Babylon and Egypt (and 
elsewhere) and established the Roman Empire before expanding 
with the Romans into northern Europe from where many empires 
were savagely imposed in the form of Cult-controlled societies all 
over the world. Mass death and destruction was their calling card. 
The Cult established its centre of operations in Europe and European 
Empires were Cult empires which allowed it to expand into a global 
force. Spanish and Portuguese colonialists headed for Central and 
South America while the British and French targeted North America. 
Africa was colonised by Britain, France, Belgium, the Netherlands, 
Portugal, Spain, Italy, and Germany. Some like Britain and France 
moved in on the Middle East. The British Empire was by far the 
biggest for a simple reason. By now Britain was the headquarters of 
the Cult from which it expanded to form Canada, the United States, 
Australia and New Zealand. The Sun never set on the British Empire 
such was the scale of its occupation. London remains a global centre 
for the Cult along with Rome and the Vatican although others have 
emerged in Israel and China. It is no accident that the ‘virus’ is 
alleged to have come out of China while Italy was chosen as the 
means to terrify the Western population into compliance with 
‘Covid’ fascism. Nor that Israel has led the world in ‘Covid’ fascism 
and mass ‘vaccination’. 

You would think that I would mention the United States here, but 
while it has been an important means of imposing the Cult’s will it is 
less significant than would appear and is currently in the process of 
having what power it does have deleted. The Cult in Europe has 
mostly loaded the guns for the US to fire. America has been 
controlled from Europe from the start through Cult operatives in 
Britain and Europe. The American Revolution was an illusion to 
make it appear that America was governing itself while very 
different forces were pulling the strings in the form of Cult families 
such as the Rothschilds through the Rockefellers and other 
subordinates. The Rockefellers are extremely close to Bill Gates and 


established both scalpel and drug ‘medicine’ and the World Health 
Organization. They play a major role in the development and 
circulation of vaccines through the Rockefeller Foundation on which 
Bill Gates said his Foundation is based. Why wouldn't this be the 
case when the Rockefellers and Gates are on the same team? Cult 
infiltration of human society goes way back into what we call history 
and has been constantly expanding and centralising power with the 
goal of establishing a global structure to dictate everything. Look 
how this has been advanced in great leaps with the ‘Covid’ hoax. 


The non-human dimension 

I researched and observed the comings and goings of Cult operatives 
through the centuries and even thousands of years as they were 
born, worked to promote the agenda within the secret society and 
satanic networks, and then died for others to replace them. Clearly 
there had to be a coordinating force that spanned this entire period 
while operatives who would not have seen the end goal in their 
lifetimes came and went advancing the plan over millennia. I went 
in search of that coordinating force with the usual support from the 
extraordinary synchronicity of my life which has been an almost 
daily experience since 1990. I saw common themes in religious texts 
and ancient cultures about a non-human force manipulating human 
society from the hidden. Christianity calls this force Satan, the Devil 
and demons; Islam refers to the Jinn or Djinn; Zulus have their 
Chitauri (spelt in other ways in different parts of Africa); and the 
Gnostic people in Egypt in the period around and before 400AD 
referred to this phenomena as the ‘Archons’, a word meaning rulers 
in Greek. Central American cultures speak of the ‘Predators’ among 
other names and the same theme is everywhere. I will use ‘Archons’ 
as a collective name for all of them. When you see how their nature 
and behaviour is described all these different sources are clearly 
talking about the same force. Gnostics described the Archons in 
terms of ‘luminous fire’ while Islam relates the Jinn to ‘smokeless 
fire’. Some refer to beings in form that could occasionally be seen, 
but the most common of common theme is that they operate from 


unseen realms which means almost all existence to the visual 
processes of humans. I had concluded that this was indeed the 
foundation of human control and that the Cult was operating within 
the human frequency band on behalf of this hidden force when I 
came across the writings of Gnostics which supported my 
conclusions in the most extraordinary way. 

A sealed earthen jar was found in 1945 near the town of Nag 
Hammadi about 75-80 miles north of Luxor on the banks of the River 
Nile in Egypt. Inside was a treasure trove of manuscripts and texts 
left by the Gnostic people some 1,600 years earlier. They included 13 
leather-bound papyrus codices (manuscripts) and more than 50 texts 
written in Coptic Egyptian estimated to have been hidden in the jar 
in the period of 400AD although the source of the information goes 
back much further. Gnostics oversaw the Great or Royal Library of 
Alexandria, the fantastic depository of ancient texts detailing 
advanced knowledge and accounts of human history. The Library 
was dismantled and destroyed in stages over a long period with the 
death-blow delivered by the Cult-established Roman Church in the 
period around 415AD. The Church of Rome was the Church of 
Babylon relocated as I said earlier. Gnostics were not a race. They 
were a way of perceiving reality. Whenever they established 
themselves and their information circulated the terrorists of the 
Church of Rome would target them for destruction. This happened 
with the Great Library and with the Gnostic Cathars who were 
burned to death by the psychopaths after a long period of 
oppression at the siege of the Castle of Monségur in southern France 
in 1244. The Church has always been terrified of Gnostic information 
which demolishes the official Christian narrative although there is 
much in the Bible that supports the Gnostic view if you read it in 
another way. To anyone studying the texts of what became known as 
the Nag Hammadi Library it is clear that great swathes of Christian 
and Biblical belief has its origin with Gnostics sources going back to 
Sumer. Gnostic themes have been twisted to manipulate the 
perceived reality of Bible believers. Biblical texts have been in the 
open for centuries where they could be changed while Gnostic 


documents found at Nag Hammadi were sealed away and 
untouched for 1,600 years. What you see is what they wrote. 


Use your pneuma not your nous 

Gnosticism and Gnostic come from ‘gnosis’ which means 
knowledge, or rather secret knowledge, in the sense of spiritual 
awareness — knowledge about reality and life itself. The desperation 
of the Cult’s Church of Rome to destroy the Gnostics can be 
understood when the knowledge they were circulating was the last 
thing the Cult wanted the population to know. Sixteen hundred 
years later the same Cult is working hard to undermine and silence 
me for the same reason. The dynamic between knowledge and 
ignorance is a constant. ‘Time’ appears to move on, but essential 
themes remain the same. We are told to ‘use your nous’, a Gnostic 
word for head/brain/intelligence. They said, however, that spiritual 
awakening or ‘salvation’ could only be secured by expanding 
awareness beyond what they called nous and into pneuma or Infinite 
Self. Obviously as I read these texts the parallels with what I have 
been saying since 1990 were fascinating to me. There is a universal 
truth that spans human history and in that case why wouldn't we be 
talking the same language 16 centuries apart? When you free 
yourself from the perception program of the five senses and explore 
expanded realms of consciousness you are going to connect with the 
same information no matter what the perceived ‘era’ within a 
manufactured timeline of a single and tiny range of manipulated 
frequency. Humans working with ‘smart’ technology or knocking 
rocks together in caves is only a timeline appearing to operate within 
the human frequency band. Expanded awareness and the 
knowledge it holds have always been there whether the era be Stone 
Age or computer age. We can only access that knowledge by 
opening ourselves to its frequency which the five-sense prison cell is 
designed to stop us doing. Gates, Fauci, Whitty, Vallance, 
Zuckerberg, Brin, Page, Wojcicki, Bezos, and all the others behind 
the ‘Covid’ hoax clearly have a long wait before their range of 
frequency can make that connection given that an open heart is 


crucial to that as we shall see. Instead of accessing knowledge 
directly through expanded awareness it is given to Cult operatives 
by the secret society networks of the Cult where it has been passed 
on over thousands of years outside the public arena. Expanded 
realms of consciousness is where great artists, composers and 
writers find their inspiration and where truth awaits anyone open 
enough to connect with it. We need to go there fast. 


Archon hijack 

A fifth of the Nag Hammadi texts describe the existence and 
manipulation of the Archons led by a ‘Chief Archon’ they call 
‘Yaldabaoth’, or the ‘Demiurge’, and this is the Christian ‘Devil’, 
‘Satan’, ‘Lucifer’, and his demons. Archons in Biblical symbolism are 
the ‘fallen ones’ which are also referred to as fallen angels after the 
angels expelled from heaven according to the Abrahamic religions of 
Judaism, Christianity and Islam. These angels are claimed to tempt 
humans to ‘sin’ ongoing and you will see how accurate that 
symbolism is during the rest of the book. The theme of ‘original sin’ 
is related to the ‘Fall’ when Adam and Eve were ‘tempted by the 
serpent’ and fell from a state of innocence and ‘obedience’ 
(connection) with God into a state of disobedience (disconnection). 
The Fall is said to have brought sin into the world and corrupted 
everything including human nature. Yaldabaoth, the ‘Lord Archon’, 
is described by Gnostics as a ‘counterfeit spirit’, ‘The Blind One’, 
‘The Blind God’, and ‘The Foolish One’. The Jewish name for 
Yaldabaoth in Talmudic writings is Samael which translates as 
‘Poison of God’, or ‘Blindness of God’. You see the parallels. 
Yaldabaoth in Islamic belief is the Muslim Jinn devil known as 
Shaytan — Shaytan is Satan as the same themes are found all over the 
world in every religion and culture. The ‘Lord God’ of the Old 
Testament is the ‘Lord Archon’ of Gnostic manuscripts and that’s 
why he’s such a bloodthirsty bastard. Satan is known by Christians 
as ‘the Demon of Demons’ and Gnostics called Yaldabaoth the 
‘Archon of Archons’. Both are known as “The Deceiver’. We are 
talking about the same ‘bloke’ for sure and these common themes 


using different names, storylines and symbolism tell a common tale 
of the human plight. 

Archons are referred to in Nag Hammadi documents as mind 
parasites, inverters, guards, gatekeepers, detainers, judges, pitiless 
ones and deceivers. The ‘Covid’ hoax alone is a glaring example of 
all these things. The Biblical ‘God’ is so different in the Old and New 
Testaments because they are not describing the same phenomenon. 
The vindictive, angry, hate-filled, ‘God’ of the Old Testament, known 
as Yahweh, is Yaldabaoth who is depicted in Cult-dictated popular 
culture as the ‘Dark Lord’, ‘Lord of Time’, Lord (Darth) Vader and 
Dormammu, the evil ruler of the ‘Dark Dimension’ trying to take 
over the ‘Earth Dimension’ in the Marvel comic movie, Dr Strange. 
Yaldabaoth is both the Old Testament ‘god’ and the Biblical ‘Satan’. 
Gnostics referred to Yaldabaoth as the ‘Great Architect of the 
Universe’and the Cult-controlled Freemason network calls their god 
‘the ‘Great Architect of the Universe’ (also Grand Architect). The 
‘Great Architect’ Yaldabaoth is symbolised by the Cult as the all- 
seeing eye at the top of the pyramid on the Great Seal of the United 
States and the dollar bill. Archon is encoded in arch-itect as it is in 
arch-angels and arch-bishops. All religions have the theme of a force 
for good and force for evil in some sort of spiritual war and there is a 
reason for that — the theme is true. The Cult and its non-human 
masters are quite happy for this to circulate. They present 
themselves as the force for good fighting evil when they are really 
the force of evil (absence of love). The whole foundation of Cult 
modus operandi is inversion. They promote themselves as a force for 
good and anyone challenging them in pursuit of peace, love, 
fairness, truth and justice is condemned as a satanic force for evil. 
This has been the game plan throughout history whether the Church 
of Rome inquisitions of non-believers or ‘conspiracy theorists’ and 
‘anti-vaxxers’ of today. The technique is the same whatever the 
timeline era. 


Yaldabaoth is revolting (true) 


Yaldabaoth and the Archons are said to have revolted against God 
with Yaldabaoth claiming to be God — the All That Is. The Old 
Testament ‘God’ (Yaldabaoth) demanded to be worshipped as such: ’ 
Iam the LORD, and there is none else, there is no God beside me’ 
(Isaiah 45:5). I have quoted in other books a man who said he was 
the unofficial son of the late Baron Philippe de Rothschild of the 
Mouton-Rothschild wine producing estates in France who died in 
1988 and he told me about the Rothschild ‘revolt from God’. The 
man said he was given the name Phillip Eugene de Rothschild and 
we shared long correspondence many years ago while he was living 
under another identity. He said that he was conceived through 
‘occult incest’ which (within the Cult) was ‘normal and to be 
admired’. ‘Phillip’ told me about his experience attending satanic 
rituals with rich and famous people whom he names and you can 
see them and the wider background to Cult Satanism in my other 
books starting with The Biggest Secret. Cult rituals are interactions 
with Archontic ‘gods’. ‘Phillip’ described Baron Philippe de 
Rothschild as ‘a master Satanist and hater of God’ and he used the 
same term ‘revolt from God’ associated with 
Yaldabaoth/Satan/Lucifer/the Devil in describing the Sabbatian 
Rothschild dynasty. ‘I played a key role in my family’s revolt from 
God’, he said. That role was to infiltrate in classic Sabbatian style the 
Christian Church, but eventually he escaped the mind-prison to live 
another life. The Cult has been targeting religion in a plan to make 
worship of the Archons the global one-world religion. Infiltration of 
Satanism into modern ‘culture’, especially among the young, 
through music videos, stage shows and other means, is all part of 
this. 


Nag Hammadi texts describe Yaldabaoth and the Archons in their 
prime form as energy — consciousness — and say they can take form if 
they choose in the same way that consciousness takes form as a 
human. Yaldabaoth is called ‘formless’ and represents a deeply 
inverted, distorted and chaotic state of consciousness which seeks to 
attached to humans and turn them into a likeness of itself in an 
attempt at assimilation. For that to happen it has to manipulate 


humans into low frequency mental and emotional states that match 
its own. Archons can certainly appear in human form and this is the 
origin of the psychopathic personality. The energetic distortion 
Gnostics called Yaldabaoth is psychopathy. When psychopathic 
Archons take human form that human will be a psychopath as an 
expression of Yaldabaoth consciousness. Cult psychopaths are 
Archons in human form. The principle is the same as that portrayed 
in the 2009 Avatar movie when the American military travelled to a 
fictional Earth-like moon called Pandora in the Alpha Centauri star 
system to infiltrate a society of blue people, or Na’vi, by hiding 
within bodies that looked like the Na’vi. Archons posing as humans 
have a particular hybrid information field, part human, part Archon, 
(the ancient ‘demigods’) which processes information in a way that 
manifests behaviour to match their psychopathic evil, lack of 
empathy and compassion, and stops them being influenced by the 
empathy, compassion and love that a fully-human information field 
is capable of expressing. Cult bloodlines interbreed, be they royalty 
or dark suits, for this reason and you have their obsession with 
incest. Interbreeding with full-blown humans would dilute the 
Archontic energy field that guarantees psychopathy in its 
representatives in the human realm. 

Gnostic writings say the main non-human forms that Archons 
take are serpentine (what I have called for decades ‘reptilian’ amid 
unbounded ridicule from the Archontically-programmed) and what 
Gnostics describe as ‘an unborn baby or foetus with grey skin and 
dark, unmoving eyes’. This is an excellent representation of the ET 
‘Greys’ of UFO folklore which large numbers of people claim to have 
seen and been abducted by — Zulu shaman Credo Mutwa among 
them. I agree with those that believe in extraterrestrial or 
interdimensional visitations today and for thousands of years past. 
No wonder with their advanced knowledge and technological 
capability they were perceived and worshipped as gods for 
technological and other ‘miracles’ they appeared to perform. 
Imagine someone arriving in a culture disconnected from the 
modern world with a smartphone and computer. They would be 


seen as a ‘god’ capable of ‘miracles’. The Renegade Mind, however, 
wants to know the source of everything and not only the way that 
source manifests as human or non-human. In the same way that a 
Renegade Mind seeks the original source material for the “‘Covid 
virus’ to see if what is claimed is true. The original source of 
Archons in form is consciousness — the distorted state of 
consciousness known to Gnostics as Yaldabaoth. 


‘Revolt from God is energetic disconnection 

Where I am going next will make a lot of sense of religious texts and 
ancient legends relating to ‘Satan’, Lucifer’ and the ‘gods’. Gnostic 
descriptions sync perfectly with the themes of my own research over 
the years in how they describe a consciousness distortion seeking to 
impose itself on human consciousness. I’ve referred to the core of 
infinite awareness in previous books as Infinite Awareness in 
Awareness of Itself. By that I mean a level of awareness that knows 
that it is all awareness and is aware of all awareness. From here 
comes the frequency of love in its true sense and balance which is 
what love is on one level — the balance of all forces into a single 
whole called Oneness and Isness. The more we disconnect from this 
state of love that many call ‘God’ the constituent parts of that 
Oneness start to unravel and express themselves as a part and not a 
whole. They become individualised as intellect, mind, selfishness, 
hatred, envy, desire for power over others, and such like. This is not 
a problem in the greater scheme in that ‘God’, the All That Is, can 
experience all these possibilities through different expressions of 
itself including humans. What we as expressions of the whole 
experience the All That Is experiences. We are the All That Is 
experiencing itself. As we withdraw from that state of Oneness we 
disconnect from its influence and things can get very unpleasant and 
very stupid. Archontic consciousness is at the extreme end of that. It 
has so disconnected from the influence of Oneness that it has become 
an inversion of unity and love, an inversion of everything, an 
inversion of life itself. Evil is appropriately live written backwards. 
Archontic consciousness is obsessed with death, an inversion of life, 


and so its manifestations in Satanism are obsessed with death. They 
use inverted symbols in their rituals such as the inverted pentagram 
and cross. Sabbatians as Archontic consciousness incarnate invert 
Judaism and every other religion and culture they infiltrate. They 
seek disunity and chaos and they fear unity and harmony as they 
fear love like garlic to a vampire. As a result the Cult, Archons 
incarnate, act with such evil, psychopathy and lack of empathy and 
compassion disconnected as they are from the source of love. How 
could Bill Gates and the rest of the Archontic psychopaths do what 
they have to human society in the ‘Covid’ era with all the death, 
suffering and destruction involved and have no emotional 
consequence for the impact on others? Now you know. Why have 
Zuckerberg, Brin, Page, Wojcicki and company callously censored 
information warning about the dangers of the ‘vaccine’ while 
thousands have been dying and having severe, sometimes life- 
changing reactions? Now you know. Why have Tedros, Fauci, 
Whitty, Vallance and their like around the world been using case and 
death figures they’re aware are fraudulent to justify lockdowns and 
all the deaths and destroyed lives that have come from that? Now 
you know. Why did Christian Drosten produce and promote a 
‘testing’ protocol that he knew couldn’t test for infectious disease 
which led to a global human catastrophe. Now you know. The 
Archontic mind doesn’t give a shit (Fig 17). I personally think that 
Gates and major Cult insiders are a form of AI cyborg that the 
Archons want humans to become. 
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Figure 17: Artist Neil Hague’s version of the ‘Covid’ hierarchy. 


Human batteries 

A state of such inversion does have its consequences, however. The 
level of disconnection from the Source of All means that you 
withdraw from that source of energetic sustenance and creativity. 
This means that you have to find your own supply of energetic 
power and it has — us. When the Morpheus character in the first 
Matrix movie held up a battery he spoke a profound truth when he 
said: ‘The Matrix is a computer-generated dream world built to keep 
us under control in order to change the human being into one of 


these.’ The statement was true in all respects. We do live in a 
technologically-generated virtual reality simulation (more very 
shortly) and we have been manipulated to be an energy source for 
Archontic consciousness. The Disney-Pixar animated movie 
Monsters, Inc. in 2001 symbolised the dynamic when monsters in 
their world had no energy source and they would enter the human 
world to terrify children in their beds, catch the child’s scream, terror 
(low-vibrational frequencies), and take that energy back to power 
the monster world. The lead character you might remember was a 
single giant eye and the symbolism of the Cult’s all-seeing eye was 
obvious. Every thought and emotion is broadcast as a frequency 
unique to that thought and emotion. Feelings of love and joy, 
empathy and compassion, are high, quick, frequencies while fear, 
depression, anxiety, suffering and hate are low, slow, dense 
frequencies. Which kind do you think Archontic consciousness can 
connect with and absorb? In such a low and dense frequency state 
there’s no way it can connect with the energy of love and joy. 
Archons can only feed off energy compatible with their own 
frequency and they and their Cult agents want to delete the human 
world of love and joy and manipulate the transmission of low 
vibrational frequencies through low-vibrational human mental and 
emotional states. We are their energy source. Wars are energetic 
banquets to the Archons — a world war even more so — and think 
how much low-frequency mental and emotional energy has been 
generated from the consequences for humanity of the ‘Covid’ hoax 
orchestrated by Archons incarnate like Gates. 


The ancient practice of human sacrifice ‘to the gods’, continued in 
secret today by the Cult, is based on the same principle. “The gods’ 
are Archontic consciousness in different forms and the sacrifice is 
induced into a state of intense terror to generate the energy the 
Archontic frequency can absorb. Incarnate Archons in the ritual 
drink the blood which contains an adrenaline they crave which 
floods into the bloodstream when people are terrorised. Most of the 
sacrifices, ancient and modern, are children and the theme of 
‘sacrificing young virgins to the gods’ is just code for children. They 


have a particular pre-puberty energy that Archons want more than 
anything and the energy of the young in general is their target. The 
California Department of Education wants students to chant the 
names of Aztec gods (Archontic gods) once worshipped in human 
sacrifice rituals in a curriculum designed to encourage them to 
‘challenge racist, bigoted, discriminatory, imperialist/colonial 
beliefs’, join ‘social movements that struggle for social justice’, and 
‘build new possibilities for a post-racist, post-systemic racism 
society’. It’s the usual Woke crap that inverts racism and calls it anti- 
racism. In this case solidarity with ‘indigenous tribes’ is being used 
as an excuse to chant the names of ‘gods’ to which people were 
sacrificed (and still are in secret). What an example of Woke’s 
inability to see beyond black and white, us and them, They condemn 
the colonisation of these tribal cultures by Europeans (quite right), 
but those cultures sacrificing people including children to their 
‘gods’, and mass murdering untold numbers as the Aztecs did, is 
just fine. One chant is to the Aztec god Tezcatlipoca who had a man 
sacrificed to him in the 5th month of the Aztec calendar. His heart 
was cut out and he was eaten. Oh, that’s okay then. Come on 
children ... after three ... Other sacrificial ‘gods’ for the young to 
chant their allegiance include Quetzalcoatl, Huitzilopochtli and Xipe 
Totec. The curriculum says that ‘chants, affirmations, and energizers 
can be used to bring the class together, build unity around ethnic 
studies principles and values, and to reinvigorate the class following 
a lesson that may be emotionally taxing or even when student 
engagement may appear to be low’. Well, that’s the cover story, 
anyway. Chanting and mantras are the repetition of a particular 
frequency generated from the vocal cords and chanting the names of 
these Archontic ‘gods’ tunes you into their frequency. That is the last 
thing you want when it allows for energetic synchronisation, 
attachment and perceptual influence. Initiates chant the names of 
their ‘Gods’ in their rituals for this very reason. 


Paedophilia is another way that Archons absorb the energy of 
children. Paedophiles possessed by Archontic consciousness are 
used as the conduit during sexual abuse for discarnate Archons to 
vampire the energy of the young they desire so much. Stupendous 
numbers of children disappear every year never to be seen again 
although you would never know from the media. Imagine how 
much low-vibrational energy has been generated by children during 
the ‘Covid’ hoax when so many have become depressed and 
psychologically destroyed to the point of killing themselves. 
Shocking numbers of children are now taken by the state from 
loving parents to be handed to others. I can tell you from long 
experience of researching this since 1996 that many end up with 
paedophiles and assets of the Cult through corrupt and Cult-owned 
social services which in the reframing era has hired many 
psychopaths and emotionless automatons to do the job. Children are 
even stolen to order using spurious reasons to take them by the 
corrupt and secret (because they’re corrupt) ‘family courts’. I have 
written in detail in other books, starting with The Biggest Secret in 
1997, about the ubiquitous connections between the political, 
corporate, government, intelligence and military elites (Cult 
operatives) and Satanism and paedophilia. If you go deep enough 
both networks have an interlocking leadership. The Woke mentality 
has been developed by the Cult for many reasons: To promote 
almost every aspect of its agenda; to hijack the traditional political 
left and turn it fascist; to divide and rule; and to target agenda 
pushbackers. But there are other reasons which relate to what Iam 
describing here. How many happy and joyful Wokers do you ever 
see especially at the extreme end? They are a mental and 
psychological mess consumed by emotional stress and constantly 
emotionally cocked for the next explosion of indignation at someone 
referring to a female as a female. They are walking, talking, batteries 
as Morpheus might say emitting frequencies which both enslave 
them in low-vibrational bubbles of perceptual limitation and feed 
the Archons. Add to this the hatred claimed to be love; fascism 
claimed to ‘anti-fascism’, racism claimed to be ‘anti-racism’; 


exclusion claimed to inclusion; and the abuse-filled Internet trolling. 
You have a purpose-built Archontic energy system with not a wind 
turbine in sight and all founded on Archontic inversion. We have 
whole generations now manipulated to serve the Archons with their 
actions and energy. They will be doing so their entire adult lives 
unless they snap out of their Archon-induced trance. Is it really a 
surprise that Cult billionaires and corporations put so much money 
their way? Where is the energy of joy and laughter, including 
laughing at yourself which is confirmation of your own emotional 
security? Mark Twain said: ‘The human race has one really effective 
weapon, and that is laughter.’ We must use it all the time. Woke has 
destroyed comedy because it has no humour, no joy, sense of irony, 
or self-deprecation. Its energy is dense and intense. Mmmmm, lunch 
says the Archontic frequency. Rudolf Steiner (1861-1925) was the 
Austrian philosopher and famous esoteric thinker who established 
Waldorf education or Steiner schools to treat children like unique 
expressions of consciousness and not minds to be programmed with 
the perceptions determined by authority. I’d been writing about this 
energy vampiring for decades when I was sent in 2016 a quote by 
Steiner. He was spot on: 


There are beings in the spiritual realms for whom anxiety and fear emanating from human 
beings offer welcome food. When humans have no anxiety and fear, then these creatures 
starve. If fear and anxiety radiates from people and they break out in panic, then these 
creatures find welcome nutrition and they become more and more powerful. These beings are 
hostile towards humanity. Everything that feeds on negative feelings, on anxiety, fear and 
superstition, despair or doubt, are in reality hostile forces in super-sensible worlds, launching 
cruel attacks on human beings, while they are being fed ... These are exactly the feelings that 
belong to contemporary culture and materialism; because it estranges people from the 
spiritual world, it is especially suited to evoke hopelessness and fear of the unknown in 
people, thereby calling up the above mentioned hostile forces against them. 


Pause for a moment from this perspective and reflect on what has 
happened in the world since the start of 2020. Not only will pennies 
drop, but billion dollar bills. We see the same theme from Don Juan 
Matus, a Yaqui Indian shaman in Mexico and the information source 
for Peruvian-born writer, Carlos Castaneda, who wrote a series of 


books from the 1960s to 1990s. Don Juan described the force 
manipulating human society and his name for the Archons was the 
predator: 


We have a predator that came from the depths of the cosmos and took over the rule of our 
lives. Human beings are its prisoners. The predator is our lord and master. It has rendered us 
docile, helpless. If we want to protest, it suppresses our protest. If we want to act 
independently, it demands that we don’t do so ... indeed we are held prisoner! 


They took us over because we are food to them, and they squeeze us mercilessly because we 
are their sustenance. Just as we rear chickens in coops, the predators rear us in human coops, 
humaneros. Therefore, their food is always available to them. 


Different cultures, different eras, same recurring theme. 


The ‘ennoia’ dilemma 


Nag Hammadi Gnostic manuscripts say that Archon consciousness 
has no ‘ennoia’. This is directly translated as ‘intentionality’, but I’ll 
use the term ‘creative imagination’. The All That Is in awareness of 
itself is the source of all creativity — all possibility - and the more 
disconnected you are from that source the more you are 
subsequently denied ‘creative imagination’. Given that Archon 
consciousness is almost entirely disconnected it severely lacks 
creativity and has to rely on far more mechanical processes of 
thought and exploit the creative potential of those that do have 
‘ennoia’. You can see cases of this throughout human society. Archon 
consciousness almost entirely dominates the global banking system 
and if we study how that system works you will appreciate what I 
mean. Banks manifest ‘money’ out of nothing by issuing lines of 
‘credit’ which is ‘money’ that has never, does not, and will never 
exist except in theory. It’s a confidence trick. If you think ‘credit’ 
figures-on-a-screen ‘money’ is worth anything you accept it as 
payment. If you don’t then the whole system collapses through lack 
of confidence in the value of that ‘money’. Archontic bankers with 
no ‘ennoia’ are ‘lending’ ‘money’ that doesn’t exist to humans that do 
have creativity — those that have the inspired ideas and create 
businesses and products. Archon banking feeds off human creativity 


which it controls through ‘money’ creation and debt. Humans have 
the creativity and Archons exploit that for their own benefit and 
control while having none themselves. Archon Internet platforms 
like Facebook claim joint copyright of everything that creative users 
post and while Archontic minds like Zuckerberg may officially head 
that company it will be human creatives on the staff that provide the 
creative inspiration. When you have limitless ‘money’ you can then 
buy other companies established by creative humans. Witness the 
acquisition record of Facebook, Google and their like. Survey the 
Archon-controlled music industry and you see non-creative dark 
suit executives making their fortune from the human creativity of 
their artists. The cases are endless. Research the history of people 
like Gates and Zuckerberg and how their empires were built on 
exploiting the creativity of others. Archon minds cannot create out of 
nothing, but they are skilled (because they have to be) in what 
Gnostic texts call ‘countermimicry’. They can imitate, but not 
innovate. Sabbatians trawl the creativity of others through 
backdoors they install in computer systems through their 
cybersecurity systems. Archon-controlled China is globally infamous 
for stealing intellectual property and I remember how Hong Kong, 
now part of China, became notorious for making counterfeit copies 
of the creativity of others — ‘countermimicry’. With the now 
pervasive and all-seeing surveillance systems able to infiltrate any 
computer you can appreciate the potential for Archons to vampire 
the creativity of humans. Author John Lamb Lash wrote in his book 
about the Nag Hammadi texts, Not In His Image: 


Although they cannot originate anything, because they lack the divine factor of ennoia 
(intentionality), Archons can imitate with a vengeance. Their expertise is simulation (HAL, 
virtual reality). The Demiurge [Yaldabaoth] fashions a heaven world copied from the fractal 
patterns [of the original] ... His construction is celestial kitsch, like the fake Italianate villa of a 
Mafia don complete with militant angels to guard every portal. 


This brings us to something that I have been speaking about since 
the turn of the millennium. Our reality is a simulation; a virtual 
reality that we think is real. No, I’m not kidding. 


Human reality? Well, virtually 

I had pondered for years about whether our reality is ‘real’ or some 
kind of construct. I remembered being immensely affected on a visit 
as a small child in the late 1950s to the then newly-opened 
Planetarium on the Marylebone Road in London which is now 
closed and part of the adjacent Madame Tussauds wax museum. It 
was in the middle of the day, but when the lights went out there was 
the night sky projected in the Planetarium’s domed ceiling and it 
appeared to be so real. The experience never left me and I didn’t 
know why until around the turn of the millennium when I became 
certain that our ‘night sky’ and entire reality is a projection, a virtual 
reality, akin to the illusory world portrayed in the Matrix movies. I 
looked at the sky one day in this period and it appeared to me like 
the domed roof of the Planetarium. The release of the first Matrix 
movie in 1999 also provided a synchronistic and perfect visual 
representation of where my mind had been going for a long time. I 
hadn’t come across the Gnostic Nag Hammadi texts then. When I 
did years later the correlation was once again astounding. As I read 
Gnostic accounts from 1,600 years and more earlier it was clear that 
they were describing the same simulation phenomenon. They tell 
how the Yaldabaoth ‘Demiurge’ and Archons created a “bad copy’ of 
original reality to rule over all that were captured by its illusions and 
the body was a prison to trap consciousness in the ‘bad copy’ fake 
reality. Read how Gnostics describe the ‘bad copy’ and update that 
to current times and they are referring to what we would call today a 
virtual reality simulation. 

Author John Lamb Lash said ‘the Demiurge fashions a heaven 
world copied from the fractal patterns’ of the original through 
expertise in ‘HAL’ or virtual reality simulation. Fractal patterns are 
part of the energetic information construct of our reality, a sort of 
blueprint. If these patterns were copied in computer terms it would 
indeed give you a copy of a ‘natural’ reality in a non-natural 
frequency and digital form. The principle is the same as making a 
copy of a website. The original website still exists, but now you can 
change the copy version to make it whatever you like and it can 


become very different to the original website. Archons have done 
this with our reality, a synthetic copy of prime reality that still exists 
beyond the frequency walls of the simulation. Trapped within the 
illusions of this synthetic Matrix, however, were and are human 
consciousness and other expressions of prime reality and this is why 
the Archons via the Cult are seeking to make the human body 
synthetic and give us synthetic AI minds to complete the job of 
turning the entire reality synthetic including what we perceive to be 
the natural world. To quote Kurzweil: ‘Nanobots will infuse all the 
matter around us with information. Rocks, trees, everything will 
become these intelligent creatures.’ Yes, synthetic ‘creatures’ just as 
‘Covid’ and other genetically-manipulating ‘vaccines’ are designed 
to make the human body synthetic. From this perspective it is 
obvious why Archons and their Cult are so desperate to infuse 
synthetic material into every human with their ‘Covid’ scam. 


Let there be (electromagnetic) light 

Yaldabaoth, the force that created the simulation, or Matrix, makes 
sense of the Gnostic reference to ‘The Great Architect’ and its use by 
Cult Freemasonry as the name of its deity. The designer of the Matrix 
in the movies is called ‘The Architect’ and that trilogy is jam-packed 
with symbolism relating to these subjects. I have contended for years 
that the angry Old Testament God (Yaldabaoth) is the ‘God’ being 
symbolically ‘quoted’ in the opening of Genesis as ‘creating the 
world’. This is not the creation of prime reality — it’s the creation of 
the simulation. The Genesis ‘God’ says: ‘Let there be Light: and there 
was light.’ But what is this ‘Light’? I have said for decades that the 
speed of light (186,000 miles per second) is not the fastest speed 
possible as claimed by mainstream science and is in fact the 
frequency walls or outer limits of the Matrix. You can’t have a fastest 
or slowest anything within all possibility when everything is 
possible. The human body is encoded to operate within the speed of 
light or within the simulation and thus we see only the tiny frequency 
band of visible light. Near-death experiencers who perceive reality 
outside the body during temporary ‘death’ describe a very different 


form of light and this is supported by the Nag Hammadi texts. 
Prime reality beyond the simulation (‘Upper Aeons’ to the Gnostics) 
is described as a realm of incredible beauty, bliss, love and harmony 
—a realm of ‘watery light’ that is so powerful ‘there are no shadows’. 
Our false reality of Archon control, which Gnostics call the ‘Lower 
Aeons’, is depicted as a realm with a different kind of ‘light’ and 
described in terms of chaos, ‘Hell’, ‘the Abyss’ and ‘Outer Darkness’, 
where trapped souls are tormented and manipulated by demons 
(relate that to the ‘Covid’ hoax alone). The watery light theme can be 
found in near-death accounts and it is not the same as simulation 
‘light’ which is electromagnetic or radiation light within the speed of 
light — the ‘Lower Aeons’. Simulation ‘light’ is the ‘Iuminous fire’ 
associated by Gnostics with the Archons. The Bible refers to 
Yaldabaoth as ‘that old serpent, called the Devil, and Satan, which 
deceiveth the whole world’ (Revelation 12:9). I think that making a 
simulated copy of prime reality (‘countermimicry’) and changing it 
dramatically while all the time manipulating humanity to believe it 
to be real could probably meet the criteria of deceiving the whole 
world. Then we come to the Cult god Lucifer — the Light Bringer. 
Lucifer is symbolic of Yaldabaoth, the bringer of radiation light that 
forms the bad copy simulation within the speed of light. “He’ is 
symbolised by the lighted torch held by the Statue of Liberty and in 
the name ‘Illuminati’. Sabbatian-Frankism declares that Lucifer is the 
true god and Lucifer is the real god of Freemasonry honoured as 
their ‘Great or Grand Architect of the Universe’ (simulation). 


I would emphasise, too, the way Archontic technologically- 
generated luminous fire of radiation has deluged our environment 
since I was a kid in the 1950s and changed the nature of The Field 
with which we constantly interact. Through that interaction 
technological radiation is changing us. The Smart Grid is designed to 
operate with immense levels of communication power with 5G 
expanding across the world and 6G, 7G, in the process of 
development. Radiation is the simulation and the Archontic 
manipulation system. Why wouldn’t the Archon Cult wish to 
unleash radiation upon us to an ever-greater extreme to form 


Kurzweil’s ‘cloud’? The plan for a synthetic human is related to the 
need to cope with levels of radiation beyond even anything we’ve 
seen so far. Biological humans would not survive the scale of 
radiation they have in their script. The Smart Grid is a technological 
sub-reality within the technological simulation to further disconnect 
five-sense perception from expanded consciousness. It’s a 
technological prison of the mind. 


A recurring theme in religion and native cultures is the 
manipulation of human genetics by a non-human force and most 
famously recorded as the biblical “sons of god’ (the gods plural in the 
original) who interbred with the daughters of men. The Nag 
Hammadi Apocryphon of John tells the same story this way: 


He [Yaldabaoth] sent his angels [Archons/demons] to the daughters of men, that they might 
take some of them for themselves and raise offspring for their enjoyment. And at first they did 
not succeed. When they had no success, they gathered together again and they made a plan 
together ... And the angels changed themselves in their likeness into the likeness of their 
mates, filling them with the spirit of darkness, which they had mixed for them, and with evil ... 
And they took women and begot children out of the darkness according to the likeness of 
their spirit. 


Possession when a discarnate entity takes over a human body is an 
age-old theme and continues today. It’s very real and I’ve seen it. 
Satanic and secret society rituals can create an energetic environment 
in which entities can attach to initiates and I’ve heard many stories 
of how people have changed their personality after being initiated 
even into lower levels of the Freemasons. I have been inside three 
Freemasonic temples, one at a public open day and two by just 
walking in when there was no one around to stop me. They were in 
Ryde, the town where I live, Birmingham, England, when I was with 
a group, and Boston, Massachusetts. They all felt the same 
energetically — dark, dense, low-vibrational and sinister. Demonic 
attachment can happen while the initiate has no idea what is going 
on. To them it’s just a ritual to get in the Masons and do a bit of good 


business. In the far more extreme rituals of Satanism human 
possession is even more powerful and they are designed to make 
possession possible. The hierarchy of the Cult is dictated by the 
power and perceived status of the possessing Archon. In this way 
the Archon hierarchy becomes the Cult hierarchy. Once the entity 
has attached it can influence perception and behaviour and if it 
attaches to the extreme then so much of its energy (information) 
infuses into the body information field that the hologram starts to 
reflect the nature of the possessing entity. This is the Exorcist movie 
type of possession when facial features change and it’s known as 
shapeshifting. Islam’s Jinn are said to be invisible tricksters who 
change shape, ‘whisper’, confuse and take human form. These are all 
traits of the Archons and other versions of the same phenomenon. 
Extreme possession could certainty infuse the ‘spirit of darkness’ 
into a partner during sex as the Nag Hammadi texts appear to 
describe. Such an infusion can change genetics which is also 
energetic information. Human genetics is information and the ‘spirit 
of darkness’ is information. Mix one with the other and change must 
happen. Islam has the concept of a ‘Jinn baby’ through possession of 
the mother and by Jinn taking human form. There are many ways 
that human genetics can be changed and remember that Archons 
have been aware all along of advanced techniques to do this. What is 
being done in human society today — and far more — was known 
about by Archons at the time of the ‘fallen ones’ and their other 
versions described in religions and cultures. 


Archons and their human-world Cult are obsessed with genetics 
as we see today and they know this dictates how information is 
processed into perceived reality during a human life. They needed to 
produce a human form that would decode the simulation and this is 
symbolically known as ‘Adam and Eve’ who left the ‘garden’ (prime 
reality) and ‘fell’ into Matrix reality. The simulation is not a 
‘physical’ construct (there is no “physical’); it is a source of 
information. Think Wi-Fi again. The simulation is an energetic field 
encoded with information and body-brain systems are designed to 
decode that information encoded in wave or frequency form which 


is transmitted to the brain as electrical signals. These are decoded by 
the brain to construct our sense of reality — an illusory ‘physical’ 
world that only exists in the brain or the mind. Virtual reality games 
mimic this process using the same sensory decoding system. 
Information is fed to the senses to decode a virtual reality that can 
appear so real, but isn’t (Figs 18 and 19). Some scientists believe — 
and I agree with them — that what we perceive as ‘physical’ reality 
only exists when we are looking or observing. The act of perception 
or focus triggers the decoding systems which turn waveform 
information into holographic reality. When we are not observing 
something our reality reverts from a holographic state to a waveform 
state. This relates to the same principle as a falling tree not making a 
noise unless someone is there to hear it or decode it. The concept 
makes sense from the simulation perspective. A computer is not 
decoding all the information in a Wi-Fi field all the time and only 
decodes or brings into reality on the screen that part of Wi-Fi that it’s 
decoding — focusing upon — at that moment. 


Figure 19: The result can be experienced as very ‘real’. 


Interestingly, Professor Donald Hoffman at the Department of 
Cognitive Sciences at the University of California, Irvine, says that 
our experienced reality is like a computer interface that shows us 
only the level with which we interact while hiding all that exists 
beyond it: ‘Evolution shaped us with a user interface that hides the 
truth. Nothing that we see is the truth — the very language of space 
and time and objects is the wrong language to describe reality.’ He is 
correct in what he says on so many levels. Space and time are not a 
universal reality. They are a phenomenon of decoded simulation 
reality as part of the process of enslaving our sense of reality. Near- 
death experiencers report again and again how space and time did 
not exist as we perceive them once they were free of the body — body 
decoding systems. You can appreciate from this why Archons and 
their Cult are so desperate to entrap human attention in the five 
senses where we are in the Matrix and of the Matrix. Opening your 
mind to expanded states of awareness takes you beyond the 
information confines of the simulation and you become aware of 
knowledge and insights denied to you before. This is what we call 
‘awakening’ — awakening from the Matrix — and in the final chapter I 
will relate this to current events. 


Where are the ‘aliens’? 

A simulation would explain the so-called ‘Fermi Paradox’ named 
after Italian physicist Enrico Fermi (1901-1954) who created the first 
nuclear reactor. He considered the question of why there is such a 
lack of extraterrestrial activity when there are so many stars and 
planets in an apparently vast universe; but what if the night sky that 
we see, or think we do, is a simulated projection as I say? If you 
control the simulation and your aim is to hold humanity fast in 
essential ignorance would you want other forms of life including 
advanced life coming and going sharing information with 
humanity? Or would you want them to believe they were isolated 
and apparently alone? Themes of human isolation and apartness are 
common whether they be the perception of a lifeless universe or the 
fascist isolation laws of the ‘Covid’ era. Paradoxically the very 


existence of a simulation means that we are not alone when some 
force had to construct it. My view is that experiences that people 
have reported all over the world for centuries with Reptilians and 
Grey entities are Archon phenomena as Nag Hammadi texts 
describe; and that benevolent ‘alien’ interactions are non-human 
groups that come in and out of the simulation by overcoming 
Archon attempts to keep them out. It should be highlighted, too, that 
Reptilians and Greys are obsessed with genetics and technology as 
related by cultural accounts and those who say they have been 
abducted by them. Technology is their way of overcoming some of 
the limitations in their creative potential and our technology-driven 
and controlled human society of today is archetypical Archon- 
Reptilian-Grey modus operandi. Technocracy is really Archontocracy. 
The Universe does not have to be as big as it appears with a 
simulation. There is no space or distance only information decoded 
into holographic reality. What we call ‘space’ is only the absence of 
holographic ‘objects’ and that ‘space’ is The Field of energetic 
information which connects everything into a single whole. The 
same applies with the artificially-generated information field of the 
simulation. The Universe is not big or small as a physical reality. It is 
decoded information, that’s all, and its perceived size is decided by 
the way the simulation is encoded to make it appear. The entire 
night sky as we perceive it only exists in our brain and so where are 
those ‘millions of light years’? The ‘stars’ on the ceiling of the 
Planetarium looked a vast distance away. 


There’s another point to mention about ‘aliens’. I have been 
highlighting since the 1990s the plan to stage a fake ‘alien invasion’ 
to justify the centralisation of global power and a world military. 
Nazi scientist Werner von Braun, who was taken to America by 
Operation Paperclip after World War Two to help found NASA, told 
his American assistant Dr Carol Rosin about the Cult agenda when 
he knew he was dying in 1977. Rosin said that he told her about a 
sequence that would lead to total human control by a one-world 
government. This included threats from terrorism, rogue nations, 
meteors and asteroids before finally an ‘alien invasion’. All of these 


things, von Braun said, would be bogus and what I would refer to as 
a No-Problem-Reaction-Solution. Keep this in mind when ‘the aliens 
are coming’ is the new mantra. The aliens are not coming — they are 
already here and they have infiltrated human society while looking 
human. French-Canadian investigative journalist Serge Monast said 
in 1994 that he had uncovered a NASA/military operation called 
Project Blue Beam which fits with what Werner von Braun predicted. 
Monast died of a ‘heart attack’ in 1996 the day after he was arrested 
and spent a night in prison. He was 51. He said Blue Beam was a 
plan to stage an alien invasion that would include religious figures 
beamed holographically into the sky as part of a global manipulation 
to usher in a ‘new age’ of worshipping what I would say is the Cult 
‘god’ Yaldabaoth in a one-world religion. Fake holographic asteroids 
are also said to be part of the plan which again syncs with von 
Braun. How could you stage an illusory threat from asteroids unless 
they were holographic inserts? This is pretty straightforward given 
the advanced technology outside the public arena and the fact that 
our ‘physical’ reality is holographic anyway. Information fields 
would be projected and we would decode them into the illusion of a 
‘physical’ asteroid. If they can sell a global ‘pandemic’ with a ‘virus’ 
that doesn’t exist what will humans not believe if government and 
media tell them? 

All this is particularly relevant as I write with the Pentagon 
planning to release in June, 2021, information about ‘UFO sightings’. 
I have been following the UFO story since the early 1990s and the 
common theme throughout has been government and military 
denials and cover up. More recently, however, the Pentagon has 
suddenly become more talkative and apparently open with Air 
Force pilot radar images released of unexplained craft moving and 
changing direction at speeds well beyond anything believed possible 
with human technology. Then, in March, 2021, former Director of 
National Intelligence John Ratcliffe said a Pentagon report months 
later in June would reveal a great deal of information about UFO 
sightings unknown to the public. He said the report would have 
‘massive implications’. The order to do this was included bizarrely 


in a $2.3 trillion ‘coronavirus’ relief and government funding bill 
passed by the Trump administration at the end of 2020. I would add 
some serious notes of caution here. I have been pointing out since 
the 1990s that the US military and intelligence networks have long 
had craft — ‘flying saucers’ or anti-gravity craft — which any observer 
would take to be extraterrestrial in origin. Keeping this knowledge 
from the public allows craft flown by humans to be perceived as alien 
visitations. I am not saying that ‘aliens’ do not exist. I would be the 
last one to say that, but we have to be streetwise here. President 
Ronald Reagan told the UN General Assembly in 1987: ‘I 
occasionally think how quickly our differences worldwide would 
vanish if we were facing an alien threat from outside this world.’ 
That's the idea. Unite against a common ‘enemy’ with a common 
purpose behind your ‘saviour force’ (the Cult) as this age-old 
technique of mass manipulation goes global. 


Science moves this way... 

I could find only one other person who was discussing the 
simulation hypothesis publicly when I concluded it was real. This 
was Nick Bostrom, a Swedish-born philosopher at the University of 
Oxford, who has explored for many years the possibility that human 
reality is a computer simulation although his version and mine are 
not the same. Today the simulation and holographic reality 
hypothesis have increasingly entered the scientific mainstream. Well, 
the more open-minded mainstream, that is. Here are a few of the 
ever-gathering examples. American nuclear physicist Silas Beane led 
a team of physicists at the University of Bonn in Germany pursuing 
the question of whether we live in a simulation. They concluded that 
we probably do and it was likely based on a lattice of cubes. They 
found that cosmic rays align with that specific pattern. The team 
highlighted the Greisen—Zatsepin—Kuzmin (GZK) limit which refers 
to cosmic ray particle interaction with cosmic background radiation 
that creates an apparent boundary for cosmic ray particles. They say 
in a paper entitled ‘Constraints on the Universe as a Numerical 
Simulation’ that this ‘pattern of constraint’ is exactly what you 


would find with a computer simulation. They also made the point 
that a simulation would create its own ‘laws of physics’ that would 
limit possibility. I’ve been making the same point for decades that 
the perceived laws of physics relate only to this reality, or what I 
would later call the simulation. When designers write codes to create 
computer and virtual reality games they are the equivalent of the 
laws of physics for that game. Players interact within the limitations 
laid out by the coding. In the same way those who wrote the codes 
for the simulation decided the laws of physics that would apply. 
These can be overridden by expanded states of consciousness, but 
not by those enslaved in only five-sense awareness where simulation 
codes rule. Overriding the codes is what people call ‘miracles’. They 
are not. They are bypassing the encoded limits of the simulation. A 
population caught in simulation perception would have no idea that 
this was their plight. As the Bonn paper said: ‘Like a prisoner in a 
pitch-black cell we would not be able to see the “walls” of our 
prison,’ That’s true if people remain mesmerised by the five senses. 
Open to expanded awareness and those walls become very clear. The 
main one is the speed of light. 

American theoretical physicist James Gates is another who has 
explored the simulation question and found considerable evidence 
to support the idea. Gates was Professor of Physics at the University 
of Maryland, Director of The Center for String and Particle Theory, 
and on Barack Obama’s Council of Advisors on Science and 
Technology. He and his team found computer codes of digital data 
embedded in the fabric of our reality. They relate to on-off electrical 
charges of 1 and 0 in the binary system used by computers. “We have 
no idea what they are doing there’, Gates said. They found within 
the energetic fabric mathematical sequences known as error- 
correcting codes or block codes that ‘reboot’ data to its original state 
or ‘default settings’ when something knocks it out of sync. Gates was 
asked if he had found a set of equations embedded in our reality 
indistinguishable from those that drive search engines and browsers 
and he said: ‘That is correct.’ Rich Terrile, director of the Centre for 
Evolutionary Computation and Automated Design at NASA’s Jet 


Propulsion Laboratory, has said publicly that he believes the 
Universe is a digital hologram that must have been created by a form 
of intelligence. I agree with that in every way. Waveform information 
is delivered electrically by the senses to the brain which constructs a 
digital holographic reality that we call the ‘world’. This digital level 
of reality can be read by the esoteric art of numerology. Digital 
holograms are at the cutting edge of holographics today. We have 
digital technology everywhere designed to access and manipulate 
our digital level of perceived reality. Synthetic mRNA in ‘Covid 
vaccines’ has a digital component to manipulate the body’s digital 
‘operating system’. 


Reality is numbers 


How many know that our reality can be broken down to numbers 
and codes that are the same as computer games? Max Tegmark, a 
physicist at the Massachusetts Institute of Technology (MIT), is the 
author of Our Mathematical Universe in which he lays out how reality 
can be entirely described by numbers and maths in the way that a 
video game is encoded with the ‘physics’ of computer games. Our 
world and computer virtual reality are essentially the same. 
Tegmark imagines the perceptions of characters in an advanced 
computer game when the graphics are so good they don’t know they 
are in a game. They think they can bump into real objects 
(electromagnetic resistance in our reality), fall in love and feel 
emotions like excitement. When they began to study the apparently 
‘physical world’ of the video game they would realise that 
everything was made of pixels (which have been found in our 
energetic reality as must be the case when on one level our world is 
digital). What computer game characters thought was physical 
‘stuff’, Tegmark said, could actually be broken down into numbers: 


And we're exactly in this situation in our world. We look around and it doesn’t seem that 
mathematical at all, but everything we see is made out of elementary particles like quarks and 
electrons. And what properties does an electron have? Does it have a smell or a colour or a 
texture? No! ... We physicists have come up with geeky names for [Electron] properties, like 


electric charge, or spin, or lepton number, but the electron doesn’t care what we call it, the 
properties are just numbers. 


This is the illusory reality Gnostics were describing. This is the 
simulation. The A, C, G, and T codes of DNA have a binary value — 
A and C = 0 while G and T = 1. This has to be when the simulation is 
digital and the body must be digital to interact with it. Recurring 
mathematical sequences are encoded throughout reality and the 
body. They include the Fibonacci sequence in which the two 
previous numbers are added to get the next one, as in... 1, 1, 2, 3, 5, 
8, 13, 21, 34, 55, etc. The sequence is encoded in the human face and 
body, proportions of animals, DNA, seed heads, pine cones, trees, 
shells, spiral galaxies, hurricanes and the number of petals in a 
flower. The list goes on and on. There are fractal patterns — a ‘never- 
ending pattern that is infinitely complex and self-similar across all 
scales in the as above, so below, principle of holograms. These and 
other famous recurring geometrical and mathematical sequences 
such as Phi, Pi, Golden Mean, Golden Ratio and Golden Section are 
computer codes of the simulation. I had to laugh and give my head a 
shake the day I finished this book and it went into the production 
stage. I was sent an article in Scientific American published in April, 
2021, with the headline ‘Confirmed! We Live in a Simulation’. Two 
decades after I first said our reality is a simulation and the speed of 
light is it’s outer limit the article suggested that we do live ina 
simulation and that the speed of light is its outer limit. I left school at 
15 and never passed a major exam in my life while the writer was up 
to his eyes in qualifications. As I will explain in the final chapter 
knowing is far better than thinking and they come from very different 
sources. The article rightly connected the speed of light to the 
processing speed of the ‘Matrix’ and said what has been in my books 
all this time ... ‘If we are in a simulation, as it appears, then space is 
an abstract property written in code. It is not real’. No it’s not and if 
we live in a simulation something created it and it wasn’t us. ‘That 
David Icke says we are manipulated by aliens’ — he’s crackers.’ 


The reality that humanity thinks is so real is an illusion. Politicians, 
governments, scientists, doctors, academics, law enforcement, 
media, school and university curriculums, on and on, are all 
founded on a world that does not exist except as a simulated prison 
cell. Is it such a stretch to accept that “Covid’ doesn’t exist when our 
entire ‘physical’ reality doesn’t exist? Revealed here is the 
knowledge kept under raps in the Cult networks of 
compartmentalised secrecy to control humanity’s sense of reality by 
inducing the population to believe in a reality that’s not real. If it 
wasn’t so tragic in its experiential consequences the whole thing 
would be hysterically funny. None of this is new to Renegade Minds. 
Ancient Greek philosopher Plato (about 428 to about 347BC) was a 
major influence on Gnostic belief and he described the human plight 
thousands of years ago with his Allegory of the Cave. He told the 
symbolic story of prisoners living in a cave who had never been 
outside. They were chained and could only see one wall of the cave 
while behind them was a fire that they could not see. Figures walked 
past the fire casting shadows on the prisoners’ wall and those 
moving shadows became their sense of reality. Some prisoners began 
to study the shadows and were considered experts on them (today’s 
academics and scientists), but what they studied was only an illusion 
(today’s academics and scientists). A prisoner escaped from the cave 
and saw reality as it really is. When he returned to report this 
revelation they didn’t believe him, called him mad and threatened to 
kill him if he tried to set them free. Plato’s tale is not only a brilliant 
analogy of the human plight and our illusory reality. It describes, 
too, the dynamics of the ‘Covid’ hoax. I have only skimmed the 
surface of these subjects here. The aim of this book is to crisply 
connect all essential dots to put what is happening today into its true 
context. All subject areas and their connections in this chapter are 
covered in great evidential detail in Everything You Need To Know, 
But Have Never Been Told and The Answer. 


They say that bewildered people ‘can’t see the forest for the trees’. 
Humanity, however, can’t see the forest for the twigs. The five senses 


see only twigs while Renegade Minds can see the forest and it’s the 
forest where the answers lie with the connections that reveals. 
Breaking free of perceptual programming so the forest can be seen is 
the way we turn all this around. Not breaking free is how humanity 
got into this mess. The situation may seem hopeless, but I promise 
you it’s not. We are a perceptual heartbeat from paradise if only we 
knew. 


CHAPTER TWELVE 
Escaping Wetiko 


Life is simply a vacation from the infinite 
Dean Cavanagh 


enegade Minds weave the web of life and events and see 

common themes in the apparently random. They are always 
there if you look for them and their pursuit is aided by incredible 
synchronicity that comes when your mind is open rather than 
mesmerised by what it thinks it can see. 


Infinite awareness is infinite possibility and the more of infinite 
possibility that we access the more becomes infinitely possible. That 
may be stating the apparently obvious, but it is a devastatingly- 
powerful fact that can set us free. We are a point of attention within 
an infinity of consciousness. The question is how much of that 
infinity do we choose to access? How much knowledge, insight, 
awareness, wisdom, do we want to connect with and explore? If 
your focus is only in the five senses you will be influenced by a 
fraction of infinite awareness. I mean a range so tiny that it gives 
new meaning to infinitesimal. Limitation of self-identity and a sense 
of the possible limit accordingly your range of consciousness. We are 
what we think we are. Life is what we think it is. The dream is the 
dreamer and the dreamer is the dream. Buddhist philosophy puts it 
this way: ‘As a thing is viewed, so it appears.” Most humans live in 
the realm of touch, taste, see, hear, and smell and that’s the limit of 
their sense of the possible and sense of self. Many will follow a 
religion and speak of a God in his heaven, but their lives are still 


dominated by the five senses in their perceptions and actions. The 
five senses become the arbiter of everything. When that happens all 
except a smear of infinity is sealed away from influence by the rigid, 
unyielding, reality bubbles that are the five-sense human or 
Phantom Self. Archon Cult methodology is to isolate consciousness 
within five-sense reality — the simulation — and then program that 
consciousness with a sense of self and the world through a deluge of 
life-long information designed to instil the desired perception that 
allows global control. Efforts to do this have increased dramatically 
with identity politics as identity bubbles are squeezed into the 
minutiae of five-sense detail which disconnect people even more 
profoundly from the infinite ‘T’. 


Five-sense focus and self-identity are like a firewall that limits 
access to the infinite realms. You only perceive one radio or 
television station and no other. We’ll take that literally for a moment. 
Imagine a vast array of stations giving different information and 
angles on reality, but you only ever listen to one. Here we have the 
human plight in which the population is overwhelmingly confined 
to CultFM. This relates only to the frequency range of CultFM and 
limits perception and insight to that band — limits possibility to that 
band. It means you are connecting with an almost imperceptibly 
minuscule range of possibility and creative potential within the 
infinite Field. It’s a world where everything seems apart from 
everything else and where synchronicity is rare. Synchronicity is 
defined in the dictionary as ‘the happening by chance of two or more 
related or similar events at the same time’. Use of ‘by chance’ betrays 
a complete misunderstanding of reality. Synchronicity is not ‘by 
chance’. As people open their minds, or ‘awaken’ to use the term, 
they notice more and more coincidences in their lives, bits of ‘luck’, 
apparently miraculous happenings that put them in the right place 
at the right time with the right people. Days become peppered with 
‘fancy meeting you here’ and ‘what are the chances of that?” My 
entire life has been lived like this and ever more so since my own 
colossal awakening in 1990 and 91 which transformed my sense of 
reality. Synchronicity is not ‘by chance’; it is by accessing expanded 


realms of possibility which allow expanded potential for 
manifestation. People broadcasting the same vibe from the same 
openness of mind tend to be drawn ‘by chance’ to each other 
through what I call frequency magnetism and it’s not only people. In 
the last more than 30 years incredible synchronicity has also led me 
through the Cult maze to information in so many forms and to 
crucial personal experiences. These ‘coincidences’ have allowed me 
to put the puzzle pieces together across an enormous array of 
subjects and situations. Those who have breached the bubble of five- 
sense reality will know exactly what I mean and this escape from the 
perceptual prison cell is open to everyone whenever they make that 
choice. This may appear super-human when compared with the 
limitations of ‘human’, but it’s really our natural state. ‘Human’ as 
currently experienced is consciousness in an unnatural state of 
induced separation from the infinity of the whole. I’ll come to how 
this transformation into unity can be made when I have described in 
more detail the force that holds humanity in servitude by denying 
this access to infinite self. 


The Wetiko factor 


I have been talking and writing for decades about the way five-sense 
mind is systematically barricaded from expanded awareness. I have 
used the analogy of a computer (five-sense mind) and someone at 
the keyboard (expanded awareness). Interaction between the 
computer and the operator is symbolic of the interaction between 
five-sense mind and expanded awareness. The computer directly 
experiences the Internet and the operator experiences the Internet 
via the computer which is how it’s supposed to be — the two working 
as one. Archons seek to control that point where the operator 
connects with the computer to stop that interaction (Fig 20). Now the 
operator is banging the keyboard and clicking the mouse, but the 
computer is not responding and this happens when the computer is 
taken over — possessed — by an appropriately-named computer ‘virus’. 
The operator has lost all influence over the computer which goes its 
own way making decisions under the control of the ‘virus’. I have 


just described the dynamic through which the force known to 
Gnostics as Yaldabaoth and Archons disconnects five-sense mind 
from expanded awareness to imprison humanity in perceptual 
servitude. 
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Figure 20: The mind ‘virus’ | have been writing about for decades seeks to isolate five-sense 
mind (the computer) from the true ‘I’. (Image by Neil Hague). 


About a year ago I came across a Native American concept of 
Wetiko which describes precisely the same phenomenon. Wetiko is 
the spelling used by the Cree and there are other versions including 
wintiko and windigo used by other tribal groups. They spell the 
name with lower case, but I see Wetiko as a proper noun as with 
Archons and prefer a capital. I first saw an article about Wetiko by 
writer and researcher Paul Levy which so synced with what I had 
been writing about the computer/operator disconnection and later 
the Archons. I then read his book, the fascinating Dispelling Wetiko, 
Breaking the Spell of Evil. The parallels between what I had concluded 
long before and the Native American concept of Wetiko were so 
clear and obvious that it was almost funny. For Wetiko see the 
Gnostic Archons for sure and the Jinn, the Predators, and every 
other name for a force of evil, inversion and chaos. Wetiko is the 
Native American name for the force that divides the computer from 


the operator (Fig 21). Indigenous author Jack D. Forbes, a founder of 
the Native American movement in the 1960s, wrote another book 
about Wetiko entitled Columbus And Other Cannibals — The Wetiko 
Disease of Exploitation, Imperialism, and Terrorism which | also read. 
Forbes says that Wetiko refers to an evil person or spirit ‘who 
terrorizes other creatures by means of terrible acts, including 
cannibalism’. Zulu shaman Credo Mutwa told me that African 
accounts tell how cannibalism was brought into the world by the 
Chitauri ‘gods’ — another manifestation of Wetiko. The distinction 
between ‘evil person or spirit’ relates to Archons/Wetiko possessing 
a human or acting as pure consciousness. Wetiko is said to be a 
sickness of the soul or spirit and a state of being that takes but gives 
nothing back — the Cult and its operatives perfectly described. Black 
Hawk, a Native American war leader defending their lands from 
confiscation, said European invaders had ‘poisoned hearts’ — Wetiko 
hearts — and that this would spread to native societies. Mention of 
the heart is very significant as we shall shortly see. Forbes writes: 
‘Tragically, the history of the world for the past 2,000 years is, in 
ereat part, the story of the epidemiology of the wetiko disease.’ Yes, 
and much longer. Forbes is correct when he says: “The wetikos 
destroyed Egypt and Babylon and Athens and Rome and 
Tenochtitlan [capital of the Aztec empire] and perhaps now they will 
destroy the entire earth.’ Evil, he said, is the number one export of a 
Wetiko culture — see its globalisation with ‘Covid’. Constant war, 
mass murder, suffering of all kinds, child abuse, Satanism, torture 
and human sacrifice are all expressions of Wetiko and the Wetiko 
possessed. The world is Wetiko made manifest, but it doesn’t have to 
be. There is a way out of this even now. 


Figure 21: The mind ‘virus’ is known to Native Americans as ‘Wetiko’. (Image by Neil Hague). 


Wetiko is the Yaldabaoth frequency distortion that seeks to attach to 
human consciousness and absorb it into its own. Once this 
connection is made Wetiko can drive the perceptions of the target 
which they believe to be coming from their own mind. All the 
horrors of history and today from mass killers to Satanists, 
paedophiles like Jeffrey Epstein and other psychopaths, are the 
embodiment of Wetiko and express its state of being in all its 
erotesqueness. The Cult is Wetiko incarnate, Yaldabaoth incarnate, 
and it seeks to facilitate Wetiko assimilation of humanity in totality 
into its distortion by manipulating the population into low 
frequency states that match its own. Paul Levy writes: 
‘Holographically enforced within the psyche of every human being 
the wetiko virus pervades and underlies the entire field of 
consciousness, and can therefore potentially manifest through any 
one of us at any moment if we are not mindful.’ The ‘Covid’ hoax 
has achieved this with many people, but others have not fallen into 
Wetiko’s frequency lair. Players in the ‘Covid’ human catastrophe 
including Gates, Schwab, Tedros, Fauci, Whitty, Vallance, Johnson, 
Hancock, Ferguson, Drosten, and all the rest, including the 
psychopath psychologists, are expressions of Wetiko. This is why 


they have no compassion or empathy and no emotional consequence 
for what they do that would make them stop doing it. Observe all 
the people who support the psychopaths in authority against the 
Pushbackers despite the damaging impact the psychopaths have on 
their own lives and their family’s lives. You are again looking at 
Wetiko possession which prevents them seeing through the lies to 
the obvious scam going on. Why can’t they see it? Wetiko won't let 
them see it. The perceptual divide that has now become a chasm is 
between the Wetikoed and the non-Wetikoed. 


Paul Levy describes Wetiko in the same way that I have long 
described the Archontic force. They are the same distorted 
consciousness operating across dimensions of reality: ‘... the subtle 
body of wetiko is not located in the third dimension of space and 
time, literally existing in another dimension ... it is able to affect 
ordinary lives by mysteriously interpenetrating into our three- 
dimensional world.’ Wetiko does this through its incarnate 
representatives in the Cult and by weaving itself into The Field 
which on our level of reality is the electromagnetic information field 
of the simulation or Matrix. More than that, the simulation is Wetiko 
/ Yaldabaoth. Caleb Scharf, Director of Astrobiology at Columbia 
University, has speculated that ‘alien life’ could be so advanced that 
it has transcribed itself into the quantum realm to become what we 
call physics. He said intelligence indistinguishable from the fabric of 
the Universe would solve many of its greatest mysteries: 


Perhaps hyper-advanced life isn’t just external. Perhaps it’s already all around. It is embedded 
in what we perceive to be physics itself, from the root behaviour of particles and fields to the 
phenomena of complexity and emergence ... In other words, life might not just be in the 
equations. It might BE the equations [My emphasis]. 


Scharf said it is possible that ‘we don’t recognise advanced life 
because it forms an integral and unsuspicious part of what we’ve 
considered to be the natural world’. I agree. Wetiko/Yaldabaoth is the 
simulation. We are literally in the body of the beast. But that doesn’t 
mean it has to control us. We all have the power to overcome Wetiko 


influence and the Cult knows that. I doubt it sleeps too well because 
it knows that. 


This, I suggest, is how it all works. There are two Fields. One is the 
fierce electromagnetic light of the Matrix within the speed of light; 
the other is the ‘watery light’ of The Field beyond the walls of the 
Matrix that connects with the Great Infinity. Five-sense mind and the 
decoding systems of the body attach us to the Field of Matrix light. 
They have to or we could not experience this reality. Five-sense mind 
sees only the Matrix Field of information while our expanded 
consciousness is part of the Infinity Field. When we open our minds, 
and most importantly our hearts, to the Infinity Field we have a 
mission control which gives us an expanded perspective, a road 
map, to understand the nature of the five-sense world. If we are 
isolated only in five-sense mind there is no mission control. We’re on 
our own trying to understand a world that’s constantly feeding us 
information to ensure we do not understand. People in this state can 
feel ‘lost’ and bewildered with no direction or radar. You can see 
ever more clearly those who are influenced by the Fields of Big 
Infinity or little five-sense mind simply by their views and behaviour 
with regard to the ‘Covid’ hoax. We have had this division 
throughout known human history with the mass of the people on 
one side and individuals who could see and intuit beyond the walls 
of the simulation — Plato’s prisoner who broke out of the cave and 
saw reality for what it is. Such people have always been targeted by 
Wetiko/Archon-possessed authority, burned at the stake or 
demonised as mad, bad and dangerous. The Cult today and its 
global network of ‘anti-hate’, ‘anti-fascist’ Woke groups are all 
expressions of Wetiko attacking those exposing the conspiracy, 
‘Covid’ lies and the ‘vaccine’ agenda. 

Woke as a whole is Wetiko which explains its black and white 
mentality and how at one it is with the Wetiko-possessed Cult. Paul 
Levy said: ‘To be in this paradigm is to still be under the thrall of a 
two-valued logic — where things are either true or false — of a 


wetikoized mind.’ Wetiko consciousness is in a permanent rage, 
therefore so is Woke, and then there is Woke inversion and 
contradiction. ‘Anti-fascists’ act like fascists because fascists and ‘anti- 
fascists’ are both Wetiko at work. Political parties act the same while 
claiming to be different for the same reason. Secret society and 
satanic rituals are attaching initiates to Wetiko and the cold, ruthless, 
psychopathic mentality that secures the positions of power all over 
the world is Wetiko. Reframing ‘training programmes’ have the 
same cumulative effect of attaching Wetiko and we have their 
graduates described as automatons and robots with a cold, 
psychopathic, uncaring demeanour. They are all traits of Wetiko 
possession and look how many times they have been described in 
this book and elsewhere with regard to personnel behind ‘Covid’ 
including the police and medical profession. Climbing the greasy 
pole in any profession in a Wetiko society requires traits of Wetiko to 
get there and that is particularly true of politics which is not about 
fair competition and pre-eminence of ideas. It is founded on how 
many backs you can stab and arses you can lick. This culminated in 
the global ‘Covid’ coordination between the Wetiko possessed who 
pulled it off in all the different countries without a trace of empathy 
and compassion for their impact on humans. Our sight sense can see 
only holographic form and not the Field which connects holographic 
form. Therefore we perceive ‘physical’ objects with ‘space’ in 
between. In fact that ‘space’ is energy/consciousness operating on 
multiple frequencies. One of them is Wetiko and that connects the 
Cult psychopaths, those who submit to the psychopaths, and those 
who serve the psychopaths in the media operations of the world. 
Wetiko is Gates. Wetiko is the mask-wearing submissive. Wetiko is 
the fake journalist and “‘fact-checker’. The Wetiko Field is 
coordinating the whole thing. Psychopaths, gofers, media 
operatives, ‘anti-hate’ hate groups, ‘fact-checkers’ and submissive 
people work as one unit even without human coordination because they 
are attached to the same Field which is organising it all (Fig 22). Paul 
Levy is here describing how Wetiko-possessed people are drawn 
together and refuse to let any information breach their rigid 


perceptions. He was writing long before ‘Covid’, but I think you will 
recognise followers of the ‘Covid’ religion oh just a little bit: 


People who are channelling the vibratory frequency of wetiko align with each other through 
psychic resonance to reinforce their unspoken shared agreement so as to uphold their 
deranged view of reality. Once an unconscious content takes possession of certain 
individuals, it irresistibly draws them together by mutual attraction and knits them into groups 
tied together by their shared madness that can easily swell into an avalanche of insanity. 


A psychic epidemic is a closed system, which is to say that it is insular and not open to any 
new information or informing influences from the outside world which contradict its fixed, 
limited, and limiting perspective. 


There we have the Woke mind and the ‘Covid’ mind. Compatible 
resonance draws the awakening together, too, which is clearly 
happening today. 


THE WETIKO FIELD 


WETIKO MANIPULATION 
OF THE ENERGETIC 
WAVEFIELD 


Figure 22: The Wetiko Field from which the Cult pyramid and its personnel are made 
manifest. (Image by Neil Hague). 


Wetiko doesn’t care about humans. It’s not human; it just possesses 
humans for its own ends and the effect (depending on the scale of 


possession) can be anything from extreme psychopathy to 
unquestioning obedience. Wetiko’s worst nightmare is for human 
consciousness to expand beyond the simulation. Everything is 
focussed on stopping that happening through control of 
information, thus perception, thus frequency. The ‘education 
system’, media, science, medicine, academia, are all geared to 
maintaining humanity in five-sense servitude as is the constant 
stimulation of low-vibrational mental and emotional states (see 
‘Covid’). Wetiko seeks to dominate those subconscious spaces 
between five-sense perception and expanded consciousness where 
the computer meets the operator. From these subconscious hiding 
places Wetiko speaks to us to trigger urges and desires that we take 
to be our own and manipulate us into anything from low-vibrational 
to psychopathic states. Remember how Islam describes the Jinn as 
invisible tricksters that ‘whisper’ and confuse. Wetiko is the origin of 
the ‘trickster god’ theme that you find in cultures all over the world. 
Jinn, like the Archons, are Wetiko which is terrified of humans 
awakening and reconnecting with our true self for then its energy 
source has gone. With that the feedback loop breaks between Wetiko 
and human perception that provides the energetic momentum on 
which its very existence depends as a force of evil. Humans are both 
its target and its source of survival, but only if we are operating in 
low-vibrational states of fear, hate, depression and the background 
anxiety that most people suffer. We are Wetiko’s target because we 
are its key to survival. It needs us, not the other way round. Paul 
Levy writes: 


A vampire has no intrinsic, independent, substantial existence in its own right; it only exists in 
relation to us. The pathogenic, vampiric mind-parasite called wetiko is nothing in itself — not 
being able to exist from its own side — yet it has a ‘virtual reality’ such that it can potentially 
destroy our species ... 


... The fact that a vampire is not reflected by a mirror can also mean that what we need to see 
is that there’s nothing, no-thing to see, other than ourselves. The fact that wetiko is the 
expression of something inside of us means that the cure for wetiko is with us as well. The 
critical issue is finding this cure within us and then putting it into effect. 


Evil begets evil because if evil does not constantly expand and 
find new sources of energetic sustenance its evil, its distortion, dies 
with the assimilation into balance and harmony. Love is the garlic to 
Wetiko’s vampire. Evil, the absence of love, cannot exist in the 
presence of love. I think I see a way out of here. I have emphasised 
so many times over the decades that the Archons/Wetiko and their 
Cult are not all powerful. They are not. I don’t care how it looks even 
now they are not. I have not called them little boys in short trousers 
for effect. I have said it because it is true. Wetiko’s insatiable desire 
for power over others is not a sign of its omnipotence, but its 
insecurity. Paul Levy writes: “Due to the primal fear which 
ultimately drives it and which it is driven to cultivate, wetiko’s body 
politic has an intrinsic and insistent need for centralising power and 
control so as to create imagined safety for itself.’ Yeeeeeees! Exactly! 
Why does Wetiko want humans in an ongoing state of fear? Wetiko 
itself is fear and it is petrified of love. As evil is an absence of love, so 
love is an absence of fear. Love conquers all and especially Wetiko 
which is fear. Wetiko brought fear into the world when it wasn’t here 
before. Fear was the ‘fall’, the fall into low-frequency ignorance and 
illusion — fear is False Emotion Appearing Real. The simulation is 
driven and energised by fear because Wetiko/Yaldabaoth (fear) are 
the simulation. Fear is the absence of love and Wetiko is the absence 
of love. 


We can now view current events from this level of perspective. The 
‘Covid’ hoax has generated momentous amounts of ongoing fear, 
anxiety, depression and despair which have empowered Wetiko. No 
wonder people like Gates have been the instigators when they are 
Wetiko incarnate and exhibit every trait of Wetiko in the extreme. 
See how cold and unemotional these people are like Gates and his 
cronies, how dead of eye they are. That’s Wetiko. Sabbatians are 
Wetiko and everything they control including the World Health 
Organization, Big Pharma and the ‘vaccine’ makers, national ‘health’ 


hierarchies, corporate media, Silicon Valley, the banking system, and 
the United Nations with its planned transformation into world 
government. All are controlled and possessed by the Wetiko 
distortion into distorting human society in its image. We are with 
this knowledge at the gateway to understanding the world. 
Divisions of race, culture, creed and sexuality are diversions to hide 
the real division between those possessed and influenced by Wetiko 
and those that are not. The ‘Covid’ hoax has brought both clearly 
into view. Human behaviour is not about race. Tyrants and 
dictatorships come in all colours and creeds. What unites the US 
president bombing the innocent and an African tribe committing 
genocide against another as in Rwanda? What unites them? Wetiko. 
All wars are Wetiko, all genocide is Wetiko, all hunger over centuries 
in a world of plenty is Wetiko. Children going to bed hungry, 
including in the West, is Wetiko. Cult-generated Woke racial 
divisions that focus on the body are designed to obscure the reality 
that divisions in behaviour are manifestations of mind, not body. 
Obsession with body identity and group judgement is a means to 
divert attention from the real source of behaviour — mind and 
perception. Conflict sown by the Woke both within themselves and 
with their target groups are Wetiko providing lunch for itself 
through still more agents of the division, chaos, and fear on which it 
feeds. The Cult is seeking to assimilate the entirety of humanity and 
all children and young people into the Wetiko frequency by 
manipulating them into states of fear and despair. Witness all the 
suicide and psychological unravelling since the spring of 2020. 
Wetiko psychopaths want to impose a state of unquestioning 
obedience to authority which is no more than a conduit for Wetiko to 
enforce its will and assimilate humanity into itself. It needs us to 
believe that resistance is futile when it fears resistance and even 
more so the game-changing non-cooperation with its impositions. It 
can use violent resistance for its benefit. Violent impositions and 
violent resistance are both Wetiko. The Power of Love with its Power 
of No will sweep Wetiko from our world. Wetiko and its Cult know 
that. They just don’t want us to know. 


This brings me to AI or artificial intelligence and something else 
Wetikos don’t want us to know. What is AI really? I know about 
computer code algorithms and AI that learns from data input. These, 
however, are more diversions, the expeditionary force, for the real Al 
that they want to connect to the human brain as promoted by Silicon 
Valley Wetikos like Kurzweil. What is this AI? It is the frequency of 
Wetiko, the frequency of the Archons. The connection of AI to the 
human brain is the connection of the Wetiko frequency to create a 
Wetiko hive mind and complete the job of assimilation. The hive 
mind is planned to be controlled from Israel and China which are 
both 100 percent owned by Wetiko Sabbatians. The assimilation 
process has been going on minute by minute in the ‘smart’ era which 
fused with the ‘Covid’ era. We are told that social media is 
scrambling the minds of the young and changing their personality. 
This is true, but what is social media? Look more deeply at how it 
works, how it creates divisions and conflict, the hostility and cruelty, 
the targeting of people until they are destroyed. That’s Wetiko. Social 
media is manipulated to tune people to the Wetiko frequency with 
all the emotional exploitation tricks employed by platforms like 
Facebook and its Wetiko front man, Zuckerberg. Facebook’s 
Instagram announced a new platform for children to overcome a 
legal bar on them using the main site. This is more Wetiko 
exploitation and manipulation of kids. Amnesty International 
likened the plan to foxes offering to guard the henhouse and said it 
was incompatible with human rights. Since when did Wetiko or 
Zuckerberg (I repeat myself) care about that? Would Brin and Page 
at Google, Wojcicki at YouTube, Bezos at Amazon and whoever the 
hell runs Twitter act as they do if they were not channelling Wetiko? 
Would those who are developing technologies for no other reason 
than human control? How about those designing and selling 
technologies to kill people and Big Pharma drug and ‘vaccine’ 
producers who know they will end or devastate lives? Quite a 
thought for these people to consider is that if you are Wetiko in a 
human life you are Wetiko on the ‘other side’ unless your frequency 


changes and that can only change by a change of perception which 
becomes a change of behaviour. Where Gates is going does not bear 
thinking about although perhaps that’s exactly where he wants to go. 
Either way, that’s where he’s going. His frequency will make it so. 


The frequency lair 

I have been saying for a long time that a big part of the addiction to 
smartphones and devices is that a frequency is coming off them that 
entraps the mind. People spend ages on their phones and sometimes 
even a minute or so after they put them down they pick them up 
again and it all repeats. ‘Covid’ lockdowns will have increased this 
addiction a million times for obvious reasons. Addictions to alcohol 
overindulgence and drugs are another way that Wetiko entraps 
consciousness to attach to its own. Both are symptoms of low- 
vibrational psychological distress which alcoholism and drug 
addiction further compound. Do we think it’s really a coincidence 
that access to them is made so easy while potions that can take 
people into realms beyond the simulation are banned and illegal? I 
have explored smartphone addiction in other books, the scale is 
mind-blowing, and that level of addiction does not come without 
help. Tech companies that make these phones are Wetiko and they 
will have no qualms about destroying the minds of children. We are 
seeing again with these companies the Wetiko perceptual 
combination of psychopathic enforcers and weak and meek 
unquestioning compliance by the rank and file. 

The global Smart Grid is the Wetiko Grid and it is crucial to 
complete the Cult endgame. The simulation is radiation and we are 
being deluged with technological radiation on a devastating scale. 
Wetiko frauds like Elon Musk serve Cult interests while occasionally 
criticising them to maintain his street-cred. 5G and other forms of 
Wi-Fi are being directed at the earth from space on a volume and 
scale that goes on increasing by the day. Elon Musk’s (officially) 
SpaceX Starlink project is in the process of putting tens of thousands 
of satellites in low orbit to cover every inch of the planet with 5G 
and other Wi-Fi to create Kurzweil’s global ‘cloud’ to which the 


human mind is planned to be attached very soon. SpaceX has 
approval to operate 12,000 satellites with more than 1,300 launched 
at the time of writing and applications filed for 30,000 more. Other 
operators in the Wi-Fi, 5G, low-orbit satellite market include 
OneWeb (UK), Telesat (Canada), and AST & Science (US). Musk tells 
us that AI could be the end of humanity and then launches a 
company called Neuralink to connect the human brain to computers. 
Musk’s (in theory) Tesla company is building electric cars and the 
driverless vehicles of the smart control grid. As frauds and 
bullshitters go Elon Musk in my opinion is Major League. 


5G and technological radiation in general are destructive to 
human health, genetics and psychology and increasing the strength 
of artificial radiation underpins the five-sense perceptual bubbles 
which are themselves expressions of radiation or electromagnetism. 
Freedom activist John Whitehead was so right with his ‘databit by 
databit, we are building our own electronic concentration camps’. 
The Smart Grid and 5G is a means to control the human mind and 
infuse perceptual information into The Field to influence anyone in 
sync with its frequency. You can change perception and behaviour 
en masse if you can manipulate the population into those levels of 
frequency and this is happening all around us today. The arrogance 
of Musk and his fellow Cult operatives knows no bounds in the way 
that we see with Gates. Musk’s satellites are so many in number 
already they are changing the night sky when viewed from Earth. 
The astronomy community has complained about this and they have 
seen nothing yet. Some consequences of Musk’s Wetiko hubris 
include: Radiation; visible pollution of the night sky; interference 
with astronomy and meteorology; ground and water pollution from 
intensive use of increasingly many spaceports; accumulating space 
debris; continual deorbiting and burning up of aging satellites, 
polluting the atmosphere with toxic dust and smoke; and ever- 
increasing likelihood of collisions. A collective public open letter of 
complaint to Musk said: 


We are writing to you ... because SpaceX is in process of surrounding the Earth with a 
network of thousands of satellites whose very purpose is to irradiate every square inch of the 


Earth. SpaceX, like everyone else, is treating the radiation as if it were not there. As if the 
mitochondria in our cells do not depend on electrons moving undisturbed from the food we 
digest to the oxygen we breathe. 


As if our nervous systems and our hearts are not subject to radio frequency interference like 
any piece of electronic equipment. As if the cancer, diabetes, and heart disease that now 
afflict a majority of the Earth’s population are not metabolic diseases that result from 
interference with our cellular machinery. As if insects everywhere, and the birds and animals 
that eat them, are not starving to death as a result. 


People like Musk and Gates believe in their limitless Wetiko 
arrogance that they can do whatever they like to the world because 
they own it. Consequences for humanity are irrelevant. It’s 
absolutely time that we stopped taking this shit from these self- 
styled masters of the Earth when you consider where this is going. 


Why is the Cult so anti-human? 

I hear this question often: Why would they do this when it will affect 
them, too? Ah, but will it? Who is this them? Forget their bodies. 
They are just vehicles for Wetiko consciousness. When you break it 
all down to the foundations we are looking at a state of severely 
distorted consciousness targeting another state of consciousness for 
assimilation. The rest is detail. The simulation is the fly-trap in 
which unique sensations of the five senses create a cycle of addiction 
called reincarnation. Renegade Minds see that everything which 
happens in our reality is a smaller version of the whole picture in 
line with the holographic principle. Addiction to the radiation of 
smart technology is a smaller version of addiction to the whole 
simulation. Connecting the body/brain to AI is taking that addiction 
on a giant step further to total ongoing control by assimilating 
human incarnate consciousness into Wetiko. I have watched during 
the ‘Covid’ hoax how many are becoming ever more profoundly 
attached to Wetiko’s perceptual calling cards of aggressive response 
to any other point of view (‘There is no other god but me’), 
psychopathic lack of compassion and empathy, and servile 
submission to the narrative and will of authority. Wetiko is the 
psychopaths and subservience to psychopaths. The Cult of Wetiko is 


so anti-human because it is not human. It embarked on a mission to 
destroy human by targeting everything that it means to be human 
and to survive as human. ‘Covid’ is not the end, just a means to an 
end. The Cult with its Wetiko consciousness is seeking to change 
Earth systems, including the atmosphere, to suit them, not humans. 
The gathering bombardment of 5G alone from ground and space is 
dramatically changing The Field with which the five senses interact. 
There is so much more to come if we sit on our hands and hope it 
will all go away. It is not meant to go away. It is meant to get ever 
more extreme and we need to face that while we still can — just. 


Carbon dioxide is the gas of life. Without that human is over. 
Kaput, gone, history. No natural world, no human. The Cult has 
created a cock and bull story about carbon dioxide and climate 
change to justify its reduction to the point where Gates and the 
ignoramus Biden ‘climate chief’ John Kerry want to suck it out of the 
atmosphere. Kerry wants to do this because his master Gates does. 
Wetikos have made the gas of life a demon with the usual support 
from the Wokers of Extinction Rebellion and similar organisations 
and the bewildered puppet-child that is Greta Thunberg who was 
put on the world stage by Klaus Schwab and the World Economic 
Forum. The name Extinction Rebellion is both ironic and as always 
Wetiko inversion. The gas that we need to survive must be reduced 
to save us from extinction. The most basic need of human is oxygen 
and we now have billions walking around in face nappies depriving 
body and brain of this essential requirement of human existence. 
More than that 5G at 60 gigahertz interacts with the oxygen 
molecule to reduce the amount of oxygen the body can absorb into 
the bloodstream. The obvious knock-on consequences of that for 
respiratory and cognitive problems and life itself need no further 
explanation. Psychopaths like Musk are assembling a global system 
of satellites to deluge the human atmosphere with this insanity. The 
man should be in jail. Here we have two most basic of human needs, 
oxygen and carbon dioxide, being dismantled. 


Two others, water and food, are getting similar treatment with the 
United Nations Agendas 21 and 2030 — the Great Reset — planning to 


centrally control all water and food supplies. People will not even 
own rain water that falls on their land. Food is affected at the most 
basic level by reducing carbon dioxide. We have genetic modification 
or GMO infiltrating the food chain on a mass scale, pesticides and 
herbicides polluting the air and destroying the soil. Freshwater fish 
that provide livelihoods for 60 million people and feed hundreds of 
millions worldwide are being ‘pushed to the brink’ according the 
conservationists while climate change is the only focus. Now we 
have Gates and Schwab wanting to dispense with current food 
sources all together and replace them with a synthetic version which 
the Wetiko Cult would control in terms of production and who eats 
and who doesn’t. We have been on the Totalitarian Tiptoe to this for 
more than 60 years as food has become ever more processed and full 
of chemical shite to the point today when it’s not natural food at all. 
As Dr Tom Cowan says: ‘If it has a label don’t eat it.’ Bill Gates is 
now the biggest owner of farmland in the United States and he does 
nothing without an ulterior motive involving the Cult. Klaus Schwab 
wrote: ‘To feed the world in the next 50 years we will need to 
produce as much food as was produced in the last 10,000 years ... 
food security will only be achieved, however, if regulations on 
genetically modified foods are adapted to reflect the reality that gene 
editing offers a precise, efficient and safe method of improving 
crops.’ Liar. People and the world are being targeted with 
aluminium through vaccines, chemtrails, food, drink cans, and 
endless other sources when aluminium has been linked to many 
health issues including dementia which is increasing year after year. 
Insects, bees and wildlife essential to the food chain are being 
deleted by pesticides, herbicides and radiation which 5G is 
dramatically increasing with 6G and 7G to come. The pollinating bee 
population is being devastated while wildlife including birds, 
dolphins and whales are having their natural radar blocked by the 
effects of ever-increasing radiation. In the summer windscreens used 
to be splattered with insects so numerous were they. It doesn’t 
happen now. Where have they gone? 


Synthetic everything 

The Cult is introducing genetically-modified versions of trees, plants 
and insects including a Gates-funded project to unleash hundreds of 
millions of genetically-modified, lab-altered and patented male 
mosquitoes to mate with wild mosquitoes and induce genetic flaws 
that cause them to die out. Clinically-insane Gates-funded Japanese 
researchers have developed mosquitos that spread vaccine and are 
dubbed ‘flying vaccinators’. Gates is funding the modification of 
weather patterns in part to sell the myth that this is caused by carbon 
dioxide and he’s funding geoengineering of the skies to change the 
atmosphere. Some of this came to light with the Gates-backed plan 
to release tonnes of chalk into the atmosphere to ‘deflect the Sun and 
cool the planet’. Funny how they do this while the heating effect of 
the Sun is not factored into climate projections focussed on carbon 
dioxide. The reason is that they want to reduce carbon dioxide (so 
don’t mention the Sun), but at the same time they do want to reduce 
the impact of the Sun which is so essential to human life and health. 
I have mentioned the sun-cholesterol-vitamin D connection as they 
demonise the Sun with warnings about skin cancer (caused by the 
chemicals in sun cream they tell you to splash on). They come from 
the other end of the process with statin drugs to reduce cholesterol 
that turns sunlight into vitamin D. A lack of vitamin D leads to a 
long list of health effects and how vitamin D levels must have fallen 
with people confined to their homes over ‘Covid’. Gates is funding 
other forms of geoengineering and most importantly chemtrails 
which are dropping heavy metals, aluminium and self-replicating 
nanotechnology onto the Earth which is killing the natural world. 
See Everything You Need To Know, But Have Never Been Told for the 
detailed background to this. 

Every human system is being targeted for deletion by a force that’s 
not human. The Wetiko Cult has embarked on the process of 
transforming the human body from biological to synthetic biological 
as I have explained. Biological is being replaced by the artificial and 
synthetic — Archontic ‘countermimicry’ — right across human society. 
The plan eventually is to dispense with the human body altogether 


and absorb human consciousness — which it wouldn't really be by 
then — into cyberspace (the simulation which is Wetiko/Yaldabaoth). 
Preparations for that are already happening if people would care to 
look. The alternative media rightly warns about globalism and ‘the 
globalists’, but this is far bigger than that and represents the end of 
the human race as we know it. The ‘bad copy’ of prime reality that 
Gnostics describe was a bad copy of harmony, wonder and beauty to 
start with before Wetiko/Yaldabaoth set out to change the simulated 
‘copy’ into something very different. The process was slow to start 
with. Entrapped humans in the simulation timeline were not 
technologically aware and they had to be brought up to intellectual 
speed while being suppressed spiritually to the point where they 
could build their own prison while having no idea they were doing 
so. We have now reached that stage where technological intellect has 
the potential to destroy us and that’s why events are moving so fast. 
Central American shaman Don Juan Matus said: 


Think for a moment, and tell me how you would explain the contradictions between the 
intelligence of man the engineer and the stupidity of his systems of belief, or the stupidity of 
his contradictory behaviour. Sorcerers believe that the predators have given us our systems of 
beliefs, our ideas of good and evil; our social mores. They are the ones who set up our dreams 
of success or failure. They have given us covetousness, greed, and cowardice. It is the 
predator who makes us complacent, routinary, and egomaniacal. 


In order to keep us obedient and meek and weak, the predators engaged themselves in a 
stupendous manoeuvre — stupendous, of course, from the point of view of a fighting strategist; 
a horrendous manoeuvre from the point of those who suffer it. They gave us their mind. The 
predators’ mind is baroque, contradictory, morose, filled with the fear of being discovered any 
minute now. 


For ‘predators’ see Wetiko, Archons, Yaldabaoth, Jinn, and all the 
other versions of the same phenomenon in cultures and religions all 
over the world. The theme is always the same because it’s true and 
it’s real. We have reached the point where we have to deal with it. 
The question is — how? 


I thought I’d use a controversial subheading to get things moving in 
terms of our response to global fascism. What do you mean ‘don’t 
fight’? What do you mean ‘walk away’? We've got to fight. We can’t 
walk away. Well, it depends what we mean by fight and walk away. 
If fighting means physical combat we are playing Wetiko’s game and 
falling for its trap. It wants us to get angry, aggressive, and direct 
hate and hostility at the enemy we think we must fight. Every war, 
every battle, every conflict, has been fought with Wetiko leading 
both sides. It’s what it does. Wetiko wants a fight, anywhere, any 
place. Just hit me, son, so I can hit you back. Wetiko hits Wetiko and 
Wetiko hits Wetiko in return. Iam very forthright as you can see in 
exposing Wetikos of the Cult, but I don’t hate them. I refuse to hate 
them. It’s what they want. What you hate you become. What you 
fight you become. Wokers, ‘anti-haters’ and ‘anti-fascists’ prove this 
every time they reach for their keyboards or don their balaclavas. By 
walk away I mean to disengage from Wetiko which includes ceasing 
to cooperate with its tyranny. Paul Levy says of Wetiko: 


The way to ‘defeat’ evil is not to try to destroy it (for then, in playing evil’s game, we have 
already lost), but rather, to find the invulnerable place within ourselves where evil is unable to 
vanquish us — this is to truly ‘win’ our battle with evil. 


Wetiko is everywhere in human society and it’s been on steroids 
since the ‘Covid’ hoax. Every shouting match over wearing masks 
has Wetiko wearing a mask and Wetiko not wearing one. It’s an 
electrical circuit of push and resist, push and resist, with Wetiko 
pushing and resisting. Each polarity is Wetiko empowering itself. 
Dictionary definitions of ‘resist’ include ‘opposing, refusing to accept 
or comply with’ and the word to focus on is ‘opposing’. What form 
does this take — setting police cars alight or ‘refusing to accept or 
comply with’? The former is Wetiko opposing Wetiko while the 
other points the way forward. This is the difference between those 
aggressively demanding that government fascism must be obeyed 
who stand in stark contrast to the great majority of Pushbackers. We 
saw this clearly with a march by thousands of Pushbackers against 
lockdown in London followed days later by a Woker-hijacked 


protest in Bristol in which police cars were set on fire. Masks were 
virtually absent in London and widespread in Bristol. Wetiko wants 
lockdown on every level of society and infuses its aggression to 
police it through its unknowing stooges. Lockdown protesters are 
the ones with the smiling faces and the hugs, The two blatantly 
obvious states of being — getting more obvious by the day — are the 
result of Wokers and their like becoming ever more influenced by 
the simulation Field of Wetiko and Pushbackers ever more 
influenced by The Field of a far higher vibration beyond the 
simulation. Wetiko can’t invade the heart which is where most 
lockdown opponents are coming from. It’s the heart that allows them 
to see through the lies to the truth in ways I will be highlighting. 


Renegade Minds know that calmness is the place from which 
wisdom comes. You won’t find wisdom in a hissing fit and wisdom 
is what we need in abundance right now. Calmness is not weakness 
— you don’t have to scream at the top of your voice to be strong. 
Calmness is indeed a sign of strength. ‘No’ means I’m not doing it. 
NOOOO!!! doesn’t mean you're not doing it even more. Volume 
does not advance ‘No — I’m not doing it’. You are just not doing it. 
Wetiko possessed and influenced don’t know how to deal with that. 
Wetiko wants a fight and we should not give it one. What it needs 
more than anything is our cooperation and we should not give that 
either. Mass rallies and marches are great in that they are a visual 
representation of feeling, but if it ends there they are irrelevant. You 
demand that Wetikos act differently? Well, they’re not going to are 
they? They are Wetikos. We don’t need to waste our time demanding 
that something doesn’t happen when that will make no difference. 
We need to delete the means that allows it to happen. This, invariably, 
is our cooperation. You can demand a child stop firing a peashooter 
at the dog or you can refuse to buy the peashooter. If you provide 
the means you are cooperating with the dog being smacked on the 
nose with a pea. How can the authorities enforce mask-wearing if 
millions in a country refuse? What if the 74 million Pushbackers that 
voted for Trump in 2020 refused to wear masks, close their 
businesses or stay in their homes. It would be unenforceable. The 


few control the many through the compliance of the many and that’s 
always been the dynamic be it ‘Covid’ regulations or the Roman 
Empire. I know people can find it intimidating to say no to authority 
or stand out in a crowd for being the only one with a face on display; 
but it has to be done or it’s over. I hope I’ve made clear in this book 
that where this is going will be far more intimidating than standing 
up now and saying ‘No’ — I will not cooperate with my own 
enslavement and that of my children. There might be consequences 
for some initially, although not so if enough do the same. The 
question that must be addressed is what is going to happen if we 
don’t? It is time to be strong and unyieldingly so. No means no. Not 
here and there, but everywhere and always. I have refused to wear a 
mask and obey all the other nonsense. I will not comply with 
tyranny. I repeat: Fascism is not imposed by fascists — there are never 
enough of them. Fascism is imposed by the population acquiescing 
to fascism. I will not do it. I will die first, or my body will. Living 
meekly under fascism is a form of death anyway, the death of the 
spirit that Martin Luther King described. 


Making things happen 

We must not despair. This is not over till it’s over and it’s far from 
that. The ‘fat lady’ must refuse to sing. The longer the ‘Covid’ hoax 
has dragged on and impacted on more lives we have seen an 
awakening of phenomenal numbers of people worldwide to the 
realisation that what they have believed all their lives is not how the 
world really is. Research published by the system-serving University 
of Bristol and King’s College London in February, 2021, concluded: 
‘One in every 11 people in Britain say they trust David Icke’s take on 
the coronavirus pandemic.’ It will be more by now and we have 
gathering numbers to build on. We must urgently progress from 
seeing the scam to ceasing to cooperate with it. Prominent German 
lawyer Reiner Fuellmich, also licenced to practice law in America, is 
doing a magnificent job taking the legal route to bring the 
psychopaths to justice through a second Nuremberg tribunal for 
crimes against humanity. Fuellmich has an impressive record of 


beating the elite in court and he formed the German Corona 
Investigative Committee to pursue civil charges against the main 
perpetrators with a view to triggering criminal charges. Most 
importantly he has grasped the foundation of the hoax — the PCR 
test not testing for the ‘virus’ — and Christian Drosten is therefore on 
his charge sheet along with Gates frontman Tedros at the World 
Health Organization. Major players must be not be allowed to inflict 
their horrors on the human race without being brought to book. A 
life sentence must follow for Bill Gates and the rest of them. A group 
of researchers has also indicted the government of Norway for 
crimes against humanity with copies sent to the police and the 
International Criminal Court. The lawsuit cites participation in an 
internationally-planned false pandemic and violation of 
international law and human rights, the European Commission’s 
definition of human rights by coercive rules, Nuremberg and Hague 
rules on fundamental human rights, and the Norwegian 
constitution. We must take the initiative from hereon and not just 
complain, protest and react. 


There are practical ways to support vital mass non-cooperation. 
Organising in numbers is one. Lockdown marches in London in the 
spring in 2021 were mass non-cooperation that the authorities could 
not stop. There were too many people. Hundreds of thousands 
walked the London streets in the centre of the road for mile after 
mile while the Face-Nappies could only look on. They were 
determined, but calm, and just did it with no histrionics and lots of 
smiles. The police were impotent. Others are organising group 
shopping without masks for mutual support and imagine if that was 
happening all over. Policing it would be impossible. If the store 
refuses to serve people in these circumstances they would be faced 
with a long line of trolleys full of goods standing on their own and 
everything would have to be returned to the shelves. How would 
they cope with that if it kept happening? I am talking here about 
moving on from complaining to being pro-active; from watching 
things happen to making things happen. I include in this our 
relationship with the police. The behaviour of many Face-Nappies 


has been disgraceful and anyone who thinks they would never find 
concentration camp guards in the ‘enlightened’ modern era have 
had that myth busted big-time. The period and setting may change — 
Wetikos never do. I watched film footage from a London march in 
which a police thug viciously kicked a protestor on the floor who 
had done nothing. His fellow Face-Nappies stood in a ring 
protecting him. What he did was a criminal assault and with a 
crowd far outnumbering the police this can no longer be allowed to 
happen unchallenged. I get it when people chant ‘shame on you’ in 
these circumstances, but that is no longer enough. They have no 
shame those who do this. Crowds needs to start making a citizen’s 
arrest of the police who commit criminal offences and brutally attack 
innocent people and defenceless women. A citizen’s arrest can be 
made under section 24A of the UK Police and Criminal Evidence 
(PACE) Act of 1984 and you will find something similar in other 
countries. I prefer to call it a Common Law arrest rather than 
citizen’s for reasons I will come to shortly. Anyone can arrest a 
person committing an indictable offence or if they have reasonable 
grounds to suspect they are committing an indictable offence. On 
both counts the attack by the police thug would have fallen into this 
category. A citizen’s arrest can be made to stop someone: 


¢ Causing physical injury to himself or any other person 

e Suffering physical injury 

e Causing loss of or damage to property 

e Making off before a constable can assume responsibility for him 


A citizen’s arrest may also be made to prevent a breach of the 
peace under Common Law and if they believe a breach of the peace 
will happen or anything related to harm likely to be done or already 
done in their presence. This is the way to go I think — the Common 
Law version. If police know that the crowd and members of the 
public will no longer be standing and watching while they commit 


their thuggery and crimes they will think twice about acting like 
Brownshirts and Blackshirts. 


Common Law — common sense 

Mention of Common Law is very important. Most people think the 
law is the law as in one law. This is not the case. There are two 
bodies of law, Common Law and Statute Law, and they are not the 
same. Common Law is founded on the simple premise of do no 
harm. It does not recognise victimless crimes in which no harm is 
done while Statute Law does. There is a Statute Law against almost 
everything. So what is Statute Law? Amazingly it’s the law of the sea 
that was brought ashore by the Cult to override the law of the land 
which is Common Law. They had no right to do this and as always 
they did it anyway. They had to. They could not impose their will on 
the people through Common Law which only applies to do no harm. 
How could you stitch up the fine detail of people’s lives with that? 
Instead they took the law of the sea, or Admiralty Law, and applied 
it to the population. Statute Law refers to all the laws spewing out of 
governments and their agencies including all the fascist laws and 
regulations relating to ‘Covid’. The key point to make is that Statute 
Law is contract law. It only applies between contracting corporations. 
Most police officers don’t even know this. They have to be kept in 
the dark, too. Long ago when merchants and their sailing ships 
began to trade with different countries a contractual law was 
developed called Admiralty Law and other names. Again it only 
applied to contracts agreed between corporate entities. If there is no 
agreed contract the law of the sea had no jurisdiction and that still 
applies to its new alias of Statute Law. The problem for the Cult when 
the law of the sea was brought ashore was an obvious one. People 
were not corporations and neither were government entities. To 
overcome the latter they made governments and all associated 
organisations corporations. All the institutions are private 
corporations and I mean governments and their agencies, local 
councils, police, courts, military, US states, the whole lot. Go to the 


Dun and Bradstreet corporate listings website for confirmation that 
they are all corporations. You are arrested by a private corporation 
called the police by someone who is really a private security guard 
and they take you to court which is another private corporation. 
Neither have jurisdiction over you unless you consent and contract 
with them. This is why you hear the mantra about law enforcement 
policing by consent of the people. In truth the people ‘consent’ only 
in theory through monumental trickery. 


Okay, the Cult overcame the corporate law problem by making 
governments and institutions corporate entities; but what about 
people? They are not corporations are they? Ah ... well in a sense, 
and only a sense, they are. Not people exactly — the illusion of 
people. The Cult creates a corporation in the name of everyone at the 
time that their birth certificate is issued. Note birth/ berth certificate 
and when you go to court under the law of the sea on land you stand 
in a dock. These are throwbacks to the origin. My Common Law 
name is David Vaughan Icke. The name of the corporation created 
by the government when I was born is called Mr David Vaughan 
Icke usually written in capitals as MR DAVID VAUGHAN ICKE. 
That is not me, the living, breathing man. It is a fictitious corporate 
entity. The trick is to make you think that David Vaughan Icke and 
MR DAVID VAUGHAN ICKE are the same thing. They are not. When 
police charge you and take you to court they are prosecuting the 
corporate entity and not the living, breathing, man or woman. They 
have to trick you into identifying as the corporate entity and 
contracting with them. Otherwise they have no jurisdiction. They do 
this through a language known as legalese. Lawful and legal are not 
the same either. Lawful relates to Common Law and legal relates to 
Statute Law. Legalese is the language of Statue Law which uses 
terms that mean one thing to the public and another in legalese. 
Notice that when a police officer tells someone why they are being 
charged he or she will say at the end: ‘Do you understand?’ To the 
public that means ‘Do you comprehend?’ In legalese it means ‘Do 
you stand under me?’ Do you stand under my authority? If you say 


yes to the question you are unknowingly agreeing to give them 
jurisdiction over you in a contract between two corporate entities. 


This is a confidence trick in every way. Contracts have to be agreed 
between informed parties and if you don’t know that David 
Vaughan Icke is agreeing to be the corporation MR DAVID 
VAUGHAN ICKE you cannot knowingly agree to contract. They are 
deceiving you and another way they do this is to ask for proof of 
identity. You usually show them a driving licence or other document 
on which your corporate name is written. In doing so you are 
accepting that you are that corporate entity when you are not. 
Referring to yourself as a ‘person’ or ‘citizen’ is also identifying with 
your corporate fiction which is why I made the Common Law point 
about the citizen’s arrest. If you are approached by a police officer 
you identify yourself immediately as a living, breathing, man or 
woman and say ‘I do not consent, I do not contract with you and I do 
not understand’ or stand under their authority. I have a Common 
Law birth certificate as a living man and these are available at no 
charge from commonlawcourt.com. Businesses registered under the 
Statute Law system means that its laws apply. There are, however, 
ways to run a business under Common Law. Remember all ‘Covid’ 
laws and regulations are Statute Law — the law of contracts and you 
do not have to contract. This doesn’t mean that you can kill someone 
and get away with it. Common Law says do no harm and that 
applies to physical harm, financial harm etc. Police are employees of 
private corporations and there needs to be a new system of non- 
corporate Common Law constables operating outside the Statute 
Law system. If you go to davidicke.com and put Common Law into 
the search engine you will find videos that explain Common Law in 
much greater detail. It is definitely a road we should walk. 


With all my heart 


I have heard people say that we are in a spiritual war. I don’t like the 
term ‘war’ with its Wetiko dynamic, but I know what they mean. 
Sweep aside all the bodily forms and we are in a situation in which 
two states of consciousness are seeking very different realities. 


Wetiko wants upheaval, chaos, fear, suffering, conflict and control. 
The other wants love, peace, harmony, fairness and freedom. That's 
where we are. We should not fall for the idea that Wetiko is all- 
powerful and there’s nothing we can do. Wetiko is not all-powerful. 
It’s a joke, pathetic. It doesn’t have to be, but it has made that choice 
for now. A handful of times over the years when I have felt the 
presence of its frequency I have allowed it to attach briefly so I could 
consciously observe its nature. The experience is not pleasant, the 
energy is heavy and dark, but the ease with which you can kick it 
back out the door shows that its real power is in persuading us that 
it has power. It’s all a con. Wetiko is a con. It’s a trickster and not a 
power that can control us if we unleash our own. The con is founded 
on manipulating humanity to give its power to Wetiko which 
recycles it back to present the illusion that it has power when its 
power is ours that we gave away. This happens on an energetic level 
and plays out in the world of the seen as humanity giving its power 
to Wetiko authority which uses that power to control the population 
when the power is only the power the population has handed over. 
How could it be any other way for billions to be controlled by a 
relative few? I have had experiences with people possessed by 
Wetiko and again you can kick its arse if you do it with an open 
heart. Oh yes — the heart which can transform the world of perceived 
‘matter’. 


We are receiver-transmitters and processors of information, but 
what information and where from? Information is processed into 
perception in three main areas — the brain, the heart and the belly. 
These relate to thinking, knowing, and emotion. Wetiko wants us to 
be head and belly people which means we think within the confines 
of the Matrix simulation and low-vibrational emotional reaction 
scrambles balance and perception. A few minutes on social media 
and you see how emotion is the dominant force. Woke is all emotion 
and is therefore thought-free and fact-free. Our heart is something 
different. It knows while the head thinks and has to try to work it out 
because it doesn’t know. The human energy field has seven prime 
vortexes which connect us with wider reality (Fig 23). Chakra means 


‘wheels of light’ in the Sanskrit language of ancient India. The main 
ones are: The crown chakra on top of the head; brow (or ‘third eye’) 
chakra in the centre of the forehead; throat chakra; heart chakra in 
the centre of the chest; solar plexus chakra below the sternum; sacral 
chakra beneath the navel; and base chakra at the bottom of the spine. 
Each one has a particular function or functions. We feel anxiety and 
nervousness in the belly where the sacral chakra is located and this 
processes emotion that can affect the colon to give people ‘the shits’ 
or make them ‘shit scared’ when they are nervous. Chakras all play 
an important role, but the Mr and Mrs Big is the heart chakra which 
sits at the centre of the seven, above the chakras that connect us to 
the ‘physical’ and below those that connect with higher realms (or at 
least should). Here in the heart chakra we feel love, empathy and 
compassion — ‘My heart goes out to you’. Those with closed hearts 
become literally ‘heart-less’ in their attitudes and behaviour (see Bill 
Gates). Native Americans portrayed Wetiko with what Paul Levy 
calls a ‘frigid, icy heart, devoid of mercy’ (see Bill Gates). 


Figure 23: The chakra system which interpenetrates the human energy field. The heart chakra 
is the governor — or should be. 


Wetiko trembles at the thought of heart energy which it cannot 
infiltrate. The frequency is too high. What it seeks to do instead is 
close the heart chakra vortex to block its perceptual and energetic 
influence. Psychopaths have ‘hearts of stone’ and emotionally- 
damaged people have ‘heartache’ and ‘broken hearts’. The 
astonishing amount of heart disease is related to heart chakra 


disruption with its fundamental connection to the ‘physical’ heart. 
Dr Tom Cowan has written an outstanding book challenging the 
belief that the heart is a pump and making the connection between 
the ‘physical’ and spiritual heart. Rudolph Steiner who was way 
ahead of his time said the same about the fallacy that the heart is a 
pump. What? The heart is not a pump? That's crazy, right? 
Everybody knows that. Read Cowan’s Human Heart, Cosmic Heart 
and you will realise that the very idea of the heart as a pump is 
ridiculous when you see the evidence. How does blood in the feet so 
far from the heart get pumped horizontally up the body by the 
heart?? Cowan explains in the book the real reason why blood 
moves as it does. Our ‘physical’ heart is used to symbolise love when 
the source is really the heart vortex or spiritual heart which is our 
most powerful energetic connection to ‘out there’ expanded 
consciousness. That’s why we feel knowing — intuitive knowing — in 
the centre of the chest. Knowing doesn’t come from a process of 
thoughts leading to a conclusion. It is there in an instant all in one 
go. Our heart knows because of its connection to levels of awareness 
that do know. This is the meaning and source of intuition — intuitive 
knowing. 

For the last more than 30 years of uncovering the global game and 
the nature of reality my heart has been my constant antenna for 
truth and accuracy. An American intelligence insider once said that I 
had quoted a disinformer in one of my books and yet I had only 
quoted the part that was true. He asked: ‘How do you do that?’ By 
using my heart antenna was the answer and anyone can do it. Heart- 
centred is how we are meant to be. With a closed heart chakra we 
withdraw into a closed mind and the bubble of five-sense reality. If 
you take a moment to focus your attention on the centre of your 
chest, picture a spinning wheel of light and see it opening and 
expanding. You will feel it happening, too, and perceptions of the 
heart like joy and love as the heart impacts on the mind as they 
interact. The more the chakra opens the more you will feel 
expressions of heart consciousness and as the process continues, and 
becomes part of you, insights and knowings will follow. An open 


heart is connected to that level of awareness that knows all is One. 
You will see from its perspective that the fault-lines that divide us 
are only illusions to control us. An open heart does not process the 
illusions of race, creed and sexuality except as brief experiences for a 
consciousness that is all. Our heart does not see division, only unity 
(Figs 24 and 25). There’s something else, too. Our hearts love to 
laugh. Mark Twain’s quote that says ‘The human race has one really 
effective weapon, and that is laughter’ is really a reference to the 
heart which loves to laugh with the joy of knowing the true nature of 
infinite reality and that all the madness of human society is an 
illusion of the mind. Twain also said: ‘Against the assault of laughter 
nothing can stand.’ This is so true of Wetiko and the Cult. Their 
insecurity demands that they be taken seriously and their power and 
authority acknowledged and feared. We should do nothing of the 
sort. We should not get aggressive or fearful which their insecurity 
so desires. We should laugh in their face. Even in their no-face as 
police come over in their face-nappies and expect to be taken 
seriously. They don’t take themselves seriously looking like that so 
why should we? Laugh in the face of intimidation. Laugh in the face 
of tyranny. You will see by its reaction that you have pressed all of its 
buttons. Wetiko does not know what to do in the face of laughter or 
when its targets refuse to concede their joy to fear. We have seen 
many examples during the ‘Covid’ hoax when people have 
expressed their energetic power and the string puppets of Wetiko 
retreat with their tail limp between their knees. Laugh — the world is 
bloody mad after all and if it’s a choice between laughter and tears I 
know which way I’m going. 


Figure 24: Head consciousness without the heart sees division and everything apart from 
everything else. 


Figure 25: Heart consciousness sees everything as One. 


The foundation of Wetiko/Archon control of humans is the 
separation of incarnate five-sense mind from the infinite ‘I’ and 
closing the heart chakra where the True ‘T’ lives during a human life. 
The goal has been to achieve complete separation in both cases. I was 
interested therefore to read an account by a French energetic healer 
of what she said she experienced with a patient who had been given 
the ‘Covid’ vaccine. Genuine energy healers can sense information 
and consciousness fields at different levels of being which are 
referred to as ‘subtle bodies’. She described treating the patient who 
later returned after having, without the healer’s knowledge, two 
doses of the ‘Covid vaccine’. The healer said: 


| noticed immediately the change, very heavy energy emanating from [the] subtle bodies. The 
scariest thing was when | was working on the heart chakra, | connected with her soul: it was 
detached from the physical body, it had no contact and it was, as if it was floating in a state of 
total confusion: a damage to the consciousness that loses contact with the physical body, i.e. 
with our biological machine, there is no longer any communication between them. 


| continued the treatment by sending light to the heart chakra, the soul of the person, but it 
seemed that the soul could no longer receive any light, frequency or energy. It was a very 
powerful experience for me. Then | understood that this substance is indeed used to detach 
consciousness so that this consciousness can no longer interact through this body that it 
possesses in life, where there is no longer any contact, no frequency, no light, no more 
energetic balance or mind. 


This would create a human that is rudderless and at the extreme 
almost zombie-like operating with a fractional state of consciousness 
at the mercy of Wetiko. I was especially intrigued by what the healer 
said in the light of the prediction by the highly-informed Rudolf 
Steiner more than a hundred years ago. He said: 


In the future, we will eliminate the soul with medicine. Under the pretext of a ‘healthy point 
of view’, there will be a vaccine by which the human body will be treated as soon as possible 
directly at birth, so that the human being cannot develop the thought of the existence of soul 
and Spirit. To materialistic doctors will be entrusted the task of removing the soul of humanity. 


As today, people are vaccinated against this disease or that disease, so in the future, children 
will be vaccinated with a substance that can be produced precisely in such a way that people, 
thanks to this vaccination, will be immune to being subjected to the ‘madness’ of spiritual life. 
He would be extremely smart, but he would not develop a conscience, and that is the true 
goal of some materialistic circles. 


Steiner said the vaccine would detach the physical body from the 
etheric body (subtle bodies) and ‘once the etheric body is detached 
the relationship between the universe and the etheric body would 
become extremely unstable, and man would become an automaton’. 
He said ‘the physical body of man must be polished on this Earth by 
spiritual will — so the vaccine becomes a kind of arymanique 
(Wetiko) force’ and ‘man can no longer get rid of a given 
materialistic feeling’. Humans would then, he said, become 
‘materialistic of constitution and can no longer rise to the spiritual’. I 
have been writing for years about DNA being a receiver-transmitter 
of information that connects us to other levels of reality and these 
‘vaccines’ changing DNA can be likened to changing an antenna and 
what it can transmit and receive. Such a disconnection would clearly 
lead to changes in personality and perception. Steiner further 
predicted the arrival of AI. Big Pharma ‘Covid vaccine’ makers, 
expressions of Wetiko, are testing their DNA-manipulating evil on 
children as I write with a view to giving the ‘vaccine’ to babies. If it’s 
a soul-body disconnector — and I say that it is or can be — every child 
would be disconnected from ‘soul’ at birth and the ‘vaccine’ would 
create a closed system in which spiritual guidance from the greater 
self would play no part. This has been the ambition of Wetiko all 


along. A Pentagon video from 2005 was leaked of a presentation 
explaining the development of vaccines to change behaviour by their 
effect on the brain. Those that believe this is not happening with the 
‘Covid’ genetically-modifying procedure masquerading as a 
‘vaccine’ should make an urgent appointment with Naivety 
Anonymous. Klaus Schwab wrote in 2018: 


Neurotechnologies enable us to better influence consciousness and thought and to understand 
many activities of the brain. They include decoding what we are thinking in fine levels of 
detail through new chemicals and interventions that can influence our brains to correct for 
errors or enhance functionality. 


The plan is clear and only the heart can stop it. With every heart that 
opens, every mind that awakens, Wetiko is weakened. Heart and 
love are far more powerful than head and hate and so nothing like a 
majority is needed to turn this around. 


Beyond the Phantom 

Our heart is the prime target of Wetiko and so it must be the answer 
to Wetiko. We are our heart which is part of one heart, the infinite 
heart. Our heart is where the true self lives in a human life behind 
firewalls of five-sense illusion when an imposter takes its place — 
Phantom Self; but our heart waits patiently to be set free any time we 
choose to see beyond the Phantom, beyond Wetiko. A Wetikoed 
Phantom Self can wreak mass death and destruction while the love 
of forever is locked away in its heart. The time is here to unleash its 
power and let it sweep away the fear and despair that is Wetiko. 
Heart consciousness does not seek manipulated, censored, 
advantage for its belief or religion, its activism and desires. As an 
expression of the One it treats all as One with the same rights to 
freedom and opinion. Our heart demands fairness for itself no more 
than for others. From this unity of heart we can come together in 
mutual support and transform this Wetikoed world into what reality 
is meant to be —a place of love, joy, happiness, fairness, justice and 
freedom. Wetiko has another agenda and that’s why the world is as 


it is, but enough of this nonsense. Wetiko can’t stay where hearts are 
open and it works so hard to keep them closed. Fear is its currency 
and its food source and love in its true sense has no fear. Why would 
love have fear when it knows it is All That Is, Has Been, And Ever Can 
Be on an eternal exploration of all possibility? Love in this true sense 
is not the physical attraction that passes for love. This can be an 
expression of it, yes, but Infinite Love, a love without condition, goes 
far deeper to the core of all being. It is the core of all being. Infinite 
realty was born from love beyond the illusions of the simulation. 
Love infinitely expressed is the knowing that all is One and the 
swiftly-passing experience of separation is a temporary 
hallucination. You cannot disconnect from Oneness; you can only 
perceive that you have and withdraw from its influence. This is the 
most important of all perception trickery by the mind parasite that is 
Wetiko and the foundation of all its potential for manipulation. 


If we open our hearts, open the sluice gates of the mind, and 
redefine self-identity amazing things start to happen. Consciousness 
expands or contracts in accordance with self-identity. When true self 
is recognised as infinite awareness and label self — Phantom Self — is 
seen as only a series of brief experiences life is transformed. 
Consciousness expands to the extent that self-identity expands and 
everything changes. You see unity, not division, the picture, not the 
pixels. From this we can play the long game. No more is an 
experience something in and of itself, but a fleeting moment in the 
eternity of forever. Suddenly people in uniform and dark suits are no 
longer intimidating. Doing what your heart knows to be right is no 
longer intimidating and consequences for those actions take on the 
same nature of a brief experience that passes in the blink of an 
infinite eye. Intimidation is all in the mind. Beyond the mind there is 
no intimidation. 


An open heart does not consider consequences for what it knows 
to be right. To do so would be to consider not doing what it knows to 
be right and for a heart in its power that is never an option. The 
Renegade Mind is really the Renegade Heart. Consideration of 
consequences will always provide a getaway car for the mind and 


the heart doesn’t want one. What is right in the light of what we face 
today is to stop cooperating with Wetiko in all its forms and to do it 
without fear or compromise. You cannot compromise with tyranny 
when tyranny always demands more until it has everything. Life is 
your perception and you are your destiny. Change your perception 
and you change your life. Change collective perception and we 
change the world. 

Come on people ... One human family, One heart, One goal ... 
FREEEEEEDOM! 

We must settle for nothing less. 


he big scare story as the book goes to press is the ‘Indian’ 

variant and the world is being deluged with propaganda about 
the ‘Covid catastrophe’ in India which mirrors in its lies and 
misrepresentations what happened in Italy before the first lockdown 
in 2020. 


The New York Post published a picture of someone who had 
‘collapsed in the street from Covid’ in India in April, 2021, which 
was actually taken during a gas leak in May, 2020. Same old, same 
old. Media articles in mid-February were asking why India had been 
so untouched by ‘Covid’ and then as their vaccine rollout gathered 
pace the alleged ‘cases’ began to rapidly increase. Indian ‘Covid 
vaccine’ maker Bharat Biotech was funded into existence by the Bill 
and Melinda Gates Foundation (the pair announced their divorce in 
May, 2021, which is a pity because they so deserve each other). The 
Indian ‘Covid crisis’ was ramped up by the media to terrify the 
world and prepare people for submission to still more restrictions. 
The scam that worked the first time was being repeated only with far 
more people seeing through the deceit. Davidicke.com and 
Ickonic.com have sought to tell the true story of what is happening 
by talking to people living through the Indian nightmare which has 
nothing to do with ‘Covid’. We posted a letter from ‘Alisha’ in Pune 
who told a very different story to government and media mendacity. 
She said scenes of dying people and overwhelmed hospitals were 
designed to hide what was really happening — genocide and 
starvation. Alisha said that millions had already died of starvation 
during the ongoing lockdowns while government and media were 
lying and making it look like the ‘virus’: 


Restaurants, shops, gyms, theatres, basically everything is shut. The cities are ghost towns. 
Even so-called ‘essential’ businesses are only open till 11am in the morning. You basically 
have just an hour to buy food and then your time is up. 


Inter-state travel and even inter-district travel is banned. The cops wait at all major crossroads 
to question why you are traveling outdoors or to fine you if you are not wearing a mask. 


The medical community here is also complicit in genocide, lying about hospitals being full 
and turning away people with genuine illnesses, who need immediate care. They have even 
created a shortage of oxygen cylinders. 


This is the classic Cult modus operandi played out in every country. 
Alisha said that people who would not have a PCR test not testing 
for the ‘virus’ were being denied hospital treatment. She said the 
people hit hardest were migrant workers and those in rural areas. 
Most businesses employed migrant workers and with everything 
closed there were no jobs, no income and no food. As a result 
millions were dying of starvation or malnutrition. All this was 
happening under Prime Minister Narendra Modi, a 100-percent 
asset of the Cult, and it emphasises yet again the scale of pure anti- 
human evil we are dealing with. Australia banned its people from 
returning home from India with penalties for trying to do so of up to 
five years in jail and a fine of £37,000. The manufactured ‘Covid’ 
crisis in India was being prepared to justify further fascism in the 
West. Obvious connections could be seen between the Indian 
‘vaccine’ programme and increased ‘cases’ and this became a 
common theme. The Seychelles, the most per capita ‘Covid 
vaccinated’ population in the world, went back into lockdown after a 
‘surge of cases’. 


Long ago the truly evil Monsanto agricultural biotechnology 
corporation with its big connections to Bill Gates devastated Indian 
farming with genetically-modified crops. Human rights activist 
Gurcharan Singh highlighted the efforts by the Indian government 
to complete the job by destroying the food supply to hundreds of 
millions with ‘Covid’ lockdowns. He said that 415 million people at 
the bottom of the disgusting caste system (still going whatever they 
say) were below the poverty line and struggled to feed themselves 
every year. Now the government was imposing lockdown at just the 


time to destroy the harvest. This deliberate policy was leading to 
mass starvation. People may reel back at the suggestion that a 
government would do that, but Wetiko-controlled ‘leaders’ are 
capable of any level of evil. In fact what is described in India is in the 
process of being instigated worldwide. The food chain and food 
supply are being targeted at every level to cause world hunger and 
thus control. Bill Gates is not the biggest owner of farmland in 
America for no reason and destroying access to food aids both the 
depopulation agenda and the plan for synthetic ‘food’ already being 
funded into existence by Gates. Add to this the coming hyper- 
inflation from the suicidal creation of fake ‘money’ in response to 
‘Covid’ and the breakdown of container shipping systems and you 
have a cocktail that can only lead one way and is meant to. The Cult 
plan is to crash the entire system to ‘build back better’ with the Great 
Reset. 


‘Vaccine’ transmission 

Reports from all over the world continue to emerge of women 
suffering menstrual and fertility problems after having the fake 
‘vaccine’ and of the non-’vaccinated’ having similar problems when 
interacting with the ‘vaccinated’. There are far too many for 
‘coincidence’ to be credible. We’ve had menopausal women getting 
periods, others having periods stop or not stopping for weeks, 
passing clots, sometimes the lining of the uterus, breast 
irregularities, and miscarriages (which increased by 400 percent in 
parts of the United States). Non-‘vaccinated’ men and children have 
suffered blood clots and nose bleeding after interaction with the 
‘vaccinated’. Babies have died from the effects of breast milk from a 
‘vaccinated’ mother. Awake doctors — the small minority — 
speculated on the cause of non-’vaccinated’ suffering the same 
effects as the ‘vaccinated’. Was it nanotechnology in the synthetic 
substance transmitting frequencies or was it a straight chemical 
bioweapon that was being transmitted between people? I am not 
saying that some kind of chemical transmission is not one possible 
answer, but the foundation of all that the Cult does is frequency and 


this is fertile ground for understanding how transmission can 
happen. American doctor Carrie Madej, an internal medicine 
physician and osteopath, has been practicing for the last 20 years, 
teaching medical students, and she says attending different meetings 
where the agenda for humanity was discussed. Madej, who operates 
out of Georgia, did not dismiss other possible forms of transmission, 
but she focused on frequency in search of an explanation for 
transmission. She said the Moderna and Pfizer ‘vaccines’ contained 
nano-lipid particles as a key component. This was a brand new 
technology never before used on humanity. “They’re using a 
nanotechnology which is pretty much little tiny computer bits ... 
nanobots or hydrogel.’ Inside the ‘vaccines’ was ‘this sci-fi kind of 
substance’ which suppressed immune checkpoints to get into the 
cell. I referred to this earlier as the “Trojan horse’ technique that 
tricks the cell into opening a gateway for the self-replicating 
synthetic material and while the immune system is artificially 
suppressed the body has no defences. Madej said the substance 
served many purposes including an on-demand ability to ‘deliver 
the payload’ and using the nano ‘computer bits’ as biosensors in the 
body. ‘It actually has the ability to accumulate data from your body, 
like your breathing, your respiration, thoughts, emotions, all kinds 
of things.’ 

She said the technology obviously has the ability to operate 
through Wi-Fi and transmit and receive energy, messages, 
frequencies or impulses. ‘Just imagine you're getting this new 
substance in you and it can react to things all around you, the 5G, 
your smart device, your phones.’ We had something completely 
foreign in the human body that had never been launched large scale 
at a time when we were seeing 5G going into schools and hospitals 
(plus the Musk satellites) and she believed the ‘vaccine’ transmission 
had something to do with this: ‘... if these people have this inside of 
them ... it can act like an antenna and actually transmit it outwardly 
as well.’ The synthetic substance produced its own voltage and so it 
could have that kind of effect. This fits with my own contention that 
the nano receiver-transmitters are designed to connect people to the 


Smart Grid and break the receiver-transmitter connection to 
expanded consciousness. That would explain the French energy 
healer’s experience of the disconnection of body from ‘soul’ with 
those who have had the ‘vaccine’. The nanobots, self-replicating 
inside the body, would also transmit the synthetic frequency which 
could be picked up through close interaction by those who have not 
been ‘vaccinated’. Madej speculated that perhaps it was 5G and 
increased levels of other radiation that was causing the symptoms 
directly although interestingly she said that non-‘vaccinated’ 
patients had shown improvement when they were away from the 
‘vaccinated’ person they had interacted with. It must be remembered 
that you can control frequency and energy with your mind and you 
can consciously create energetic barriers or bubbles with the mind to 
stop damaging frequencies from penetrating your field. American 
paediatrician Dr Larry Palevsky said the ‘vaccine’ was not a ‘vaccine’ 
and was never designed to protect from a ‘viral’ infection. He called 
it ‘a massive, brilliant propaganda of genocide’ because they didn’t 
have to inject everyone to get the result they wanted. He said the 
content of the jabs was able to infuse any material into the brain, 
heart, lungs, kidneys, liver, sperm and female productive system. 
‘This is genocide; this is a weapon of mass destruction.’ At the same 
time American colleges were banning students from attending if 
they didn’t have this life-changing and potentially life-ending 
‘vaccine’. Class action lawsuits must follow when the consequences 
of this college fascism come to light. As the book was going to press 
came reports about fertility effects on sperm in ‘vaccinated’ men 
which would absolutely fit with what I have been saying and 
hospitals continued to fill with ‘vaccine’ reactions. Another question 
is what about transmission via blood transfusions? The NHS has 
extended blood donation restrictions from seven days after a ‘Covid 
vaccination’ to 28 days after even a sore arm reaction. 

I said in the spring of 2020 that the then touted ‘Covid vaccine’ 
would be ongoing each year like the flu jab. A year later Pfizer CEO, 
the appalling Albert Bourla, said people would ‘likely’ need a 
‘booster dose’ of the ‘vaccine’ within 12 months of getting ‘fully 


vaccinated’ and then a yearly shot. “Variants will play a key role’, he 
said confirming the point. Johnson & Johnson CEO Alex Gorsky also 
took time out from his ‘vaccine’ disaster to say that people may need 
to be vaccinated against ‘Covid-19% each year. UK Health Secretary, 
the psychopath Matt Hancock, said additional ‘boosters’ would be 
available in the autumn of 2021. This is the trap of the ‘vaccine 
passport’. The public will have to accept every last ‘vaccine’ they 
introduce, including for the fake ‘variants’, or it would cease to be 
valid. The only other way in some cases would be continuous testing 
with a test not testing for the ‘virus’ and what is on the swabs 
constantly pushed up your noise towards the brain every time? 


‘Vaccines’ changing behaviour 

I mentioned in the body of the book how I believed we would see 
gathering behaviour changes in the ‘vaccinated’ and I am already 
hearing such comments from the non-‘vaccinated’ describing 
behaviour changes in friends, loved ones and work colleagues. This 
will only increase as the self-replicating synthetic material and 
nanoparticles expand in body and brain. An article in the Guardian in 
2016 detailed research at the University of Virginia in Charlottesville 
which developed a new method for controlling brain circuits 
associated with complex animal behaviour. The method, dubbed 
‘magnetogenetics’, involves genetically-engineering a protein called 
ferritin, which stores and releases iron, to create a magnetised 
substance — ‘Magneto’ — that can activate specific groups of nerve 
cells from a distance. This is claimed to be an advance on other 
methods of brain activity manipulation known as optogenetics and 
chemogenetics (the Cult has been developing methods of brain 
control for a long time). The ferritin technique is said to be non- 
invasive and able to activate neurons ‘rapidly and reversibly’. In 
other words, human thought and perception. The article said that 
earlier studies revealed how nerve cell proteins ‘activated by heat 
and mechanical pressure can be genetically engineered so that they 
become sensitive to radio waves and magnetic fields, by attaching 
them to an iron-storing protein called ferritin, or to inorganic 


paramagnetic particles’. Sensitive to radio waves and magnetic 
fields? You mean like 5G, 6G and 7G? This is the human-AI Smart 
Grid hive mind we are talking about. The Guardian article said: 


... the researchers injected Magneto into the striatum of freely behaving mice, a deep brain 
structure containing dopamine-producing neurons that are involved in reward and motivation, 
and then placed the animals into an apparatus split into magnetised and non-magnetised 
sections. 


Mice expressing Magneto spent far more time in the magnetised areas than mice that did not, 
because activation of the protein caused the striatal neurons expressing it to release 
dopamine, so that the mice found being in those areas rewarding. This shows that Magneto 
can remotely control the firing of neurons deep within the brain, and also control complex 
behaviours. 


Make no mistake this basic methodology will be part of the ‘Covid 
vaccine’ cocktail and using magnetics to change brain function 
through electromagnetic field frequency activation. The Pentagon is 
developing a ‘Covid vaccine’ using ferritin. Magnetics would explain 
changes in behaviour and why videos are appearing across the 
Internet as I write showing how magnets stick to the skin at the 
point of the ‘vaccine’ shot. Once people take these ‘vaccines’ 
anything becomes possible in terms of brain function and illness 
which will be blamed on ‘Covid-19 and ‘variants’. Magnetic field 
manipulation would further explain why the non-‘vaccinated’ are 
reporting the same symptoms as the ‘vaccinated’ they interact with 
and why those symptoms are reported to decrease when not in their 
company. Interestingly ‘Magneto’, a ‘mutant’, is a character in the 
Marvel Comic X-Men stories with the ability to manipulate magnetic 
fields and he believes that mutants should fight back against their 
human oppressors by any means necessary. The character was born 
Erik Lehnsherr to a Jewish family in Germany. 


Cult-controlled courts 

The European Court of Human Rights opened the door for 
mandatory ‘Covid-19 vaccines’ across the continent when it ruled in 
a Czech Republic dispute over childhood immunisation that legally 


enforced vaccination could be ‘necessary in a democratic society’. 
The 17 judges decided that compulsory vaccinations did not breach 
human rights law. On the face of it the judgement was so inverted 
you gasp for air. If not having a vaccine infused into your body is not 
a human right then what is? Ah, but they said human rights law 
which has been specifically written to delete all human rights at the 
behest of the state (the Cult). Article 8 of the European Convention 
on Human Rights relates to the right to a private life. The crucial 
word here is ‘except’: 


There shall be no interference by a public authority with the exercise of this right EXCEPT 
such as is in accordance with the law and is necessary in a democratic society in the interests 
of national security, public safety or the economic wellbeing of the country, for the prevention 
of disorder or crime, for the protection of health or morals, or for the protection of the rights 
and freedoms of others [My emphasis]. 


No interference except in accordance with the law means there are no 
‘human rights’ except what EU governments decide you can have at 
their behest. ‘As is necessary in a democratic society’ explains that 
reference in the judgement and ‘in the interests of national security, 
public safety or the economic well-being of the country, for the 
prevention of disorder or crime, for the protection of health or 
morals, or for the protection of the rights and freedoms of others’ 
gives the EU a coach and horses to ride through ‘human rights’ and 
scatter them in all directions. The judiciary is not a check and 
balance on government extremism; it is a vehicle to enforce it. This 
judgement was almost laughably predictable when the last thing the 
Cult wanted was a decision that went against mandatory 
vaccination. Judges rule over and over again to benefit the system of 
which they are a part. Vaccination disputes that come before them 
are invariably delivered in favour of doctors and authorities 
representing the view of the state which owns the judiciary. Oh, yes, 
and we have even had calls to stop putting ‘Covid-19’ on death 
certificates within 28 days of a ‘positive test’ because it is claimed the 
practice makes the ‘vaccine’ appear not to work. They are laughing 
at you. 


The scale of madness, inhumanity and things to come was 
highlighted when those not ‘vaccinated’ for “‘Covid’ were refused 
evacuation from the Caribbean island of St Vincent during massive 
volcanic eruptions. Cruise ships taking residents to the safety of 
another island allowed only the ‘vaccinated’ to board and the rest 
were left to their fate. Even in life and death situations like this we 
see ‘Covid’ stripping people of their most basic human instincts and 
the insanity is even more extreme when you think that fake 
‘vaccine’-makers are not even claiming their body-manipulating 
concoctions stop ‘infection’ and ‘transmission’ of a ‘virus’ that 
doesn’t exist. St Vincent Prime Minister Ralph Gonsalves said: ‘The 
chief medical officer will be identifying the persons already 
vaccinated so that we can get them on the ship.’ Note again the 
power of the chief medical officer who, like Whitty in the UK, will be 
answering to the World Health Organization. This is the Cult 
network structure that has overridden politicians who ‘follow the 
science’ which means doing what WHO-controlled ‘medical officers’ 
and ‘science advisers’ tell them. Gonsalves even said that residents 
who were ‘vaccinated’ after the order so they could board the ships 
would still be refused entry due to possible side effects such as 
‘wooziness in the head’. The good news is that if they were woozy 
enough in the head they could qualify to be prime minister of St 
Vincent. 


Microchipping freedom 

The European judgement will be used at some point to justify moves 
to enforce the ‘Covid’ DNA-manipulating procedure. Sandra Ro, 
CEO of the Global Blockchain Business Council, told a World 
Economic Forum event that she hoped ‘vaccine passports’ would 
help to ‘drive forced consent and standardisation’ of global digital 
identity schemes: ‘I’m hoping with the desire and global demand for 
some sort of vaccine passport — so that people can get travelling and 
working again — [it] will drive forced consent, standardisation, and 
frankly, cooperation across the world.’ The lady is either not very 
bright, or thoroughly mendacious, to use the term ‘forced consent’. 


You do not ‘consent’ if you are forced — you submit. She was 
describing what the plan has been all along and that’s to enforce a 
digital identity on every human without which they could not 
function. ‘Vaccine passports’ are opening the door and are far from 
the end goal. A digital identity would allow you to be tracked in 
everything you do in cyberspace and this is the same technique used 
by Cult-owned China to enforce its social credit system of total 
control. The ultimate ‘passport’ is planned to be a microchip as my 
books have warned for nearly 30 years. Those nice people at the 
Pentagon working for the Cult-controlled Defense Advanced 
Research Projects Agency (DARPA) claimed in April, 2021, they 
have developed a microchip inserted under the skin to detect 
‘asymptomatic Covid-19 infection’ before it becomes an outbreak 
and a ‘revolutionary filter’ that can remove the ‘virus’ from the 
blood when attached to a dialysis machine. The only problems with 
this are that the ‘virus’ does not exist and people transmitting the 
‘virus’ with no symptoms is brain-numbing bullshit. This is, of 
course, not a ruse to get people to be microchipped for very different 
reasons. DARPA also said it was producing a one-stop ‘vaccine’ for 
the ‘virus’ and all ‘variants’. One of the most sinister organisations 
on Planet Earth is doing this? Better have it then. These people are 
insane because Wetiko that possesses them is insane. 


Researchers from the Salk Institute in California announced they 
have created an embryo that is part human and part monkey. My 
books going back to the 1990s have exposed experiments in top 
secret underground facilities in the United States where humans are 
being crossed with animal and non-human ‘extraterrestrial’ species. 
They are now easing that long-developed capability into the public 
arena and there is much more to come given we are dealing with 
psychiatric basket cases. Talking of which — Elon Musk’s scientists at 
Neuralink trained a monkey to play Pong and other puzzles on a 
computer screen using a joystick and when the monkey made the 
correct move a metal tube squirted banana smoothie into his mouth 
which is the basic technique for training humans into unquestioning 
compliance. Two Neuralink chips were in the monkey’s skull and 


more than 2,000 wires ‘fanned out’ into its brain. Eventually the 
monkey played a video game purely with its brain waves. 
Psychopathic narcissist Musk said the ‘breakthrough’ was a step 
towards putting Neuralink chips into human skulls and merging 
minds with artificial intelligence. Exactly. This man is so dark and 
Cult to his DNA. 


World Economic Fascism (WEF) 

The World Economic Forum is telling you the plan by the statements 
made at its many and various events. Cult-owned fascist YouTube 
CEO Susan Wojcicki spoke at the 2021 WEF Global Technology 
Governance Summit (see the name) in which 40 governments and 
150 companies met to ensure ‘the responsible design and 
deployment of emerging technologies’. Orwellian translation: 
‘Ensuring the design and deployment of long-planned technologies 
will advance the Cult agenda for control and censorship.’ Freedom- 
destroyer and Nuremberg-bound Wojcicki expressed support for 
tech platforms like hers to censor content that is ‘technically legal but 
could be harmful’. Who decides what is ‘harmful’? She does and 
they do. ‘Harmful’ will be whatever the Cult doesn’t want people to 
see and we have legislation proposed by the UK government that 
would censor content on the basis of ‘harm’ no matter if the 
information is fair, legal and provably true. Make that especially if it 
is fair, legal and provably true. Wojcicki called for a global coalition 
to be formed to enforce content moderation standards through 
automated censorship. This is a woman and mega-censor So self- 
deluded that she shamelessly accepted a ‘free expression’ award — 
Wojcicki — in an event sponsored by her own YouTube. They have no 
shame and no self-awareness. 


You know that ‘Covid’ is a scam and Wojcicki a Cult operative 
when YouTube is censoring medical and scientific opinion purely on 
the grounds of whether it supports or opposes the Cult ‘Covid’ 
narrative. Florida governor Ron DeSantis compiled an expert panel 
with four professors of medicine from Harvard, Oxford, and 
Stanford Universities who spoke against forcing children and 


vaccinated people to wear masks. They also said there was no proof 
that lockdowns reduced spread or death rates of ‘Covid-19’. Cult- 
gofer Wojcicki and her YouTube deleted the panel video ‘because it 
included content that contradicts the consensus of local and global 
health authorities regarding the efficacy of masks to prevent the 
spread of Covid-19’. This ‘consensus’ refers to what the Cult tells the 
World Health Organization to say and the WHO tells ‘local health 
authorities’ to do. Wojcicki knows this, of course. The panellists 
pointed out that censorship of scientific debate was responsible for 
deaths from many causes, but Wojcicki couldn't care less. She would 
not dare go against what she is told and as a disgrace to humanity 
she wouldn't want to anyway. The UK government is seeking to pass 
a fascist ‘Online Safety Bill’ to specifically target with massive fines 
and other means non-censored video and social media platforms to 
make them censor ‘lawful but harmful’ content like the Cult-owned 
Facebook, Twitter, Google and YouTube. What is ‘lawful but 
harmful’ would be decided by the fascist Blair-created Ofcom. 


Another WEF obsession is a cyber-attack on the financial system 
and this is clearly what the Cult has planned to take down the bank 
accounts of everyone — except theirs. Those that think they have 
enough money for the Cult agenda not to matter to them have got a 
big lesson coming if they continue to ignore what is staring them in 
the face. The World Economic Forum, funded by Gates and fronted 
by Klaus Schwab, announced it would be running a ‘simulation’ 
with the Russian government and global banks of just such an attack 
called Cyber Polygon 2021. What they simulate — as with the ‘Covid’ 
Event 201 — they plan to instigate. The WEF is involved in a project 
with the Cult-owned Carnegie Endowment for International Peace 
called the WEF-Carnegie Cyber Policy Initiative which seeks to 
merge Wall Street banks, ‘regulators’ (I love it) and intelligence 
agencies to ‘prevent’ (arrange and allow) a cyber-attack that would 
bring down the global financial system as long planned by those that 
control the WEF and the Carnegie operation. The Carnegie 
Endowment for International Peace sent an instruction to First World 


War US President Woodrow Wilson not to let the war end before 
society had been irreversibly transformed. 


The Wuhan lab diversion 

As I close, the Cult-controlled authorities and lapdog media are 
systematically pushing ‘the virus was released from the Wuhan lab’ 
narrative. There are two versions — it happened by accident and it 
happened on purpose. Both are nonsense. The perceived existence of 
the never-shown-to-exist ‘virus’ is vital to sell the impression that 
there is actually an infective agent to deal with and to allow the 
endless potential for terrifying the population with ‘variants’ of a 
‘virus’ that does not exist. The authorities at the time of writing are 
going with the ‘by accident’ while the alternative media is 
promoting the ‘on purpose’. Cable news host Tucker Carlson who 
has questioned aspects of lockdown and ‘vaccine’ compulsion has 
bought the Wuhan lab story. ‘Everyone now agrees’ he said. Well, I 
don’t and many others don’t and the question is why does the system 
and its media suddenly ‘agree’? When the media moves as one unit 
with a narrative it is always a lie — witness the hour by hour 
mendacity of the ‘Covid’ era. Why would this Cult-owned 
combination which has unleashed lies like machine gun fire 
suddenly ‘agree’ to tell the truth?? 

Much of the alternative media is buying the lie because it fits the 
conspiracy narrative, but it’s the wrong conspiracy. The real 
conspiracy is that there is no virus and that is what the Cult is 
desperate to hide. The idea that the ‘virus’ was released by accident 
is ludicrous when the whole ‘Covid’ hoax was clearly long-planned 
and waiting to be played out as it was so fast in accordance with the 
Rockefeller document and Event 201. So they prepared everything in 
detail over decades and then sat around strumming their fingers 
waiting for an ‘accidental’ release from a bio-lab? What?? It’s crazy. 
Then there’s the ‘on purpose’ claim. You want to circulate a ‘deadly 
virus’ and hide the fact that you’ve done so and you release it down 
the street from the highest-level bio-lab in China? I repeat — What? ? 


You would release it far from that lab to stop any association being 
made. But, no, we’ll do it in a place where the connection was certain 
to be made. Why would you need to scam ‘cases’ and ‘deaths’ and 
pay hospitals to diagnose ‘Covid-19’ if you had a real ‘virus’? What 
are sections of the alternative media doing believing this crap? 
Where were all the mass deaths in Wuhan from a ‘deadly pathogen’ 
when the recovery to normal life after the initial propaganda was 
dramatic in speed? Why isn’t the ‘deadly pathogen’ now circulating 
all over China with bodies in the street? Once again we have the 
technique of tell them what they want to hear and they will likely 
believe it. The alternative media has its ‘conspiracy’ and with 
Carlson it fits with his ‘China is the danger’ narrative over years. 
China is a danger as a global Cult operations centre, but not for this 
reason. The Wuhan lab story also has the potential to instigate 
conflict with China when at some stage the plan is to trigger a 
Problem-Reaction-Solution confrontation with the West. Question 
everything — everything — and especially when the media agrees on a 
common party line. 


Third wave ... fourth wave ... fifth wave... 

As the book went into production the world was being set up for 
more lockdowns and a ‘third wave’ supported by invented ‘variants’ 
that were increasing all the time and will continue to do so in public 
statements and computer programs, but not in reality. India became 
the new Italy in the ‘Covid’ propaganda campaign and we were told 
to be frightened of the new ‘Indian strain’. Somehow I couldn’t find 
it within myself to do so. A document produced for the UK 
government entitled ‘Summary of further modelling of easing of 
restrictions — Roadmap Step 2’ declared that a third wave was 
inevitable (of course when it’s in the script) and it would be the fault 
of children and those who refuse the health-destroying fake ‘Covid 
vaccine’. One of the computer models involved came from the Cult- 
owned Imperial College and the other from Warwick University 
which I wouldn't trust to tell me the date in a calendar factory. The 
document states that both models presumed extremely high uptake 


of the ‘Covid vaccines’ and didn’t allow for ‘variants’. The document 
states: ‘The resurgence is a result of some people (mostly children) 
being ineligible for vaccination; others choosing not to receive the 
vaccine; and others being vaccinated but not perfectly protected.’ 
The mendacity takes the breath away. Okay, blame those with a 
brain who won't take the DNA-modifying shots and put more 
pressure on children to have it as ‘trials’ were underway involving 
children as young as six months with parents who give insanity a 
bad name. Massive pressure is being put on the young to have the 
fake ‘vaccine’ and child age consent limits have been systematically 
lowered around the world to stop parents intervening. Most 
extraordinary about the document was its claim that the ‘third wave’ 
would be driven by ‘the resurgence in both hospitalisations and 
deaths ... dominated by those that have received two doses of the vaccine, 
comprising around 60-70% of the wave respectively’. The predicted 
peak of the ‘third wave’ suggested 300 deaths per day with 250 of 
them fully ‘vaccinated’ people. How many more lies do acquiescers 
need to be told before they see the obvious? Those who took the jab 
to ‘protect themselves’ are projected to be those who mostly get sick 
and die? So what's in the ‘vaccine’? The document went on: 


It is possible that a summer of low prevalence could be followed by substantial increases in 
incidence over the following autumn and winter. Low prevalence in late summer should not 
be taken as an indication that SARS-CoV-2 has retreated or that the population has high 
enough levels of immunity to prevent another wave. 


They are telling you the script and while many British people 
believed ‘Covid’ restrictions would end in the summer of 2021 the 
government was preparing for them to be ongoing. Authorities were 
awarding contracts for ‘Covid marshals’ to police the restrictions 
with contracts starting in July, 2021, and going through to January 
31st, 2022, and the government was advertising for ‘Media Buying 
Services’ to secure media propaganda slots worth a potential £320 
million for ‘Covid-19 campaigns’ with a contract not ending until 
March, 2022. The recipient — via a list of other front companies — was 
reported to be American media marketing giant Omnicom Group 


Inc. While money is no object for “‘Covid’ the UK waiting list for all 
other treatment — including life-threatening conditions — passed 4.5 
million. Meantime the Cult is seeking to control all official ‘inquiries’ 
to block revelations about what has really been happening and why. 
It must not be allowed to — we need Nuremberg jury trials in every 
country. The cover-up doesn’t get more obvious than appointing 
ultra-Zionist professor Philip Zelikow to oversee two dozen US 
virologists, public health officials, clinicians, former government 
officials and four American ‘charitable foundations’ to ‘learn the 
lessons’ of the ‘Covid’ debacle. The personnel will be those that 
created and perpetuated the ‘Covid’ lies while Zelikow is the former 
executive director of the 9/11 Commission who ensured that the 
truth about those attacks never came out and produced a report that 
must be among the most mendacious and manipulative documents 
ever written — see The Trigger for the detailed exposure of the almost 
unimaginable 9/11 story in which Sabbatians can be found at every 
level. 


Passive no more 

People are increasingly challenging the authorities with amazing 
numbers of people taking to the streets in London well beyond the 
ability of the Face-Nappies to stop them. Instead the Nappies choose 
situations away from the mass crowds to target, intimidate, and seek 
to promote the impression of ‘violent protestors’. One such incident 
happened in London’s Hyde Park. Hundreds of thousands walking 
through the streets in protest against ‘Covid’ fascism were ignored 
by the Cult-owned BBC and most of the rest of the mainstream 
media, but they delighted in reporting how police were injured in 
‘clashes with protestors’. The truth was that a group of people 
gathered in Hyde Park at the end of one march when most had gone 
home and they were peacefully having a good time with music and 
chat. Face-Nappies who couldn’t deal with the full-march crowd 
then waded in with their batons and got more than they bargained 
for. Instead of just standing for this criminal brutality the crowd 
used their numerical superiority to push the Face-Nappies out of the 


park. Eventually the Nappies turned and ran. Unfortunately two or 
three idiots in the crowd threw drink cans striking two officers 
which gave the media and the government the image they wanted to 
discredit the 99.9999 percent who were peaceful. The idiots walked 
straight into the trap and we must always be aware of potential 
agent provocateurs used by the authorities to discredit their targets. 


This response from the crowd — the can people apart — must be a 
turning point when the public no longer stand by while the innocent 
are arrested and brutally attacked by the Face-Nappies. That doesn’t 
mean to be violent, that’s the last thing we need. We'll leave the 
violence to the Face-Nappies and government. But it does mean that 
when the Face-Nappies use violence against peaceful people the 
numerical superiority is employed to stop them and make citizen’s 
arrests or Common Law arrests for a breach of the peace. The time 
for being passive in the face of fascism is over. 


We are the many, they are the few, and we need to make that count 
before there is no freedom left and our children and grandchildren 
face an ongoing fascist nightmare. 


COME ON PEOPLE - IT’S TIME. 


One final thought ... 


The power of love 
A force from above 
Cleaning my soul 
Flame on burn desire 
Love with tongues of fire 
Purge the soul 
Make love your goal 


I’ll protect you from the hooded claw 
Keep the vampires from your door 
When the chips are down I'll be around 
With my undying, death-defying 
Love for you 


Envy will hurt itself 
Let yourself be beautiful 
Sparkling love, flowers 
And pearls and pretty girls 
Love is like an energy 
Rushin’ rushin’ inside of me 


This time we go sublime 
Lovers entwine, divine, divine, 
Love is danger, love is pleasure 
Love is pure — the only treasure 


I’m so in love with you 
Purge the soul 
Make love your goal 


The power of love 
A force from above 
Cleaning my soul 
The power of love 
A force from above 
A sky-scraping dove 


Flame on burn desire 
Love with tongues of fire 
Purge the soul 
Make love your goal 


Frankie Goes To Hollywood 


APPENDIX 


Isolation: The action of isolating; the fact or condition of being 
isolated or standing alone; separation from other things or persons; 
solitariness 
Oxford English Dictionary 


he controversy over whether the SARS-CoV-2 virus has ever 

been isolated or purified continues. However, using the above 
definition, common sense, the laws of logic and the dictates of 
science, any unbiased person must come to the conclusion that the 
SARS-CoV-2 virus has never been isolated or purified. As a result, no 
confirmation of the virus’ existence can be found. The logical, 
common sense, and scientific consequences of this fact are: 


e the structure and composition of something not shown to exist 
can’t be known, including the presence, structure, and function of 
any hypothetical spike or other proteins; 

e the genetic sequence of something that has never been found can’t 
be known; 


e “variants” of something that hasn’t been shown to exist can’t be 
known; 


e it’s impossible to demonstrate that SARS-CoV-2 causes a disease 
called Covid-19. 


In as concise terms as possible, here’s the proper way to isolate, 
characterize and demonstrate a new virus. First, one takes samples 
(blood, sputum, secretions) from many people (e.g. 500) with 
symptoms which are unique and specific enough to characterize an 
illness. Without mixing these samples with ANY tissue or products 
that also contain genetic material, the virologist macerates, filters 
and ultracentrifuges i.e. purifies the specimen. This common virology 
technique, done for decades to isolate bacteriophages! and so-called 
giant viruses in every virology lab, then allows the virologist to 
demonstrate with electron microscopy thousands of identically sized 
and shaped particles. These particles are the isolated and purified 
virus. 


These identical particles are then checked for uniformity by 
physical and/or microscopic techniques. Once the purity is 
determined, the particles may be further characterized. This would 
include examining the structure, morphology, and chemical 
composition of the particles. Next, their genetic makeup is 
characterized by extracting the genetic material directly from the 
purified particles and using genetic-sequencing techniques, such as 
Sanger sequencing, that have also been around for decades. Then 
one does an analysis to confirm that these uniform particles are 
exogenous (outside) in origin as a virus is conceptualized to be, and 
not the normal breakdown products of dead and dying tissues.” (As 
of May 2020, we know that virologists have no way to determine 
whether the particles they’re seeing are viruses or just normal break- 


down products of dead and dying tissues.)° 


1 Isolation, characterization and analysis of bacteriophages from the haloalkaline lake Elmenteita, 
KenyaJuliah Khayeli AKhwale et al, PLOS One, Published: April 25, 2019. 
https://journals.plos.org/plosone/article?id=10.1371/journal.pone.d215734 — accessed 2/15/21 


2 "Extracellular Vesicles Derived From Apoptotic Cells: An Essential Link Between Death and 
Regeneration,” Maojiao Lil et al, Frontiers in Cell and Developmental Biology, 2020 October 2. 
https://wwwfrontiersin.org/articles/10.3389/fcell.2020.573511/full — accessed 2/15/21 


3 "The Role of Extraellular Vesicles as Allies of HIV, HCV and SARS Viruses,” Flavia Giannessi, et al, 
Viruses, 2020 May 


If we have come this far then we have fully isolated, characterized, 
and genetically sequenced an exogenous virus particle. However, we 
still have to show it is causally related to a disease. This is carried 
out by exposing a group of healthy subjects (animals are usually 
used) to this isolated, purified virus in the manner in which the 
disease is thought to be transmitted. If the animals get sick with the 
same disease, as confirmed by clinical and autopsy findings, one has 
now shown that the virus actually causes a disease. This 
demonstrates infectivity and transmission of an infectious agent. 


None of these steps has even been attempted with the SARS-CoV-2 
virus, nor have all these steps been successfully performed for any 
so-called pathogenic virus. Our research indicates that a single study 
showing these steps does not exist in the medical literature. 


Instead, since 1954, virologists have taken unpurified samples 
from a relatively few people, often less than ten, with a similar 
disease. They then minimally process this sample and inoculate this 
unpurified sample onto tissue culture containing usually four to six 
other types of material — all of which contain identical genetic 
material as to what is called a “virus.” The tissue culture is starved 
and poisoned and naturally disintegrates into many types of 
particles, some of which contain genetic material. Against all 
common sense, logic, use of the English language and scientific 
integrity, this process is called “virus isolation.” This brew 
containing fragments of genetic material from many sources is then 
subjected to genetic analysis, which then creates in a computer- 
simulation process the alleged sequence of the alleged virus, a so 
called in silico genome. At no time is an actual virus confirmed by 
electron microscopy. At no time is a genome extracted and 
sequenced from an actual virus. This is scientific fraud. 


The observation that the unpurified specimen — inoculated onto 
tissue culture along with toxic antibiotics, bovine fetal tissue, 
amniotic fluid and other tissues — destroys the kidney tissue onto 
which it is inoculated is given as evidence of the virus’ existence and 
pathogenicity. This is scientific fraud. 


From now on, when anyone gives you a paper that suggests the 
SARS-CoV-2 virus has been isolated, please check the methods 
sections. If the researchers used Vero cells or any other culture 
method, you know that their process was not isolation. You will hear 
the following excuses for why actual isolation isn’t done: 


1. There were not enough virus particles found in samples from patients to analyze. 


2. Viruses are intracellular parasites; they can’t be found outside the cell in this manner. 


If No. 1 is correct, and we can’t find the virus in the sputum of sick 
people, then on what evidence do we think the virus is dangerous or 
even lethal? If No. 2 is correct, then how is the virus spread from 
person to person? We are told it emerges from the cell to infect 
others. Then why isn’t it possible to find it? 


Finally, questioning these virology techniques and conclusions is 
not some distraction or divisive issue. Shining the light on this truth 
is essential to stop this terrible fraud that humanity is confronting. 
For, as we now know, if the virus has never been isolated, sequenced 
or shown to cause illness, if the virus is imaginary, then why are we 
wearing masks, social distancing and putting the whole world into 
prison? 


Finally, if pathogenic viruses don’t exist, then what is going into 
those injectable devices erroneously called “vaccines,” and what is 
their purpose? This scientific question is the most urgent and 
relevant one of our time. 


We are correct. The SARS-CoV? virus does not exist. 


Sally Fallon Morell, MA 
Dr. Thomas Cowan, MD 
Dr. Andrew Kaufman, MD 
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THE ALTERNATIVE 


Ickonic is something that has been a dream of mine for the last 5 years, 
growing up around alternative information | have always had a natural interest 
in what is going on in the World and what could | do to make it better. 

Across the range of subjects and positions of influence occupied mainly by 
people who don’t strive to make things better it's the Media that | have always 
found the most frustrating and fascinating. Mainly because if the Media did their 
Jobs properly then so much of the negative things happening in the World 
simply would not be able to happen. because they would be exposed within a 
heartbeat. 

Free Press and the Opportunities that the internet could have given would mean 
that the Media are able to expose things like never before and hold people to 
account for their actions. As we all know there are ‘Untouchables’ that walk 
among us, people the Media simply won't touch, expose or investigate and that 
leads to the dark underworlds that infest the establishment the World over. 
Well | say enough, it’s time for something different, a different kind of Media, 
where no one is off limits from exposing and investigating. All we're interested 
in at Ickonic is the truth of what is really going on in the World on whichever 
subject we're covering. 

We hope you enjoy what we have created and take something away from the 
platform, we aim to deliver information that's informative and most importantly 
self-empowering. you're not a little person. you're part of something much 
bigger than that and its time we as a collective race began to understand that 
and look to the future as ours to take. 


It's time... 


Jaymie Icke - Founder Ickonic Alternative Media. 
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We live in extraordinary times with billions bewildered and seeking answers for what 
is happening. David Icke, the man who has been proved right again and again, has 
spent 30 years uncovering the truth behind world affairs and in a stream of previous 
books he predicted current events. 


The Answer will change your every perception of life and the world and set you free of 


the illusions that control human society. There is nothing more vital for our collective 
freedom than humanity becoming aware of what is in this book 


Available now at davidicke.com. 
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noun 
A person who behaves in a rebelliously unconventional manner. 


AVAILABLE NOW AT DAVIDICKE.COM 


2 NEW BOOKS 
BY NEIL HAGUE 


_ CUTTING EDGE VISIONARY ART 
774 UNIQUE ILLUSTRATED BOOKS 


FOR 


BOOKS, PRINTS & T-SHIRTS 


NEILHAGUEBOO 


OR NEILHAGUE.COM 


Before you go... 


For more detail, background and evidence about the subjects in 
Perceptions of a Renegade Mind — and so much more — see my 
others books including And The Truth Shall Set You Free; The 
Biggest Secret; Children of the Matrix; The David Icke Guide to the 
Global Conspiracy; Tales from the Time Loop; The Perception 
Deception; Remember Who You Are; Human Race Get Off Your 
Knees; Phantom Self; Everything You Need To Know But Have Never 
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Renegade: 
Adjective 
‘Having rejected tradition: Unconventional.’ 


Merriam-Webster Dictionary 


Acquiescence to tyranny is the death of the spirit 


You may be 38 years old, as I happen to be. And one day, 
some great opportunity stands before you and calls you to 
stand up for some great principle, some great issue, some 
great cause. And you refuse to do it because you are afraid 
... You refuse to do it because you want to live longer ... 
You're afraid that you will lose your job, or you are afraid 
that you will be criticised or that you will lose your 
popularity, or you're afraid that somebody will stab you, or 
shoot at you or bomb your house; so you refuse to take the 
stand. 


Well, you may go on and live until you are 90, but you’re just 
as dead at 38 as you would be at 90. And the cessation of 
breathing in your life is but the belated announcement of an 
earlier death of the spirit. 


Martin Luther King 


How the few control the many and always have — the many do 
whatever they're told 


‘Forward, the Light Brigade!’ 
Was there a man dismayed? 
Not though the soldier knew 
Someone had blundered. 
Theirs not to make reply, 
Theirs not to reason why, 
Theirs but to do and die. 
Into the valley of Death 
Rode the six hundred. 


Cannon to right of them, 
Cannon to left of them, 
Cannon in front of them 
Volleyed and thundered; 
Stormed at with shot and shell, 
Boldly they rode and well, 
Into the jaws of Death, 
Into the mouth of hell 
Rode the six hundred 


Alfred Lord Tennyson (1809-1892) 


The mist is lifting slowly 
I can see the way ahead 
And I’ve left behind the empty streets 
That once inspired my life 
And the strength of the emotion 
Is like thunder in the air 
‘Cos the promise that we made each other 
Haunts me to the end 


The secret of your beauty 
And the mystery of your soul 
I’ve been searching for in everyone I meet 
And the times I’ve been mistaken 
It’s impossible to say 
And the grass is growing 
Underneath our feet 


The words that I remember 
From my childhood still are true 
That there’s none so blind 
As those who will not see 
And to those who lack the courage 
And say it’s dangerous to try 
Well they just don’t know 
That love eternal will not be denied 


I know you're out there somewhere 
Somewhere, somewhere 
I know you're out there somewhere 


Somewhere you can hear my voice 
I know I'll find you somehow 
Somehow, somehow 
I know I'll find you somehow 
And somehow I'll return again to you 


The Moody Blues 


Are you a gutless wonder - or a Renegade Mind? 


Monuments put from pen to paper, 
Turns me into a gutless wonder, 
And if you tolerate this, 

Then your children will be next. 
Gravity keeps my head down, 
Or is it maybe shame ... 


Manic Street Preachers 


Rise like lions after slumber 

In unvanquishable number. 
Shake your chains to earth like dew 
Which in sleep have fallen on you. 

Ye are many — they are few. 


Percy Shelley 
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CHAPTER ONE 
fm thinking’ — Oh, but are you? 


Think for yourself and let others enjoy the privilege of doing so too 
Voltaire 


rench-born philosopher, mathematician and scientist René 
Descartes became famous for his statement in Latin in the 17th 
century which translates into English as: ‘I think, therefore I am.’ 


On the face of it that is true. Thought reflects perception and 
perception leads to both behaviour and self-identity. In that sense 
‘we’ are what we think. But who or what is doing the thinking and is 
thinking the only route to perception? Clearly, as we shall see, ‘we’ 
are not always the source of ‘our’ perception, indeed with regard to 
humanity as a whole this is rarely the case; and thinking is far from 
the only means of perception. Thought is the village idiot compared 
with other expressions of consciousness that we all have the 
potential to access and tap into. This has to be true when we are 
those other expressions of consciousness which are infinite in nature. 
We have forgotten this, or, more to the point, been manipulated to 
forget. 

These are not just the esoteric musings of the navel. The whole 
foundation of human control and oppression is control of 
perception. Once perception is hijacked then so is behaviour which 
is dictated by perception. Collective perception becomes collective 
behaviour and collective behaviour is what we call human society. 
Perception is all and those behind human control know that which is 


why perception is the target 24/7 of the psychopathic manipulators 
that I call the Global Cult. They know that if they dictate perception 
they will dictate behaviour and collectively dictate the nature of 
human society. They are further aware that perception is formed 
from information received and if they control the circulation of 
information they will to a vast extent direct human behaviour. 
Censorship of information and opinion has become globally Nazi- 
like in recent years and never more blatantly than since the illusory 
‘virus pandemic’ was triggered out of China in 2019 and across the 
world in 2020. Why have billions submitted to house arrest and 
accepted fascistic societies in a way they would have never believed 
possible? Those controlling the information spewing from 
government, mainstream media and Silicon Valley (all controlled by 
the same Global Cult networks) told them they were in danger from 
a ‘deadly virus’ and only by submitting to house arrest and 
conceding their most basic of freedoms could they and their families 
be protected. This monumental and provable lie became the 
perception of the billions and therefore the behaviour of the billions. In 
those few words you have the whole structure and modus operandi 
of human control. Fear is a perception — False Emotion Appearing 
Real — and fear is the currency of control. In short ... get them by the 
balls (or give them the impression that you have) and their hearts 
and minds will follow. Nothing grips the dangly bits and freezes the 
rear-end more comprehensively than fear. 


World number 1 

There are two ‘worlds’ in what appears to be one ‘world’ and the 
prime difference between them is knowledge. First we have the mass 
of human society in which the population is maintained in coldly- 
calculated ignorance through control of information and the 
‘education’ (indoctrination) system. That’s all you really need to 
control to enslave billions in a perceptual delusion in which what are 
perceived to be their thoughts and opinions are ever-repeated 
mantras that the system has been downloading all their lives 
through ‘education’, media, science, medicine, politics and academia 


in which the personnel and advocates are themselves 
overwhelmingly the perceptual products of the same repetition. 
Teachers and academics in general are processed by the same 
programming machine as everyone else, but unlike the great 
majority they never leave the ‘education’ program. It gripped them 
as students and continues to grip them as programmers of 
subsequent generations of students. The programmed become the 
programmers — the programmed programmers. The same can 
largely be said for scientists, doctors and politicians and not least 
because as the American writer Upton Sinclair said: ‘It is difficult to 
get a man to understand something when his salary depends upon 
his not understanding it.’ If your career and income depend on 
thinking the way the system demands then you will — bar a few free- 
minded exceptions — concede your mind to the Perceptual 
Mainframe that I call the Postage Stamp Consensus. This is a tiny 
band of perceived knowledge and possibility ‘taught’ (downloaded) 
in the schools and universities, pounded out by the mainstream 
media and on which all government policy is founded. Try thinking, 
and especially speaking and acting, outside of the ‘box’ of consensus 
and see what that does for your career in the Mainstream Everything 
which bullies, harasses, intimidates and ridicules the population into 
compliance. Here we have the simple structure which enslaves most 
of humanity in a perceptual prison cell for an entire lifetime and I'll 
go deeper into this process shortly. Most of what humanity is taught 
as fact is nothing more than programmed belief. American science 
fiction author Frank Herbert was right when he said: ‘Belief can be 
manipulated. Only knowledge is dangerous.’ In the ‘Covid’ age 
belief is promoted and knowledge is censored. It was always so, but 
never to the extreme of today. 


World number 2 

A ‘number 2’ is slang for ‘doing a poo’ and how appropriate that is 
when this other ‘world’ is doing just that on humanity every minute 
of every day. World number 2 is a global network of secret societies 
and semi-secret groups dictating the direction of society via 


governments, corporations and authorities of every kind. I have 
spent more than 30 years uncovering and exposing this network that 
I call the Global Cult and knowing its agenda is what has made my 
books so accurate in predicting current and past events. Secret 
societies are secret for a reason. They want to keep their hoarded 
knowledge to themselves and their chosen initiates and to hide it 
from the population which they seek through ignorance to control 
and subdue. The whole foundation of the division between World 1 
and World 2 is knowledge. What number 1 knows number 2 must not. 
Knowledge they have worked so hard to keep secret includes (a) the 
agenda to enslave humanity in a centrally-controlled global 
dictatorship, and (b) the nature of reality and life itself. The latter (b) 
must be suppressed to allow the former (a) to prevail as I shall be 
explaining. The way the Cult manipulates and interacts with the 
population can be likened to a spider’s web. The ‘spider’ sits at the 
centre in the shadows and imposes its will through the web with 
each strand represented in World number 2 by a secret society, 
satanic or semi-secret group, and in World number 1 — the world of 
the seen — by governments, agencies of government, law 
enforcement, corporations, the banking system, media 
conglomerates and Silicon Valley (Fig 1 overleaf). The spider and the 
web connect and coordinate all these organisations to pursue the 
same global outcome while the population sees them as individual 
entities working randomly and independently. At the level of the 
web governments are the banking system are the corporations are the 
media are Silicon Valley are the World Health Organization working 
from their inner cores as one unit. Apparently unconnected 
countries, corporations, institutions, organisations and people are on 
the same team pursuing the same global outcome. Strands in the web 
immediately around the spider are the most secretive and exclusive 
secret societies and their membership is emphatically restricted to 
the Cult inner-circle emerging through the generations from 
particular bloodlines for reasons I will come to. At the core of the 
core you would get them in a single room. That’s how many people 
are dictating the direction of human society and its transformation 


through the ‘Covid’ hoax and other means. As the web expands out 
from the spider we meet the secret societies that many people will be 
aware of — the Freemasons, Knights Templar, Knights of Malta, Opus 
Dei, the inner sanctum of the Jesuit Order, and such like. Note how 
many are connected to the Church of Rome and there is a reason for 
that. The Roman Church was established as a revamp, a rebranding, 
of the relocated ‘Church’ of Babylon and the Cult imposing global 
tyranny today can be tracked back to Babylon and Sumer in what is 
now Iraq. 


Figure 1: The global web through which the few control the many. (Image Neil Hague.) 


Inner levels of the web operate in the unseen away from the public 
eye and then we have what I call the cusp organisations located at 
the point where the hidden meets the seen. They include a series of 
satellite organisations answering to a secret society founded in 
London in the late 19th century called the Round Table and among 
them are the Royal Institute of International Affairs (UK, founded in 
1920); Council on Foreign Relations (US, 1921); Bilderberg Group 
(worldwide, 1954); Trilateral Commission (US/worldwide, 1972); and 
the Club of Rome (worldwide, 1968) which was created to exploit 
environmental concerns to justify the centralisation of global power 
to ‘save the planet’. The Club of Rome instigated with others the 
human-caused climate change hoax which has led to all the ‘green 


new deals’ demanding that very centralisation of control. Cusp 
organisations, which include endless ‘think tanks’ all over the world, 
are designed to coordinate a single global policy between political 
and business leaders, intelligence personnel, media organisations 
and anyone who can influence the direction of policy in their own 
sphere of operation. Major players and regular attenders will know 
what is happening — or some of it — while others come and go and 
are kept overwhelmingly in the dark about the big picture. I refer to 
these cusp groupings as semi-secret in that they can be publicly 
identified, but what goes on at the inner-core is kept very much ‘in 
house’ even from most of their members and participants through a 
fiercely-imposed system of compartmentalisation. Only let them 
know what they need to know to serve your interests and no more. 
The structure of secret societies serves as a perfect example of this 
principle. Most Freemasons never get higher than the bottom three 
levels of ‘degree’ (degree of knowledge) when there are 33 official 
degrees of the Scottish Rite. Initiates only qualify for the next higher 
‘compartment’ or degree if those at that level choose to allow them. 
Knowledge can be carefully assigned only to those considered ‘safe’. 
I went to my local Freemason’s lodge a few years ago when they 
were having an ‘open day’ to show how cuddly they were and when 
I chatted to some of them I was astonished at how little the rank and 
file knew even about the most ubiquitous symbols they use. The 
mushroom technique — keep them in the dark and feed them bullshit 
— applies to most people in the web as well as the population as a 
whole. Sub-divisions of the web mirror in theme and structure 
transnational corporations which have a headquarters somewhere in 
the world dictating to all their subsidiaries in different countries. 
Subsidiaries operate in their methodology and branding to the same 
centrally-dictated plan and policy in pursuit of particular ends. The 
Cult web functions in the same way. Each country has its own web 
as a subsidiary of the global one. They consist of networks of secret 
societies, semi-secret groups and bloodline families and their job is 
to impose the will of the spider and the global web in their particular 
country. Subsidiary networks control and manipulate the national 
political system, finance, corporations, media, medicine, etc. to 


ensure that they follow the globally-dictated Cult agenda. These 
networks were the means through which the ‘Covid’ hoax could be 
played out with almost every country responding in the same way. 


The ‘Yessir pyramid 

Compartmentalisation is the key to understanding how a tiny few 
can dictate the lives of billions when combined with a top-down 
sequence of imposition and acquiescence. The inner core of the Cult 
sits at the peak of the pyramidal hierarchy of human society (Fig 2 
overleaf). It imposes its will — its agenda for the world — on the level 
immediately below which acquiesces to that imposition. This level 
then imposes the Cult will on the level below them which acquiesces 
and imposes on the next level. Very quickly we meet levels in the 
hierarchy that have no idea there even is a Cult, but the sequence of 
imposition and acquiescence continues down the pyramid in just the 
same way. ‘I don’t know why we are doing this but the order came 
from “on-high” and so we better just do it.” Alfred Lord Tennyson 
said of the cannon fodder levels in his poem The Charge of the Light 
Brigade: ‘Theirs not to reason why; theirs but to do and die.’ The next 
line says that ‘into the valley of death rode the six hundred’ and they 
died because they obeyed without question what their perceived 
‘superiors’ told them to do. In the same way the population 
capitulated to “‘Covid’. The whole hierarchical pyramid functions 
like this to allow the very few to direct the enormous many. 
Eventually imposition-acquiescence-imposition-acquiescence comes 
down to the mass of the population at the foot of the pyramid. If 
they acquiesce to those levels of the hierarchy imposing on them 
(governments/law enforcement/doctors/media) a circuit is 
completed between the population and the handful of super- 
psychopaths in the Cult inner core at the top of the pyramid. 
Without a circuit-breaking refusal to obey, the sequence of 
imposition and acquiescence allows a staggeringly few people to 
impose their will upon the entirety of humankind. We are looking at 
the very sequence that has subjugated billions since the start of 2020. 
Our freedom has not been taken from us. Humanity has given it 


away. Fascists do not impose fascism because there are not enough 
of them. Fascism is imposed by the population acquiescing to 
fascism. Put another way allowing their perceptions to be 
programmed to the extent that leads to the population giving their 
freedom away by giving their perceptions — their mind — away. If this 
circuit is not broken by humanity ceasing to cooperate with their 
own enslavement then nothing can change. For that to happen 
people have to critically think and see through the lies and window 
dressing and then summon the backbone to act upon what they see. 
The Cult spends its days working to stop either happening and its 
methodology is systematic and highly detailed, but it can be 
overcome and that is what this book is all about. 


Figure 2: The simple sequence of imposition and compliance that allows a handful of people 
at the peak of the pyramid to dictate the lives of billions. 


The Life Program 

Okay, back to world number 1 or the world of the ‘masses’. Observe 
the process of what we call ‘life’ and it is a perceptual download 
from cradle to grave. The Cult has created a global structure in 
which perception can be programmed and the program continually 
topped-up with what appears to be constant confirmation that the 
program is indeed true reality. The important word here is ‘appears’. 


This is the structure, the fly-trap, the Postage Stamp Consensus or 
Perceptual Mainframe, which represents that incredibly narrow 
band of perceived possibility delivered by the ‘education’ system, 
mainstream media, science and medicine. From the earliest age the 
download begins with parents who have themselves succumbed to 
the very programming their children are about to go through. Most 
parents don’t do this out of malevolence and mostly it is quite the 
opposite. They do what they believe is best for their children and 
that is what the program has told them is best. Within three or four 
years comes the major transition from parental programming to full- 
blown state (Cult) programming in school, college and university 
where perceptually-programmed teachers and academics pass on 
their programming to the next generations. Teachers who resist are 
soon marginalised and their careers ended while children who resist 
are called a problem child for whom Ritalin may need to be 
prescribed. A few years after entering the ‘world’ children are under 
the control of authority figures representing the state telling them 
when they have to be there, when they can leave and when they can 
speak, eat, even go to the toilet. This is calculated preparation for a 
lifetime of obeying authority in all its forms. Reflex-action fear of 
authority is instilled by authority from the start. Children soon learn 
the carrot and stick consequences of obeying or defying authority 
which is underpinned daily for the rest of their life. Fortunately I 
daydreamed through this crap and never obeyed authority simply 
because it told me to. This approach to my alleged ‘betters’ continues 
to this day. There can be consequences of pursuing open-minded 
freedom in a world of closed-minded conformity. I spent a lot of time 
in school corridors after being ejected from the classroom for not 
taking some of it seriously and now I spend a lot of time being 
ejected from Facebook, YouTube and Twitter. But I can tell you that 
being true to yourself and not compromising your self-respect is far 
more exhilarating than bowing to authority for authority’s sake. You 
don’t have to be a sheep to the shepherd (authority) and the sheep 
dog (fear of not obeying authority). 


The perceptual download continues throughout the formative 
years in school, college and university while script-reading 
‘teachers’, ‘academics’ ‘scientists’, ‘doctors’ and ‘journalists’ insist 
that ongoing generations must be as programmed as they are. 
Accept the program or you will not pass your ‘exams’ which confirm 
your ‘degree’ of programming. It is tragic to think that many parents 
pressure their offspring to work hard at school to download the 
program and qualify for the next stage at college and university. The 
late, great, American comedian George Carlin said: ‘Here’s a bumper 
sticker I’d like to see: We are proud parents of a child who has 
resisted his teachers’ attempts to break his spirit and bend him to the 
will of his corporate masters.’ Well, the best of luck finding many of 
those, George. Then comes the moment to leave the formal 
programming years in academia and enter the ‘adult’ world of work. 
There you meet others in your chosen or prescribed arena who went 
through the same Postage Stamp Consensus program before you 
did. There is therefore overwhelming agreement between almost 
everyone on the basic foundations of Postage Stamp reality and the 
rejection, even contempt, of the few who have a mind of their own 
and are prepared to use it. This has two major effects. Firstly, the 
consensus confirms to the programmed that their download is really 
how things are. I mean, everyone knows that, right? Secondly, the 
arrogance and ignorance of Postage Stamp adherents ensure that 
anyone questioning the program will have unpleasant consequences 
for seeking their own truth and not picking their perceptions from 
the shelf marked: ‘Things you must believe without question and if 
you don’t you're a dangerous lunatic conspiracy theorist and a 
harebrained nutter’. 


Every government, agency and corporation is founded on the 
same Postage Stamp prison cell and you can see why so many 
people believe the same thing while calling it their own ‘opinion’. 
Fusion of governments and corporations in pursuit of the same 
agenda was the definition of fascism described by Italian dictator 
Benito Mussolini. The pressure to conform to perceptual norms 
downloaded for a lifetime is incessant and infiltrates society right 


down to family groups that become censors and condemners of their 
own ‘black sheep’ for not, ironically, being sheep. We have seen an 
explosion of that in the ‘Covid’ era. Cult-owned global media 
unleashes its propaganda all day every day in support of the Postage 
Stamp and targets with abuse and ridicule anyone in the public eye 
who won't bend their mind to the will of the tyranny. Any response 
to this is denied (certainly in my case). They don’t want to give a 
platform to expose official lies. Cult-owned-and-created Internet 
giants like Facebook, Google, YouTube and Twitter delete you for 
having an unapproved opinion. Facebook boasts that its AI censors 
delete 97-percent of ‘hate speech’ before anyone even reports it. 
Much of that ‘hate speech’ will simply be an opinion that Facebook 
and its masters don’t want people to see. Such perceptual oppression 
is widely known as fascism. Even Facebook executive Benny 
Thomas, a ‘CEO Global Planning Lead’, said in comments secretly 
recorded by investigative journalism operation Project Veritas that 
Facebook is ‘too powerful’ and should be broken up: 


| mean, no king in history has been the ruler of two billion people, but Mark Zuckerberg is ... 
And he’s 36. That’s too much for a 36-year-old ... You should not have power over two billion 
people. | just think that’s wrong. 


Thomas said Facebook-owned platforms like Instagram, Oculus, and 
WhatsApp needed to be separate companies. ‘It’s too much power 
when they’re all one together’. That’s the way the Cult likes it, 
however. We have an executive of a Cult organisation in Benny 
Thomas that doesn’t know there is a Cult such is the 
compartmentalisation. Thomas said that Facebook and Google ‘are 
no longer companies, they’re countries’. Actually they are more 
powerful than countries on the basis that if you control information 
you control perception and control human society. 


Another expression of this psychological trickery is for those who 
realise they are being pressured into compliance to eventually 


convince themselves to believe the official narratives to protect their 
self-respect from accepting the truth that they have succumbed to 
meek and subservient compliance. Such people become some of the 
most vehement defenders of the system. You can see them 
everywhere screaming abuse at those who prefer to think for 
themselves and by doing so reminding the compliers of their own 
capitulation to conformity. “You are talking dangerous nonsense you 
Covidiot!!’ Are you trying to convince me or yourself? It is a potent 
form of Stockholm syndrome which is defined as: ‘A psychological 
condition that occurs when a victim of abuse identifies and attaches, 
or bonds, positively with their abuser.’ An example is hostages 
bonding and even ‘falling in love’ with their kidnappers. The 
syndrome has been observed in domestic violence, abused children, 
concentration camp inmates, prisoners of war and many and various 
Satanic cults. These are some traits of Stockholm syndrome listed at 
goodtherapy.org: 


e Positive regard towards perpetrators of abuse or captor [see 
‘Covid’]. 

e Failure to cooperate with police and other government authorities 
when it comes to holding perpetrators of abuse or kidnapping 
accountable [or in the case of ‘Covid’ cooperating with the police 
to enforce and defend their captors’ demands]. 

e Little or no effort to escape [see ‘Covid’]. 


¢ Belief in the goodness of the perpetrators or kidnappers [see 
‘Covid’]. 

e Appeasement of captors. This is a manipulative strategy for 
maintaining one’s safety. As victims get rewarded — perhaps with 
less abuse or even with life itself — their appeasing behaviours are 
reinforced [see ‘Covid’]. 


e Learned helplessness. This can be akin to ‘if you can’t beat “em, 
join ‘em’. As the victims fail to escape the abuse or captivity, they 
may start giving up and soon realize it’s just easier for everyone if 
they acquiesce all their power to their captors [see ‘Covid’]. 


Feelings of pity toward the abusers, believing they are actually 

victims themselves. Because of this, victims may go on a crusade 

or mission to ‘save’ [protect] their abuser [see the venom 

unleashed on those challenging the official ‘Covid’ narrative]. 

¢ Unwillingness to learn to detach from their perpetrators and heal. 
In essence, victims may tend to be less loyal to themselves than to 
their abuser [ definitely see ‘Covid’]. 


Ponder on those traits and compare them with the behaviour of 
great swathes of the global population who have defended 
governments and authorities which have spent every minute 
destroying their lives and livelihoods and those of their children and 
grandchildren since early 2020 with fascistic lockdowns, house arrest 
and employment deletion to ‘protect’ them from a ‘deadly virus’ that 
their abusers’ perceptually created to bring about this very outcome. 
We are looking at mass Stockholm syndrome. All those that agree to 
concede their freedom will believe those perceptions are originating 
in their own independent ‘mind’ when in fact by conceding their 
reality to Stockholm syndrome they have by definition conceded any 
independence of mind. Listen to the ‘opinions’ of the acquiescing 
masses in this ‘Covid’ era and what gushes forth is the repetition of 
the official version of everything delivered unprocessed, unfiltered 
and unquestioned. The whole programming dynamic works this 
way. I must be free because I’m told that Iam and so I think that I 
am. 

You can see what I mean with the chapter theme of ‘I’m thinking — 
Oh, but are you?’ The great majority are not thinking, let alone for 
themselves. They are repeating what authority has told them to 
believe which allows them to be controlled. Weaving through this 
mentality is the fear that the ‘conspiracy theorists’ are right and this 
again explains the often hysterical abuse that ensues when you dare 
to contest the official narrative of anything. Denial is the mechanism 
of hiding from yourself what you don’t want to be true. Telling 
people what they want to hear is easy, but it’s an infinitely greater 
challenge to tell them what they would rather not be happening. 


One is akin to pushing against an open door while the other is met 
with vehement resistance no matter what the scale of evidence. I 
don’t want it to be true so I’ll convince myself that it’s not. Examples 
are everywhere from the denial that a partner is cheating despite all 
the signs to the reflex-action rejection of any idea that world events 
in which country after country act in exactly the same way are 
centrally coordinated. To accept the latter is to accept that a force of 
unspeakable evil is working to destroy your life and the lives of your 
children with nothing too horrific to achieve that end. Who the heck 
wants that to be true? But if we don’t face reality the end is duly 
achieved and the consequences are far worse and ongoing than 
breaking through the walls of denial today with the courage to make 
a stand against tyranny. 


A crucial aspect of perceptual programming is to portray a world in 
which everything is random and almost nothing is connected to 
anything else. Randomness cannot be coordinated by its very nature 
and once you perceive events as random the idea they could be 
connected is waved away as the rantings of the tinfoil-hat brigade. 
You can’t plan and coordinate random you idiot! No, you can’t, but 
you can hide the coldly-calculated and long-planned behind the 
illusion of randomness. A foundation manifestation of the Renegade 
Mind is to scan reality for patterns that connect the apparently 
random and turn pixels and dots into pictures. This is the way I 
work and have done so for more than 30 years. You look for 
similarities in people, modus operandi and desired outcomes and 
slowly, then ever quicker, the picture forms. For instance: There 
would seem to be no connection between the ‘Covid pandemic’ hoax 
and the human-caused global-warming hoax and yet they are masks 
(appropriately) on the same face seeking the same outcome. Those 
pushing the global warming myth through the Club of Rome and 
other Cult agencies are driving the lies about ‘Covid’ — Bill Gates is 
an obvious one, but they are endless. Why would the same people be 
involved in both when they are clearly not connected? Oh, but they 


are. Common themes with personnel are matched by common goals. 
The ‘solutions’ to both ‘problems’ are centralisation of global power 
to impose the will of the few on the many to ‘save’ humanity from 
‘Covid’ and save the planet from an ‘existential threat’ (we need 
‘zero Covid’ and ‘zero carbon emissions’). These, in turn, connect 
with the ‘dot’ of globalisation which was coined to describe the 
centralisation of global power in every area of life through incessant 
political and corporate expansion, trading blocks and superstates 
like the European Union. If you are the few and you want to control 
the many you have to centralise power and decision-making. The 
more you centralise power the more power the few at the centre will 
have over the many; and the more that power is centralised the more 
power those at the centre have to centralise even quicker. The 
momentum of centralisation gets faster and faster which is exactly 
the process we have witnessed. In this way the hoaxed ‘pandemic’ 
and the fakery of human-caused global warming serve the interests 
of globalisation and the seizure of global power in the hands of the 
Cult inner-circle which is behind ‘Covid’, ‘climate change’ and 
globalisation. At this point random ‘dots’ become a clear and 
obvious picture or pattern. 

Klaus Schwab, the classic Bond villain who founded the Cult’s 
Gates-funded World Economic Forum, published a book in 2020, The 
Great Reset, in which he used the ‘problem’ of ‘Covid’ to justify a 
total transformation of human society to ‘save’ humanity from 
‘climate change’. Schwab said: “The pandemic represents a rare but 
narrow window of opportunity to reflect, reimagine, and reset our 
world.’ What he didn’t mention is that the Cult he serves is behind 
both hoaxes as I show in my book The Answer. He and the Cult don’t 
have to reimagine the world. They know precisely what they want 
and that’s why they destroyed human society with ‘Covid’ to ‘build 
back better’ in their grand design. Their job is not to imagine, but to 
get humanity to imagine and agree with their plans while believing 
it’s all random. It must be pure coincidence that ‘The Great Reset’ 
has long been the Cult’s code name for the global imposition of 
fascism and replaced previous code-names of the ‘New World 


Order’ used by Cult frontmen like Father George Bush and the ‘New 
Order of the Ages’ which emerged from Freemasonry and much 
older secret societies. New Order of the Ages appears on the reverse 
of the Great Seal of the United States as ‘Novus ordo seclorum’ 
underneath the Cult symbol used since way back of the pyramid and 
all seeing-eye (Fig 3). The pyramid is the hierarchy of human control 
headed by the illuminated eye that symbolises the force behind the 
Cult which I will expose in later chapters. The term ‘Annuit Coeptis’ 
translates as ‘He favours our undertaking’. We are told the ‘He’ is 
the Christian god, but ‘He’ is not as I will be explaining. 


Figure 3: The all-seeing eye of the Cult ‘god’ on the Freemason-designed Great Seal of the 
United States and also on the dollar bill. 


Having you on 

Two major Cult techniques of perceptual manipulation that relate to 
all this are what I have called since the 1990s Problem-Reaction- 
Solution (PRS) and the Totalitarian Tiptoe (TT). They can be 
uncovered by the inquiring mind with a simple question: Who 
benefits? The answer usually identifies the perpetrators of a given 
action or happening through the concept of ‘he who most benefits 
from a crime is the one most likely to have committed it’. The Latin 
‘Cue bono?’ — Who benefits? — is widely attributed to the Roman 
orator and statesman Marcus Tullius Cicero. No wonder it goes back 
so far when the concept has been relevant to human behaviour since 


history was recorded. Problem-Reaction-Solution is the technique 
used to manipulate us every day by covertly creating a problem (or 
the illusion of one) and offering the solution to the problem (or the 
illusion of one). In the first phase you create the problem and blame 
someone or something else for why it has happened. This may relate 
to a financial collapse, terrorist attack, war, global warming or 
pandemic, anything in fact that will allow you to impose the 
‘solution’ to change society in the way you desire at that time. The 
‘problem’ doesn’t have to be real. PRS is manipulation of perception 
and all you need is the population to believe the problem is real. 
Human-caused global warming and the ‘Covid pandemic’ only have 
to be perceived to be real for the population to accept the ‘solutions’ of 
authority. I refer to this technique as NO-Problem-Reaction-Solution. 
Billions did not meekly accept house arrest from early 2020 because 
there was a real deadly ‘Covid pandemic’ but because they 
perceived — believed — that to be the case. The antidote to Problem- 
Reaction-Solution is to ask who benefits from the proposed solution. 
Invariably it will be anyone who wants to justify more control 
through deletion of freedom and centralisation of power and 
decision-making. 

The two world wars were Problem-Reaction-Solutions that 
transformed and realigned global society. Both were manipulated 
into being by the Cult as I have detailed in books since the mid- 
1990s. They dramatically centralised global power, especially World 
War Two, which led to the United Nations and other global bodies 
thanks to the overt and covert manipulations of the Rockefeller 
family and other Cult bloodlines like the Rothschilds. The UN is a 
stalking horse for full-blown world government that I will come to 
shortly. The land on which the UN building stands in New York was 
donated by the Rockefellers and the same Cult family was behind 
Big Pharma scalpel and drug ‘medicine’ and the creation of the 
World Health Organization as part of the UN. They have been 
stalwarts of the eugenics movement and funded Hitler’s race-purity 
expert’ Ernst Rudin. The human-caused global warming hoax has 
been orchestrated by the Club of Rome through the UN which is 


manufacturing both the ‘problem’ through its Intergovernmental 
Panel on Climate Change and imposing the ‘solution’ through its 
Agenda 21 and Agenda 2030 which demand the total centralisation 
of global power to ‘save the world’ from a climate hoax the United 
Nations is itself perpetrating. What a small world the Cult can be 
seen to be particularly among the inner circles. The bedfellow of 
Problem-Reaction-Solution is the Totalitarian Tiptoe which became 
the Totalitarian Sprint in 2020. The technique is fashioned to hide the 
carefully-coordinated behind the cover of apparently random events. 
You start the sequence at ‘A’ and you know you are heading for ‘Z’. 
You don’t want people to know that and each step on the journey is 
presented as a random happening while all the steps strung together 
lead in the same direction. The speed may have quickened 
dramatically in recent times, but you can still see the incremental 
approach of the Tiptoe in the case of ‘Covid’ as each new imposition 
takes us deeper into fascism. Tell people they have to do this or that 
to get back to ‘normal’, then this and this and this. With each new 
demand adding to the ones that went before the population’s 
freedom is deleted until it disappears. The spider wraps its web 
around the flies more comprehensively with each new diktat. I’ll 
highlight this in more detail when I get to the ‘Covid’ hoax and how 
it has been pulled off. Another prime example of the Totalitarian 
Tiptoe is how the Cult-created European Union went from a ‘free- 
trade zone’ to a centralised bureaucratic dictatorship through the 
Tiptoe of incremental centralisation of power until nations became 
mere administrative units for Cult-owned dark suits in Brussels. 


The antidote to ignorance is knowledge which the Cult seeks 
vehemently to deny us, but despite the systematic censorship to that 
end the Renegade Mind can overcome this by vociferously seeking 
out the facts no matter the impediments put in the way. There is also 
a method of thinking and perceiving — knowing — that doesn’t even 
need names, dates, place-type facts to identify the patterns that 
reveal the story. I’ll get to that in the final chapter. All you need to 
know about the manipulation of human society and to what end is 
still out there — at the time of writing — in the form of books, videos 


and websites for those that really want to breach the walls of 
programmed perception. To access this knowledge requires the 
abandonment of the mainstream media as a source of information in 
the awareness that this is owned and controlled by the Cult and 
therefore promotes mass perceptions that suit the Cult. Mainstream 
media lies all day, every day. That is its function and very reason for 
being. Where it does tell the truth, here and there, is only because the 
truth and the Cult agenda very occasionally coincide. If you look for 
fact and insight to the BBC, CNN and virtually all the rest of them 
you are asking to be conned and perceptually programmed. 


Events seem random when you have no idea where the world is 
being taken. Once you do the random becomes the carefully 
planned. Know the outcome and you'll see the journey is a phrase I 
have been using for a long time to give context to daily happenings 
that appear unconnected. Does a problem, or illusion of a problem, 
trigger a proposed ‘solution’ that further drives society in the 
direction of the outcome? Invariably the answer will be yes and the 
random — abracadabra — becomes the clearly coordinated. So what is 
this outcome that unlocks the door to a massively expanded 
understanding of daily events? I will summarise its major aspects — 
the fine detail is in my other books — and those new to this 
information will see that the world they thought they were living in 
is a very different place. The foundation of the Cult agenda is the 
incessant centralisation of power and all such centralisation is 
ultimately in pursuit of Cult control on a global level. I have 
described for a long time the planned world structure of top-down 
dictatorship as the Hunger Games Society. The term obviously 
comes from the movie series which portrayed a world in which a 
few living in military-protected hi-tech luxury were the overlords of 
a population condemned to abject poverty in isolated ‘sectors’ that 
were not allowed to interact. ‘Covid’ lockdowns and travel bans 
anyone? The ‘Hunger Games’ pyramid of structural control has the 
inner circle of the Cult at the top with pretty much the entire 


population at the bottom under their control through dependency 
for survival on the Cult. The whole structure is planned to be 
protected and enforced by a military-police state (Fig 4). 


Here you have the reason for the global lockdowns of the fake 
pandemic to coldly destroy independent incomes and livelihoods 
and make everyone dependent on the ‘state’ (the Cult that controls 
the ‘states’). I have warned in my books for many years about the 
plan to introduce a ‘guaranteed income’ — a barely survivable 
pittance — designed to impose dependency when employment was 
destroyed by AI technology and now even more comprehensively at 
great speed by the ‘Covid’ scam. Once the pandemic was played and 
lockdown consequences began to delete independent income the 
authorities began to talk right on cue about the need for a 
guaranteed income and a ‘Great Reset’. Guaranteed income will be 
presented as benevolent governments seeking to help a desperate 
people — desperate as a direct result of actions of the same 
governments. The truth is that such payments are a trap. You will 
only get them if you do exactly what the authorities demand 
including mass vaccination (genetic manipulation). We have seen 
this theme already in Australia where those dependent on 
government benefits have them reduced if parents don’t agree to 
have their children vaccinated according to an insane health- 
destroying government-dictated schedule. Calculated economic 
collapse applies to governments as well as people. The Cult wants 
rid of countries through the creation of a world state with countries 
broken up into regions ruled by a world government and super 
states like the European Union. Countries must be bankrupted, too, 
to this end and it’s being achieved by the trillions in ‘rescue 
packages’ and furlough payments, trillions in lost taxation, and 
money-no-object spending on ‘Covid’ including constant all- 
medium advertising (programming) which has made the media 
dependent on government for much of its income. The day of 
reckoning is coming — as planned — for government spending and 
given that it has been made possible by printing money and not by 
production/taxation there is inflation on the way that has the 


potential to wipe out monetary value. In that case there will be no 
need for the Cult to steal your money. It just won't be worth 
anything (see the German Weimar Republic before the Nazis took 
over). Many have been okay with lockdowns while getting a 
percentage of their income from so-called furlough payments 
without having to work. Those payments are dependent, however, 
on people having at least a theoretical job with a business considered 
non-essential and ordered to close. As these business go under 
because they are closed by lockdown after lockdown the furlough 
stops and it will for everyone eventually. Then what? The ‘then 
what?’ is precisely the idea. 
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Figure 4: The Hunger Games Society structure | have long warned was planned and now the 
‘Covid’ hoax has made it possible. This is the real reason for lockdowns. 


Between the Hunger Games Cult elite and the dependent population 
is planned to be a vicious military-police state (a fusion of the two 
into one force). This has been in the making for a long time with 
police looking ever more like the military and carrying weapons to 
match. The pandemic scam has seen this process accelerate so fast as 


lockdown house arrest is brutally enforced by carefully recruited 
fascist minds and gormless system-servers. The police and military 
are planned to merge into a centrally-directed world army ina 
global structure headed by a world government which wouldn't be 
elected even by the election fixes now in place. The world army is 
not planned even to be human and instead wars would be fought, 
primarily against the population, using robot technology controlled 
by artificial intelligence. I have been warning about this for decades 
and now militaries around the world are being transformed by this 
very AI technology. The global regime that I describe is a particular 
form of fascism known as a technocracy in which decisions are not 
made by clueless and co-opted politicians but by unelected 
technocrats — scientists, engineers, technologists and bureaucrats. 
Cult-owned-and-controlled Silicon Valley giants are examples of 
technocracy and they already have far more power to direct world 
events than governments. They are with their censorship selecting 
governments. I know that some are calling the ‘Great Reset’ a 
Marxist communist takeover, but fascism and Marxism are different 
labels for the same tyranny. Tell those who lived in fascist Germany 
and Stalinist Russia that there was a difference in the way their 
freedom was deleted and their lives controlled. I could call it a fascist 
technocracy or a Marxist technocracy and they would be equally 
accurate. The Hunger Games society with its world government 
structure would oversee a world army, world central bank and single 
world cashless currency imposing its will on a microchipped 
population (Fig 5). Scan its different elements and see how the 
illusory pandemic is forcing society in this very direction at great 
speed. Leaders of 23 countries and the World Health Organization 
(WHO) backed the idea in March, 2021, of a global treaty for 
‘international cooperation’ in ‘health emergencies’ and nations 
should ‘come together as a global community for peaceful 
cooperation that extends beyond this crisis’. Cut the Orwellian 
bullshit and this means another step towards global government. 
The plan includes a cashless digital money system that I first warned 
about in 1993. Right at the start of “Covid’ the deeply corrupt Tedros 


Adhanom Ghebreyesus, the crooked and merely gofer ‘head’ of the 
World Health Organization, said it was possible to catch the ‘virus’ 
by touching cash and it was better to use cashless means. The claim 
was ridiculous nonsense and like the whole ‘Covid’ mind-trick it 
was nothing to do with ‘health’ and everything to do with pushing 
every aspect of the Cult agenda. As a result of the Tedros lie the use 
of cash has plummeted. The Cult script involves a single world 
digital currency that would eventually be technologically embedded 
in the body. China is a massive global centre for the Cult and if you 
watch what is happening there you will know what is planned for 
everywhere. The Chinese government is developing a digital 
currency which would allow fines to be deducted immediately via 
Al for anyone caught on camera breaking its fantastic list of laws 
and the money is going to be programmable with an expiry date to 
ensure that no one can accrue wealth except the Cult and its 
operatives. 
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Figure 5: The structure of global control the Cult has been working towards for so long and 
this has been enormously advanced by the ‘Covid’ illusion. 


Seridom is so smart 

The Cult plan is far wider, extreme, and more comprehensive than 
even most conspiracy researchers appreciate and I will come to the 
true depths of deceit and control in the chapters ‘Who controls the 


Cult?’ and ‘Escaping Wetiko’. Even the world that we know is crazy 
enough. We are being deluged with ever more sophisticated and 
controlling technology under the heading of ‘smart’. We have smart 
televisions, smart meters, smart cards, smart cars, smart driving, 
smart roads, smart pills, smart patches, smart watches, smart skin, 
smart borders, smart pavements, smart streets, smart cities, smart 
communities, smart environments, smart growth, smart planet ... 
smart everything around us. Smart technologies and methods of 
operation are designed to interlock to create a global Smart Grid 
connecting the entirety of human society including human minds to 
create a centrally-dictated ‘hive’ mind. ‘Smart cities’ is code for 
densely-occupied megacities of total surveillance and control 
through AI. Ever more destructive frequency communication 
systems like 5G have been rolled out without any official testing for 
health and psychological effects (colossal). 5G/6G/7G systems are 
needed to run the Smart Grid and each one becomes more 
destructive of body and mind. Deleting independent income is 
crucial to forcing people into these Al-policed prisons by ending 
private property ownership (except for the Cult elite). The Cult’s 
Great Reset now openly foresees a global society in which no one 
will own any possessions and everything will be rented while the 
Cult would own literally everything under the guise of government 
and corporations. The aim has been to use the lockdowns to destroy 
sources of income on a mass scale and when the people are destitute 
and in unrepayable amounts of debt (problem) Cult assets come 
forward with the pledge to write-off debt in return for handing over 
all property and possessions (solution). Everything — literally 
everything including people — would be connected to the Internet 
via AI. I was warning years ago about the coming Internet of Things 
(loT) in which all devices and technology from your car to your 
fridge would be plugged into the Internet and controlled by AI. 
Now we are already there with much more to come. The next stage 
is the Internet of Everything (IoE) which is planned to include the 
connection of AI to the human brain and body to replace the human 
mind with a centrally-controlled AI mind. Instead of perceptions 


being manipulated through control of information and censorship 
those perceptions would come direct from the Cult through AI. 
What do you think? You think whatever AI decides that you think. 
In human terms there would be no individual ‘think’ any longer. Too 
incredible? The ravings of a lunatic? Not at all. Cult-owned crazies 
in Silicon Valley have been telling us the plan for years without 
explaining the real motivation and calculated implications. These 
include Google executive and ‘futurist’ Ray Kurzweil who highlights 
the year 2030 for when this would be underway. He said: 


Our thinking ... will be a hybrid of biological and non-biological thinking ... humans will be 
able to extend their limitations and ‘think in the cloud’ ... We’re going to put gateways to the 
cloud in our brains ... We're going to gradually merge and enhance ourselves ... In my view, 
that’s the nature of being human — we transcend our limitations. 


As the technology becomes vastly superior to what we are then the small proportion that is 
still human gets smaller and smaller and smaller until it’s just utterly negligible. 


The sales-pitch of Kurzweil and Cult-owned Silicon Valley is that 
this would make us ‘super-human’ when the real aim is to make us 
post-human and no longer ‘human’ in the sense that we have come 
to know. The entire global population would be connected to AI and 
become the centrally-controlled ‘hive-mind’ of externally-delivered 
perceptions. The Smart Grid being installed to impose the Cult’s will 
on the world is being constructed to allow particular locations — even 
one location — to control the whole global system. From these prime 
control centres, which absolutely include China and Israel, anything 
connected to the Internet would be switched on or off and 
manipulated at will. Energy systems could be cut, communication 
via the Internet taken down, computer-controlled driverless 
autonomous vehicles driven off the road, medical devices switched 
off, the potential is limitless given how much AI and Internet 
connections now run human society. We have seen nothing yet if we 
allow this to continue. Autonomous vehicle makers are working 
with law enforcement to produce cars designed to automatically pull 
over if they detect a police or emergency vehicle flashing from up to 
100 feet away. At a police stop the car would be unlocked and the 


window rolled down automatically. Vehicles would only take you 
where the computer (the state) allowed. The end of petrol vehicles 
and speed limiters on all new cars in the UK and EU from 2022 are 
steps leading to electric computerised transport over which 
ultimately you have no control. The picture is far bigger even than 
the Cult global network or web and that will become clear when I 
get to the nature of the ‘spider’. There is a connection between all 
these happenings and the instigation of DNA-manipulating 
‘vaccines’ (which aren’t ‘vaccines’) justified by the ‘Covid’ hoax. That 
connection is the unfolding plan to transform the human body from 
a biological to a synthetic biological state and this is why synthetic 
biology is such a fast-emerging discipline of mainstream science. 
‘Covid vaccines’ are infusing self-replicating synthetic genetic 
material into the cells to cumulatively take us on the Totalitarian 
Tiptoe from Human 1.0 to the synthetic biological Human 2.0 which 
will be physically and perceptually attached to the Smart Grid to one 
hundred percent control every thought, perception and deed. 
Humanity needs to wake up and fast. 


This is the barest explanation of where the ‘outcome’ is planned to 
go but it’s enough to see the journey happening all around us. Those 
new to this information will already see ‘Covid’ in a whole new 
context. I will add much more detail as we go along, but for the 
minutiae evidence see my mega-works, The Answer, The Trigger and 
Everything You Need to Know But Have Never Been Told. 

Now — how does a Renegade Mind see the ‘world’? 


CHAPTER TWO 
Renegade Perception 


It is one thing to be clever and another to be wise 
George R.R. Martin 


simple definition of the difference between a programmed 

mind and a Renegade Mind would be that one sees only dots 
while the other connects them to see the picture. Reading reality 
with accuracy requires the observer to (a) know the planned 
outcome and (b) realise that everything, but everything, is connected. 


The entirety of infinite reality is connected — that’s its very nature — 
and with human society an expression of infinite reality the same 
must apply. Simple cause and effect is a connection. The effect is 
triggered by the cause and the effect then becomes the cause of 
another effect. Nothing happens in isolation because it can’t. Life in 
whatever reality is simple choice and consequence. We make choices 
and these lead to consequences. If we don’t like the consequences we 
can make different choices and get different consequences which 
lead to other choices and consequences. The choice and the 
consequence are not only connected they are indivisible. You can’t 
have one without the other as an old song goes. A few cannot 
control the world unless those being controlled allow that to happen 
— cause and effect, choice and consequence. Control — who has it and 
who doesn’t — is a two-way process, a symbiotic relationship, 
involving the controller and controlled. “They took my freedom 
away!!’ Well, yes, but you also gave it to them. Humanity is 


subjected to mass control because humanity has acquiesced to that 
control. This is all cause and effect and literally a case of give and 
take. In the same way world events of every kind are connected and 
the Cult works incessantly to sell the illusion of the random and 
coincidental to maintain the essential (to them) perception of dots 
that hide the picture. Renegade Minds know this and constantly 
scan the world for patterns of connection. This is absolutely pivotal 
in understanding the happenings in the world and without that 
perspective clarity is impossible. First you know the planned 
outcome and then you identify the steps on the journey — the day-by- 
day apparently random which, when connected in relation to the 
outcome, no longer appear as individual events, but as the 
proverbial chain of events leading in the same direction. I’ll give you 
some examples: 


Political puppet show 

We are told to believe that politics is ‘adversarial’ in that different 
parties with different beliefs engage in an endless tussle for power. 
There may have been some truth in that up to a point — and only a 
point — but today divisions between ‘different’ parties are rhetorical 
not ideological. Even the rhetorical is fusing into one-speak as the 
parties eject any remaining free thinkers while others succumb to the 
ever-gathering intimidation of anyone with the ‘wrong’ opinion. The 
Cult is not anew phenomenon and can be traced back thousands of 
years as my books have documented. Its intergenerational initiates 
have been manipulating events with increasing effect the more that 
global power has been centralised. In ancient times the Cult secured 
control through the system of monarchy in which ‘special’ 
bloodlines (of which more later) demanded the right to rule as kings 
and queens simply by birthright and by vanquishing others who 
claimed the same birthright. There came a time, however, when 
people had matured enough to see the unfairness of such tyranny 
and demanded a say in who governed them. Note the word — 
governed them. Not served them — governed them, hence government 
defined as ‘the political direction and control exercised over the 


actions of the members, citizens, or inhabitants of communities, 
societies, and states; direction of the affairs of a state, community, 
etc.’ Governments exercise control over rather than serve just like the 
monarchies before them. Bizarrely there are still countries like the 
United Kingdom which are ruled by a monarch and a government 
that officially answers to the monarch. The UK head of state and that 
of Commonwealth countries such as Canada, Australia and New 
Zealand is ‘selected’ by who in a single family had unprotected sex 
with whom and in what order. Pinch me it can’t be true. Ouch! Shit, 
it is. The demise of monarchies in most countries offered a potential 
vacuum in which some form of free and fair society could arise and 
the Cult had that base covered. Monarchies had served its interests 
but they couldn’t continue in the face of such widespread opposition 
and, anyway, replacing a ‘royal’ dictatorship that people could see 
with a dictatorship ‘of the people’ hiding behind the concept of 
‘democracy’ presented far greater manipulative possibilities and 
ways of hiding coordinated tyranny behind the illusion of ‘freedom’. 


Democracy is quite wrongly defined as government selected by 
the population. This is not the case at all. It is government selected 
by some of the population (and then only in theory). This ‘some’ 
doesn’t even have to be the majority as we have seen so often in first- 
past-the-post elections in which the so-called majority party wins 
fewer votes than the ‘losing’ parties combined. Democracy can give 
total power to a party in government from a minority of the votes 
cast. It’s a sleight of hand to sell tyranny as freedom. Seventy-four 
million Trump-supporting Americans didn’t vote for the 
‘Democratic’ Party of Joe Biden in the distinctly dodgy election in 
2020 and yet far from acknowledging the wishes and feelings of that 
great percentage of American society the Cult-owned Biden 
government set out from day one to destroy them and their right to a 
voice and opinion. Empty shell Biden and his Cult handlers said 
they were doing this to ‘protect democracy’. Such is the level of 
lunacy and sickness to which politics has descended. Connect the 
dots and relate them to the desired outcome — a world government 
run by self-appointed technocrats and no longer even elected 


politicians. While operating through its political agents in 
government the Cult is at the same time encouraging public distain 
for politicians by putting idiots and incompetents in theoretical 
power on the road to deleting them. The idea is to instil a public 
reaction that says of the technocrats: ‘Well, they couldn't do any 
worse than the pathetic politicians.’ It’s all about controlling 
perception and Renegade Minds can see through that while 
programmed minds cannot when they are ignorant of both the 
planned outcome and the manipulation techniques employed to 
secure that end. This knowledge can be learned, however, and fast if 
people choose to get informed. 


Politics may at first sight appear very difficult to control from a 
central point. I mean look at the ‘different’ parties and how would 
you be able to oversee them all and their constituent parts? In truth, 
it’s very straightforward because of their structure. We are back to 
the pyramid of imposition and acquiescence. Organisations are 
structured in the same way as the system as a whole. Political parties 
are not open forums of free expression. They are hierarchies. I was a 
national spokesman for the British Green Party which claimed to be 
a different kind of politics in which influence and power was 
devolved; but I can tell you from direct experience — and it’s far 
worse now -— that Green parties are run as hierarchies like all the 
others however much they may try to hide that fact or kid 
themselves that it’s not true. A very few at the top of all political 
parties are directing policy and personnel. They decide if you are 
elevated in the party or serve as a government minister and to do 
that you have to be a yes man or woman. Look at all the maverick 
political thinkers who never ascended the greasy pole. If you want to 
progress within the party or reach ‘high-office’ you need to fall into 
line and conform. Exceptions to this are rare indeed. Should you 
want to run for parliament or Congress you have to persuade the 
local or state level of the party to select you and for that you need to 
play the game as dictated by the hierarchy. If you secure election and 
wish to progress within the greater structure you need to go on 
conforming to what is acceptable to those running the hierarchy 


from the peak of the pyramid. Political parties are perceptual gulags 
and the very fact that there are party ‘Whips’ appointed to ‘whip’ 
politicians into voting the way the hierarchy demands exposes the 
ridiculous idea that politicians are elected to serve the people they 
are supposed to represent. Cult operatives and manipulation has 
long seized control of major parties that have any chance of forming 
a government and at least most of those that haven’t. A new party 
forms and the Cult goes to work to infiltrate and direct. This has 
reached such a level today that you see video compilations of 
‘leaders’ of all parties whether Democrats, Republicans, 
Conservative, Labour and Green parroting the same Cult mantra of 
‘Build Back Better’ and the ‘Great Reset’ which are straight off the 
Cult song-sheet to describe the transformation of global society in 
response to the Cult-instigated hoaxes of the ‘Covid pandemic’ and 
human-caused ‘climate change’. To see Caroline Lucas, the Green 
Party MP that I knew when I was in the party in the 1980s, speaking 
in support of plans proposed by Cult operative Klaus Schwab 
representing the billionaire global elite is a real head-shaker. 


Many parties — one master 

The party system is another mind-trick and was instigated to change 
the nature of the dictatorship by swapping ‘royalty’ for dark suits 
that people believed — though now ever less so — represented their 
interests. Understanding this trick is to realise that a single force (the 
Cult) controls all parties either directly in terms of the major ones or 
through manipulation of perception and ideology with others. You 
don’t need to manipulate Green parties to demand your 
transformation of society in the name of ‘climate change’ when they 
are obsessed with the lie that this is essential to ‘save the planet’. You 
just give them a platform and away they go serving your interests 
while believing they are being environmentally virtuous. America’s 
political structure is a perfect blueprint for how the two or multi- 
party system is really a one-party state. The Republican Party is 
controlled from one step back in the shadows by a group made up of 
billionaires and their gofers known as neoconservatives or Neocons. 


I have exposed them in fine detail in my books and they were the 
driving force behind the policies of the imbecilic presidency of Boy 
George Bush which included 9/11 (see The Trigger for a 
comprehensive demolition of the official story), the subsequent ‘war 
on terror’ (war of terror) and the invasions of Afghanistan and Iraq. 
The latter was a No-Problem-Reaction-Solution based on claims by 
Cult operatives, including Bush and British Prime Minister Tony 
Blair, about Saddam Hussein’s ‘weapons of mass destruction’ which 
did not exist as war criminals Bush and Blair well knew. 


HIDDEN 
HAND 


Figure 6: Different front people, different parties — same control system. 


The Democratic Party has its own ‘Neocon’ group controlling 
from the background which I call the ‘Democons’ and here’s the 
penny-drop — the Neocons and Democons answer to the same 
masters one step further back into the shadows (Fig 6). At that level 
of the Cult the Republican and Democrat parties are controlled by 
the same people and no matter which is in power the Cult is in 
power. This is how it works in almost every country and certainly in 
Britain with Conservative, Labour, Liberal Democrat and Green 
parties now all on the same page whatever the rhetoric may be in 
their feeble attempts to appear different. Neocons operated at the 
time of Bush through a think tank called The Project for the New 
American Century which in September, 2000, published a document 
entitled Rebuilding America’s Defenses: Strategies, Forces, and Resources 


For a New Century demanding that America fight ‘multiple, 
simultaneous major theatre wars’ as a ‘core mission’ to force regime- 
change in countries including Iraq, Libya and Syria. Neocons 
arranged for Bush (‘Republican’) and Blair (‘Labour Party’) to front- 
up the invasion of Iraq and when they departed the Democons 
orchestrated the targeting of Libya and Syria through Barack Obama 
(‘Democrat’) and British Prime Minister David Cameron 
(‘Conservative Party’). We have ‘different’ parties and ‘different’ 
people, but the same unfolding script. The more the Cult has seized 
the reigns of parties and personnel the more their policies have 
transparently pursued the same agenda to the point where the 
fascist ‘Covid’ impositions of the Conservative junta of Jackboot 
Johnson in Britain were opposed by the Labour Party because they 
were not fascist enough. The Labour Party is likened to the US 
Democrats while the Conservative Party is akin to a British version 
of the Republicans and on both sides of the Atlantic they all speak 
the same language and support the direction demanded by the Cult 
although some more enthusiastically than others. It’s a similar story 
in country after country because it’s all centrally controlled. Oh, but 
what about Trump? I’ll come to him shortly. Political ‘choice’ in the 
‘party’ system goes like this: You vote for Party A and they get into 
government. You don’t like what they do so next time you vote for 
Party B and they get into government. You don’t like what they do 
when it’s pretty much the same as Party A and why wouldn't that be 
with both controlled by the same force? Given that only two, 
sometimes three, parties have any chance of forming a government 
to get rid of Party B that you don’t like you have to vote again for 
Party A which ... you don’t like. This, ladies and gentlemen, is what 
they call ‘democracy’ which we are told — wrongly — is a term 
interchangeable with ‘freedom’. 


The cult of cults 

At this point I need to introduce a major expression of the Global 
Cult known as Sabbatian-Frankism. Sabbatian is also spelt as 
Sabbatean. I will summarise here. I have published major exposés 


and detailed background in other works. Sabbatian-Frankism 
combines the names of two frauds posing as ‘Jewish’ men, Sabbatai 
Zevi (1626-1676), a rabbi, black magician and occultist who 
proclaimed he was the Jewish messiah; and Jacob Frank (1726-1791), 
the Polish ‘Jew’, black magician and occultist who said he was the 
reincarnation of ‘messiah’ Zevi and biblical patriarch Jacob. They 
worked across two centuries to establish the Sabbatian-Frankist cult 
that plays a major, indeed central, role in the manipulation of human 
society by the Global Cult which has its origins much further back in 
history than Sabbatai Zevi. I should emphasise two points here in 
response to the shrill voices that will scream ‘anti-Semitism’: (1) 
Sabbatian-Frankists are NOT Jewish and only pose as such to hide 
their cult behind a Jewish facade; and (2) my information about this 
cult has come from Jewish sources who have long realised that their 
society and community has been infiltrated and taken over by 
interloper Sabbatian-Frankists. Infiltration has been the foundation 
technique of Sabbatian-Frankism from its official origin in the 17th 
century. Zevi’s Sabbatian sect attracted a massive following 
described as the biggest messianic movement in Jewish history, 
spreading as far as Africa and Asia, and he promised a return for the 
Jews to the ‘Promised Land’ of Israel. Sabbatianism was not Judaism 
but an inversion of everything that mainstream Judaism stood for. So 
much so that this sinister cult would have a feast day when Judaism 
had a fast day and whatever was forbidden in Judaism the 
Sabbatians were encouraged and even commanded to do. This 
included incest and what would be today called Satanism. Members 
were forbidden to marry outside the sect and there was a system of 
keeping their children ignorant of what they were part of until they 
were old enough to be trusted not to unknowingly reveal anything 
to outsiders. The same system is employed to this day by the Global 
Cult in general which Sabbatian-Frankism has enormously 
influenced and now largely controls. 

Zevi and his Sabbatians suffered a setback with the intervention 
by the Sultan of the Islamic Ottoman Empire in the Middle East and 
what is now the Republic of Turkey where Zevi was located. The 


Sultan gave him the choice of proving his ‘divinity’, converting to 
Islam or facing torture and death. Funnily enough Zevi chose to 
convert or at least appear to. Some of his supporters were 
disillusioned and drifted away, but many did not with 300 families 
also converting — only in theory — to Islam. They continued behind 
this Islamic smokescreen to follow the goals, rules and rituals of 
Sabbatianism and became known as ‘crypto-Jews’ or the ‘Donmeh’ 
which means ‘to turn’. This is rather ironic because they didn’t ‘turn’ 
and instead hid behind a fake Islamic persona. The process of 
appearing to be one thing while being very much another would 
become the calling card of Sabbatianism especially after Zevi’s death 
and the arrival of the Satanist Jacob Frank in the 18th century when 
the cult became Sabbatian-Frankism and plumbed still new depths 
of depravity and infiltration which included -— still includes — human 
sacrifice and sex with children. Wherever Sabbatians go paedophilia 
and Satanism follow and is it really a surprise that Hollywood is so 
infested with child abuse and Satanism when it was established by 
Sabbatian-Frankists and is still controlled by them? Hollywood has 
been one of the prime vehicles for global perceptual programming 
and manipulation. How many believe the version of ‘history’ 
portrayed in movies when it is a travesty and inversion (again) of the 
truth? Rabbi Marvin Antelman describes Frankism in his book, To 
Eliminate the Opiate, as ‘a movement of complete evil’ while Jewish 
professor Gershom Scholem said of Frank in The Messianic Idea in 
Judaism: ‘Tn all his actions [he was] a truly corrupt and degenerate 
individual ... one of the most frightening phenomena in the whole of 
Jewish history.’ Frank was excommunicated by traditional rabbis, as 
was Zevi, but Frank was undeterred and enjoyed vital support from 
the House of Rothschild, the infamous banking dynasty whose 
inner-core are Sabbatian-Frankists and not Jews. Infiltration of the 
Roman Church and Vatican was instigated by Frank with many 
Donmeh ‘turning’ again to convert to Roman Catholicism with a 
view to hijacking the reins of power. This was the ever-repeating 
modus operandi and continues to be so. Pose as an advocate of the 
religion, culture or country that you want to control and then 


manipulate your people into the positions of authority and influence 
largely as advisers, administrators and Svengalis for those that 
appear to be in power. They did this with Judaism, Christianity 
(Christian Zionism is part of this), Islam and other religions and 
nations until Sabbatian-Frankism spanned the world as it does 
today. 


Sabbatian Saudis and the terror network 

One expression of the Sabbatian-Frankist Donmeh within Islam is 
the ruling family of Saudi Arabia, the House of Saud, through which 
came the vile distortion of Islam known as Wahhabism. This is the 
violent creed followed by terrorist groups like Al-Qaeda and ISIS or 
Islamic State. Wahhabism is the hand-chopping, head-chopping 
‘religion’ of Saudi Arabia which is used to keep the people in a 
constant state of fear so the interloper House of Saud can continue to 
rule. Al-Qaeda and Islamic State were lavishly funded by the House 
of Saud while being created and directed by the Sabbatian-Frankist 
network in the United States that operates through the Pentagon, 
CIA and the government in general of whichever ‘party’. The front 
man for the establishment of Wahhabism in the middle of the 18th 
century was a Sabbatian-Frankist ‘crypto-Jew’ posing as Islamic 
called Muhammad ibn Abd al-Wahhab. His daughter would marry 
the son of Muhammad bin Saud who established the first Saudi state 
before his death in 1765 with support from the British Empire. Bin 
Saud’s successors would establish modern Saudi Arabia in league 
with the British and Americans in 1932 which allowed them to seize 
control of Islam’s major shrines in Mecca and Medina. They have 
dictated the direction of Sunni Islam ever since while Iran is the 
major centre of the Shiite version and here we have the source of at 
least the public conflict between them. The Sabbatian network has 
used its Wahhabi extremists to carry out Problem-Reaction-Solution 
terrorist attacks in the name of ‘Al-Qaeda’ and ‘Islamic State’ to 
justify a devastating ‘war on terror’, ever-increasing surveillance of 
the population and to terrify people into compliance. Another 
insight of the Renegade Mind is the streetwise understanding that 


just because a country, location or people are attacked doesn’t mean 
that those apparently representing that country, location or people 
are not behind the attackers. Often they are orchestrating the attacks 
because of the societal changes that can be then justified in the name 
of ‘saving the population from terrorists’. 


I show in great detail in The Trigger how Sabbatian-Frankists were 
the real perpetrators of 9/11 and not ‘19 Arab hijackers’ who were 
blamed for what happened. Observe what was justified in the name 
of 9/11 alone in terms of Middle East invasions, mass surveillance 
and control that fulfilled the demands of the Project for the New 
American Century document published by the Sabbatian Neocons. 
What appear to be enemies are on the deep inside players on the 
same Sabbatian team. Israel and Arab ‘royal’ dictatorships are all 
ruled by Sabbatians and the recent peace agreements between Israel 
and Saudi Arabia, the United Arab Emirates (UAE) and others are 
only making formal what has always been the case behind the 
scenes. Palestinians who have been subjected to grotesque tyranny 
since Israel was bombed and terrorised into existence in 1948 have 
never stood a chance. Sabbatian-Frankists have controlled Israel (so 
the constant theme of violence and war which Sabbatians love) and 
they have controlled the Arab countries that Palestinians have 
looked to for real support that never comes. ‘Royal families’ of the 
Arab world in Saudi Arabia, Bahrain, UAE, etc., are all Sabbatians 
with allegiance to the aims of the cult and not what is best for their 
Arabic populations. They have stolen the oil and financial resources 
from their people by false claims to be ‘royal dynasties’ with a 
genetic right to rule and by employing vicious militaries to impose 
their will. 


Satanic ‘illumination’ 

The Satanist Jacob Frank formed an alliance in 1773 with two other 
Sabbatians, Mayer Amschel Rothschild (1744-1812), founder of the 
Rothschild banking dynasty, and Jesuit-educated fraudulent Jew, 
Adam Weishaupt, and this led to the formation of the Bavarian 
Illuminati, firstly under another name, in 1776. The Illuminati would 


be the manipulating force behind the French Revolution (1789-1799) 
and was also involved in the American Revolution (1775-1783) 
before and after the Illuminati’s official creation. Weishaupt would 
later become (in public) a Protestant Christian in archetypal 
Sabbatian style. I read that his name can be decoded as Adam-Weis- 
haupt or ‘the first man to lead those who know’. He wasn’t a leader 
in the sense that he was a subordinate, but he did lead those below 
him in a crusade of transforming human society that still continues 
today. The theme was confirmed as early as 1785 when a horseman 
courier called Lanz was reported to be struck by lighting and 
extensive Illuminati documents were found in his saddlebags. They 
made the link to Weishaupt and detailed the plan for world takeover. 
Current events with ‘Covid’ fascism have been in the making for a 
very long time. Jacob Frank was jailed for 13 years by the Catholic 
Inquisition after his arrest in 1760 and on his release he headed for 
Frankfurt, Germany, home city and headquarters of the House of 
Rothschild where the alliance was struck with Mayer Amschel 
Rothschild and Weishaupt. Rothschild arranged for Frank to be 
given the title of Baron and he became a wealthy nobleman with a 
big following of Jews in Germany, the Austro-Hungarian Empire 
and other European countries. Most of them would have believed he 
was on their side. 

The name ‘Illuminati’ came from the Zohar which is a body of 
works in the Jewish mystical ‘bible’ called the Kabbalah. ‘Zohar’ is 
the foundation of Sabbatian-Frankist belief and in Hebrew ‘Zohar’ 
means ‘splendour’, ‘radiance’, ‘illuminated’, and so we have 
‘Tlluminati’. They claim to be the ‘Illuminated Ones’ from their 
knowledge systematically hidden from the human population and 
passed on through generations of carefully-chosen initiates in the 
global secret society network or Cult. Hidden knowledge includes 
an awareness of the Cult agenda for the world and the nature of our 
collective reality that I will explore later. Cult ‘illumination’ is 
symbolised by the torch held by the Statue of Liberty which was 
gifted to New York by French Freemasons in Paris who knew exactly 
what it represents. ‘Liberty’ symbolises the goddess worshipped in 


Babylon as Queen Semiramis or Ishtar. The significance of this will 
become clear. Notice again the ubiquitous theme of inversion with 
the Statue of ‘Liberty’ really symbolising mass control (Fig 7). A 
mirror-image statute stands on an island in the River Seine in Paris 
from where New York Liberty originated (Fig 8). A large replica of 
the Liberty flame stands on top of the Pont de l’Alma tunnel in Paris 
where Princess Diana died in a Cult ritual described in The Biggest 
Secret. Lucifer ‘the light bringer’ is related to all this (and much more 
as we'll see) and ‘Lucifer’ is a central figure in Sabbatian-Frankism 
and its associated Satanism. Sabbatians reject the Jewish Torah, or 
Pentateuch, the “five books of Moses’ in the Old Testament known as 
Genesis, Exodus, Leviticus, Numbers, and Deuteronomy which are 
claimed by Judaism and Christianity to have been dictated by ‘God’ 
to Moses on Mount Sinai. Sabbatians say these do not apply to them 
and they seek to replace them with the Zohar to absorb Judaism and 
its followers into their inversion which is an expression of a much 
greater global inversion. They want to delete all religions and force 
humanity to worship a one-world religion — Sabbatian Satanism that 
also includes worship of the Earth goddess. Satanic themes are being 
more and more introduced into mainstream society and while 
Christianity is currently the foremost target for destruction the 
others are planned to follow. 


Figure 7: The Cult goddess of Babylon disguised as the Statue of Liberty holding the flame of 
Lucifer the ‘light bringer’. 
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Figure 8: Liberty’s mirror image in Paris where the New York version originated. 


Marx brothers 

Rabbi Marvin Antelman connects the Illuminati to the Jacobins in To 
Eliminate the Opiate and Jacobins were the force behind the French 
Revolution. He links both to the Bund der Gerechten, or League of 
the Just, which was the network that inflicted communism/Marxism 
on the world. Antelman wrote: 


The original inner circle of the Bund der Gerechten consisted of born Catholics, Protestants 
and Jews [Sabbatian-Frankist infiltrators], and those representatives of respective subdivisions 
formulated schemes for the ultimate destruction of their faiths. The heretical Catholics laid 
plans which they felt would take a century or more for the ultimate destruction of the church; 
the apostate Jews for the ultimate destruction of the Jewish religion. 


Sabbatian-created communism connects into this anti-religion 
agenda in that communism does not allow for the free practice of 
religion. The Sabbatian ‘Bund’ became the International Communist 
Party and Communist League and in 1848 ‘Marxism’ was born with 
the Communist Manifesto of Sabbatian assets Karl Marx and 
Friedrich Engels. It is absolutely no coincidence that Marxism, just a 
different name for fascist and other centrally-controlled tyrannies, is 
being imposed worldwide as a result of the ‘Covid’ hoax and nor 
that Marxist/fascist China was the place where the hoax originated. 
The reason for this will become very clear in the chapter “Covid: The 
calculated catastrophe’. The so-called ‘Woke’ mentality has hijacked 


traditional beliefs of the political left and replaced them with far- 
right make-believe ‘social justice’ better known as Marxism. Woke 
will, however, be swallowed by its own perceived ‘revolution’ which 
is really the work of billionaires and billionaire corporations feigning 
being ‘Woke’. Marxism is being touted by Wokers as a replacement 
for ‘capitalism’ when we don’t have ‘capitalism’. We have cartelism 
in which the market is stitched up by the very Cult billionaires and 
corporations bankrolling Woke. Billionaires love Marxism which 
keeps the people in servitude while they control from the top. 
Terminally naive Wokers think they are ‘changing the world’ when 
it’s the Cult that is doing the changing and when they have played 
their vital part and become surplus to requirements they, too, will be 
targeted. The Illuminati-Jacobins were behind the period known as 
‘The Terror’ in the French Revolution in 1793 and 1794 when Jacobin 
Maximillian de Robespierre and his Orwellian ‘Committee of Public 
Safety’ killed 17,000 ‘enemies of the Revolution’ who had once been 
‘friends of the Revolution’. Karl Marx (1818-1883), whose Sabbatian 
creed of Marxism has cost the lives of at least 100 million people, is a 
hero once again to Wokers who have been systematically kept 
ignorant of real history by their ‘education’ programming. As a 
result they now promote a Sabbatian ‘Marxist’ abomination destined 
at some point to consume them. Rabbi Antelman, who spent decades 
researching the Sabbatian plot, said of the League of the Just and 
Karl Marx: 


Contrary to popular opinion Karl Marx did not originate the Communist Manifesto. He was 
paid for his services by the League of the Just, which was known in its country of origin, 
Germany, as the Bund der Geaechteten. 


Antelman said the text attributed to Marx was the work of other 
people and Marx ‘was only repeating what others already said’. 
Marx was ‘a hired hack — lackey of the wealthy Illuminists’. Marx 
famously said that religion was the ‘opium of the people’ (part of the 
Sabbatian plan to demonise religion) and Antelman called his books, 
To Eliminate the Opiate. Marx was born Jewish, but his family 
converted to Christianity (Sabbatian modus operandi) and he 


attacked Jews, not least in his book, A World Without Jews. In doing 
so he supported the Sabbatian plan to destroy traditional Jewishness 
and Judaism which we are clearly seeing today with the vindictive 
targeting of orthodox Jews by the Sabbatian government of Israel 
over ‘Covid’ laws. I don’t follow any religion and it has done much 
damage to the world over centuries and acted as a perceptual 
straightjacket. Renegade Minds, however, are always asking why 
something is being done. It doesn’t matter if they agree or disagree 
with what is happening — why is it happening is the question. The 
‘why?’ can be answered with regard to religion in that religions 
create interacting communities of believers when the Cult wants to 
dismantle all discourse, unity and interaction (see ‘Covid’ 
lockdowns) and the ultimate goal is to delete all religions for a one- 
world religion of Cult Satanism worshipping their ‘god’ of which 
more later. We see the same ‘why?’ with gun control in America. I 
don’t have guns and don’t want them, but why is the Cult seeking to 
disarm the population at the same time that law enforcement 
agencies are armed to their molars and why has every tyrant in 
history sought to disarm people before launching the final takeover? 
They include Hitler, Stalin, Pol Pot and Mao who followed 
confiscation with violent seizing of power. You know it’s a Cult 
agenda by the people who immediately race to the microphones to 
exploit dead people in multiple shootings. Ultra-Zionist Cult lackey 
Senator Chuck Schumer was straight on the case after ten people 
were killed in Boulder, Colorado in March, 2121. Simple rule ... if 
Schumer wants it the Cult wants it and the same with his ultra- 
Zionist mate the wild-eyed Senator Adam Schiff. At the same time 
they were calling for the disarmament of Americans, many of whom 
live a long way from a police response, Schumer, Schiff and the rest 
of these pampered clowns were sitting on Capitol Hill behind a 
razor-wired security fence protected by thousands of armed troops 
in addition to their own armed bodyguards. Mom and pop in an 
isolated home? They’re just potential mass shooters. 


Sabbatian-Frankists and most importantly the Rothschilds were 
behind the creation of ‘Zionism’, a political movement that 
demanded a Jewish homeland in Israel as promised by Sabbatai 
Zevi. The very symbol of Israel comes from the German meaning of 
the name Rothschild. Dynasty founder Mayer Amschel Rothschild 
changed the family name from Bauer to Rothschild, or “Red-Shield’ 
in German, in deference to the six-pointed ‘Star of David’ hexagram 
displayed on the family’s home in Frankfurt. The symbol later 
appeared on the flag of Israel after the Rothschilds were centrally 
involved in its creation. Hexagrams are not a uniquely Jewish 
symbol and are widely used in occult (‘hidden’) networks often as a 
symbol for Saturn (see my other books for why). Neither are 
Zionism and Jewishness interchangeable. Zionism is a political 
movement and philosophy and not a ‘race’ or a people. Many Jews 
oppose Zionism and many non-Jews, including US President Joe 
Biden, call themselves Zionists as does Israel-centric Donald Trump. 
America’s support for the Israel government is pretty much a gimme 
with ultra-Zionist billionaires and corporations providing fantastic 
and dominant funding for both political parties. Former 
Congresswoman Cynthia McKinney has told how she was 
approached immediately she ran for office to ‘sign the pledge’ to 
Israel and confirm that she would always vote in that country’s best 
interests. All American politicians are approached in this way. 
Anyone who refuses will get no support or funding from the 
enormous and all-powerful Zionist lobby that includes organisations 
like mega-lobby group AIPAC, the American Israel Public Affairs 
Committee. Trump’s biggest funder was ultra-Zionist casino and 
media billionaire Sheldon Adelson while major funders of the 
Democratic Party include ultra-Zionist George Soros and ultra- 
Zionist financial and media mogul, Haim Saban. Some may reel back 
at the suggestion that Soros is an Israel-firster (Sabbatian-controlled 
Israel-firster), but Renegade Minds watch the actions not the words 
and everywhere Soros donates his billions the Sabbatian agenda 
benefits. In the spirit of Sabbatian inversion Soros pledged $1 billion 
for anew university network to promote ‘liberal values and tackle 
intolerance’. He made the announcement during his annual speech 


at the Cult-owned World Economic Forum in Davos, Switzerland, in 
January, 2020, after his ‘harsh criticism’ of ‘authoritarian rulers’ 
around the world. You can only laugh at such brazen mendacity. 
How he doesn’t laugh is the mystery. Translated from the Orwellian 
‘liberal values and tackle intolerance’ means teaching non-white 
people to hate white people and for white people to loathe 
themselves for being born white. The reason for that will become 
clear. 


The ‘Anti-Semitism fraud 

Zionists support the Jewish homeland in the land of Palestine which 
has been the Sabbatian-Rothschild goal for so long, but not for the 
benefit of Jews. Sabbatians and their global Anti-Semitism Industry 
have skewed public and political opinion to equate opposing the 
violent extremes of Zionism to be a blanket attack and condemnation 
of all Jewish people. Sabbatians and their global Anti-Semitism 
Industry have skewed public and political opinion to equate 
opposing the violent extremes of Zionism to be a blanket attack and 
condemnation of all Jewish people. This is nothing more than a 
Sabbatian protection racket to stop legitimate investigation and 
exposure of their agendas and activities. The official definition of 
‘anti-Semitism’ has more recently been expanded to include criticism 
of Zionism — a political movement — and this was done to further stop 
exposure of Sabbatian infiltrators who created Zionism as we know 
it today in the 19th century. Renegade Minds will talk about these 
subjects when they know the shit that will come their way. People 
must decide if they want to know the truth or just cower in the 
corner in fear of what others will say. Sabbatians have been trying to 
label me as ‘anti-Semitic’ since the 1990s as I have uncovered more 
and more about their background and agendas. Useless, gutless, 
fraudulent ‘journalists’ then just repeat the smears without question 
and on the day I was writing this section a pair of unquestioning 
repeaters called Ben Quinn and Archie Bland (how appropriate) 
outright called me an ‘anti-Semite’ in the establishment propaganda 
sheet, the London Guardian, with no supporting evidence. The 


Sabbatian Anti-Semitism Industry said so and who are they to 
question that? They wouldn’t dare. Ironically ‘Semitic’ refers to a 
group of languages in the Middle East that are almost entirely 
Arabic. ‘Anti-Semitism’ becomes ‘anti-Arab’ which if the 
consequences of this misunderstanding were not so grave would be 
hilarious. Don’t bother telling Quinn and Bland. I don’t want to 
confuse them, bless ‘em. One reason Iam dubbed ‘anti-Semitic’ is 
that I wrote in the 1990s that Jewish operatives (Sabbatians) were 
heavily involved in the Russian Revolution when Sabbatians 
overthrew the Romanov dynasty. This apparently made me ‘anti- 
Semitic’. Oh, really? Here is a section from The Trigger: 


British journalist Robert Wilton confirmed these themes in his 1920 book The Last Days of the 
Romanovs when he studied official documents from the Russian government to identify the 
members of the Bolshevik ruling elite between 1917 and 1919. The Central Committee 
included 41 Jews among 62 members; the Council of the People’s Commissars had 17 Jews 
out of 22 members; and 458 of the 556 most important Bolshevik positions between 1918 and 
1919 were occupied by Jewish people. Only 17 were Russian. Then there were the 23 Jews 
among the 36 members of the vicious Cheka Soviet secret police established in 1917 who 
would soon appear all across the country. 


Professor Robert Service of Oxford University, an expert on 20th century Russian history, 
found evidence that [‘Jewish’] Leon Trotsky had sought to make sure that Jews were enrolled 
in the Red Army and were disproportionately represented in the Soviet civil bureaucracy that 
included the Cheka which performed mass arrests, imprisonment and executions of ‘enemies 
of the people’. A US State Department Decimal File (861.00/5339) dated November 13th, 
1918, names [Rothschild banking agent in America] Jacob Schiff and a list of ultra-Zionists as 
funders of the Russian Revolution leading to claims of a ‘Jewish plot’, but the key point missed 
by all is they were not ‘Jews’ — they were Sabbatian-Frankists. 


Britain’s Winston Churchill made the same error by mistake or 
otherwise. He wrote in a 1920 edition of the Illustrated Sunday Herald 
that those behind the Russian revolution were part of a “worldwide 
conspiracy for the overthrow of civilisation and for the 
reconstitution of society on the basis of arrested development, of 
envious malevolence, and impossible equality’ (see ‘Woke’ today 
because that has been created by the same network). Churchill said 
there was no need to exaggerate the part played in the creation of 
Bolshevism and in the actual bringing about of the Russian 


Revolution ‘by these international and for the most part atheistical 
Jews’ [‘atheistical Jews’ = Sabbatians]. Churchill said it is certainly a 
very great one and probably outweighs all others: ‘With the notable 
exception of Lenin, the majority of the leading figures are Jews.’ He 
went on to describe, knowingly or not, the Sabbatian modus 
operandi of placing puppet leaders nominally in power while they 
control from the background: 


Moreover, the principal inspiration and driving power comes from the Jewish leaders. Thus 
Tchitcherin, a pure Russian, is eclipsed by his nominal subordinate, Litvinoff, and the 
influence of Russians like Bukharin or Lunacharski cannot be compared with the power of 
Trotsky, or of Zinovieff, the Dictator of the Red Citadel (Petrograd), or of Krassin or Radek — all 
Jews. In the Soviet institutions the predominance of Jews is even more astonishing. And the 
prominent, if not indeed the principal, part in the system of terrorism applied by the 
Extraordinary Commissions for Combatting Counter-Revolution has been taken by Jews, and 
in some notable cases by Jewesses. 


What I said about seriously disproportionate involvement in the 
Russian Revolution by Jewish ‘revolutionaries’ (Sabbatians) is 
provable fact, but truth is no defence against the Sabbatian Anti- 
Semitism Industry, its repeater parrots like Quinn and Bland, and 
the now breathtaking network of so-called ‘Woke’ ‘anti-hate’ groups 
with interlocking leaderships and funding which have the role of 
discrediting and silencing anyone who gets too close to exposing the 
Sabbatians. We have seen ‘truth is no defence’ confirmed in legal 
judgements with the Saskatchewan Human Rights Commission in 
Canada decreeing this: ‘Truthful statements can be presented in a 
manner that would meet the definition of hate speech, and not all 
truthful statements must be free from restriction.’ Most ‘anti-hate’ 
activists, who are themselves consumed by hatred, are too stupid 
and ignorant of the world to know how they are being used. They 
are far too far up their own virtue-signalling arses and it’s far too 
dark for them to see anything. 


The ‘revolution’ game 


The background and methods of the ‘Russian’ Revolution are 
straight from the Sabbatian playbook seen in the French Revolution 


and endless others around the world that appear to start as a 
revolution of the people against tyrannical rule and end up with a 
regime change to more tyrannical rule overtly or covertly. Wars, 
terror attacks and regime overthrows follow the Sabbatian cult 
through history with its agents creating them as Problem-Reaction- 
Solutions to remove opposition on the road to world domination. 
Sabbatian dots connect the Rothschilds with the Illuminati, Jacobins 
of the French Revolution, the ‘Bund’ or League of the Just, the 
International Communist Party, Communist League and the 
Communist Manifesto of Karl Marx and Friedrich Engels that would 
lead to the Rothschild-funded Russian Revolution. The sequence 
comes under the heading of ‘creative destruction’ when you advance 
to your global goal by continually destroying the status quo to install 
a new status quo which you then also destroy. The two world wars 
come to mind. With each new status quo you move closer to your 
planned outcome. Wars and mass murder are to Sabbatians a 
collective blood sacrifice ritual. They are obsessed with death for 
many reasons and one is that death is an inversion of life. Satanists 
and Sabbatians are obsessed with death and often target churches 
and churchyards for their rituals. Inversion-obsessed Sabbatians 
explain the use of inverted symbolism including the inverted 
pentagram and inverted cross. The inversion of the cross has been 
related to targeting Christianity, but the cross was a religious symbol 
long before Christianity and its inversion is a statement about the 
Sabbatian mentality and goals more than any single religion. 


Sabbatians operating in Germany were behind the rise of the 
occult-obsessed Nazis and the subsequent Jewish exodus from 
Germany and Europe to Palestine and the United States after World 
War Two. The Rothschild dynasty was at the forefront of this both as 
political manipulators and by funding the operation. Why would 
Sabbatians help to orchestrate the horrors inflicted on Jews by the 
Nazis and by Stalin after they organised the Russian Revolution? 
Sabbatians hate Jews and their religion, that’s why. They pose as 
Jews and secure positions of control within Jewish society and play 
the ‘anti-Semitism’ card to protect themselves from exposure 


through a global network of organisations answering to the 
Sabbatian-created-and-controlled globe-spanning intelligence 
network that involves a stunning web of military-intelligence 
operatives and operations for a tiny country of just nine million. 
Among them are Jewish assets who are not Sabbatians but have been 
convinced by them that what they are doing is for the good of Israel 
and the Jewish community to protect them from what they have 
been programmed since childhood to believe is a Jew-hating hostile 
world. The Jewish community is just a highly convenient cover to 
hide the true nature of Sabbatians. Anyone getting close to exposing 
their game is accused by Sabbatian place-people and gofers of ‘anti- 
Semitism’ and claiming that all Jews are part of a plot to take over 
the world. I am not saying that. I am saying that Sabbatians — the real 
Jew-haters — have infiltrated the Jewish community to use them both 
as a cover and an ‘anti-Semitic’ defence against exposure. Thus we 
have the Anti-Semitism Industry targeted researchers in this way 
and most Jewish people think this is justified and genuine. They 
don’t know that their ‘Jewish’ leaders and institutions of state, 
intelligence and military are not controlled by Jews at all, but cultists 
and stooges of Sabbatian-Frankism. I once added my name to a pro- 
Jewish freedom petition online and the next time I looked my name 
was gone and text had been added to the petition blurb to attack me 
as an ‘anti-Semite’ such is the scale of perceptual programming. 


I tell the story in The Trigger and a chapter called ‘Atlantic Crossing’ 
how particularly after Israel was established the Sabbatians moved 
in on the United States and eventually grasped control of 
government administration, the political system via both Democrats 
and Republicans, the intelligence community like the CIA and 
National Security Agency (NSA), the Pentagon and mass media. 
Through this seriously compartmentalised network Sabbatians and 
their operatives in Mossad, Israeli Defense Forces (IDF) and US 
agencies pulled off 9/11 and blamed it on 19 ‘Al-Qaeda hijackers’ 
dominated by men from, or connected to, Sabbatian-ruled Saudi 


Arabia. The ‘19’ were not even on the planes let alone flew those big 
passenger jets into buildings while being largely incompetent at 
piloting one-engine light aircraft. ‘Hijacker’ Hani Hanjour who is 
said to have flown American Airlines Flight 77 into the Pentagon 
with a turn and manoeuvre most professional pilots said they would 
have struggled to do was banned from renting a small plane by 
instructors at the Freeway Airport in Bowie, Maryland, just six weeks 
earlier on the grounds that he was an incompetent pilot. The Jewish 
population of the world is just 0.2 percent with even that almost 
entirely concentrated in Israel (75 percent Jewish) and the United 
States (around two percent). This two percent and globally 0.2 
percent refers to Jewish people and not Sabbatian interlopers who are 
a fraction of that fraction. What a sobering thought when you think 
of the fantastic influence on world affairs of tiny Israel and that the 
Project for the New America Century (PNAC) which laid out the 
blueprint in September, 2000, for America’s war on terror and regime 
change wars in Iraq, Libya and Syria was founded and dominated by 
Sabbatians known as ‘Neocons’. The document conceded that this 
plan would not be supported politically or publicly without a major 
attack on American soil and a Problem-Reaction-Solution excuse to 
send troops to war across the Middle East. Sabbatian Neocons said: 


... [The] process of transformation ... [war and regime change] ... is likely to be a long one, 
absent some catastrophic and catalysing event — like a new Pearl Harbor. 


Four months later many of those who produced that document 
came to power with their inane puppet George Bush from the long- 
time Sabbatian Bush family. They included Sabbatian Dick Cheney 
who was Officially vice-president, but really de-facto president for 
the entirety of the ‘Bush’ government. Nine months after the ‘Bush’ 
inauguration came what Bush called at the time ‘the Pearl Harbor of 
the 21st century’ and with typical Sabbatian timing and symbolism 
2001 was the 60th anniversary of the attack in 1941 by the Japanese 
Air Force on Pearl Harbor, Hawaii, which allowed President 
Franklin Delano Roosevelt to take the United States into a Sabbatian- 


instigated Second World War that he said in his election campaign 
that he never would. The evidence is overwhelming that Roosevelt 
and his military and intelligence networks knew the attack was 
coming and did nothing to stop it, but they did make sure that 
America’s most essential naval ships were not in Hawaii at the time. 
Three thousand Americans died in the Pearl Harbor attacks as they 
did on September 11th. By the 9/11 year of 2001 Sabbatians had 
widely infiltrated the US government, military and intelligence 
operations and used their compartmentalised assets to pull off the 
‘Al-Qaeda’ attacks. If you read The Trigger it will blow your mind to 
see the utterly staggering concentration of ‘Jewish’ operatives 
(Sabbatian infiltrators) in essential positions of political, security, 
legal, law enforcement, financial and business power before, during, 
and after the attacks to make them happen, carry them out, and then 
cover their tracks — and I do mean staggering when you think of that 
0.2 percent of the world population and two percent of Americans 
which are Jewish while Sabbatian infiltrators are a fraction of that. A 
central foundation of the 9/11 conspiracy was the hijacking of 
government, military, Air Force and intelligence computer systems 
in real time through “back-door’ access made possible by Israeli 
(Sabbatian) ‘cyber security’ software. Sabbatian-controlled Israel is 
on the way to rivalling Silicon Valley for domination of cyberspace 
and is becoming the dominant force in cyber-security which gives 
them access to entire computer systems and their passcodes across 
the world. Then add to this that Zionists head (officially) Silicon 
Valley giants like Google (Larry Page and Sergey Brin), Google- 
owned YouTube (Susan Wojcicki), Facebook (Mark Zuckerberg and 
Sheryl Sandberg), and Apple (Chairman Arthur D. Levinson), and 
that ultra-Zionist hedge fund billionaire Paul Singer has a $1 billion 
stake in Twitter which is only nominally headed by ‘CEO’ pothead 
Jack Dorsey. As cable news host Tucker Carlson said of Dorsey: 
‘There used to be debate in the medical community whether 
dropping a ton of acid had permanent effects and I think that debate 
has now ended.’ Carlson made the comment after Dorsey told a 
hearing on Capitol Hill (if you cut through his bullshit) that he 


believed in free speech so long as he got to decide what you can hear 
and see. These ‘big names’ of Silicon Valley are only front men and 
women for the Global Cult, not least the Sabbatians, who are the true 
controllers of these corporations. Does anyone still wonder why 
these same people and companies have been ferociously censoring 
and banning people (like me) for exposing any aspect of the Cult 
agenda and especially the truth about the ‘Covid’ hoax which 
Sabbatians have orchestrated? 

The Jeffrey Epstein paedophile ring was a Sabbatian operation. He 
was Officially ‘Jewish’ but he was a Sabbatian and women abused by 
the ring have told me about the high number of ‘Jewish’ people 
involved. The Epstein horror has Sabbatian written all over it and 
matches perfectly their modus operandi and obsession with sex and 
ritual. Epstein was running a Sabbatian blackmail ring in which 
famous people with political and other influence were provided 
with young girls for sex while everything was being filmed and 
recorded on hidden cameras and microphones at his New York 
house, Caribbean island and other properties. Epstein survivors 
have described this surveillance system to me and some have gone 
public. Once the famous politician or other figure knew he or she 
was on video they tended to do whatever they were told. Here we go 
again ...when you've got them by the balls their hearts and minds 
will follow. Sabbatians use this blackmail technique on a wide scale 
across the world to entrap politicians and others they need to act as 
demanded. Epstein’s private plane, the infamous ‘Lolita Express’, 
had many well-known passengers including Bill Clinton while Bill 
Gates has flown on an Epstein plane and met with him four years 
after Epstein had been jailed for paedophilia. They subsequently met 
many times at Epstein’s home in New York according to a witness 
who was there. Epstein’s infamous side-kick was Ghislaine Maxwell, 
daughter of Mossad agent and ultra-Zionist mega-crooked British 
businessman, Bob Maxwell, who at one time owned the Daily Mirror 
newspaper. Maxwell was murdered at sea on his boat in 1991 by 
Sabbatian-controlled Mossad when he became a liability with his 


business empire collapsing as a former Mossad operative has 
confirmed (see The Trigger). 


Money, money, money, funny money... 
Before I come to the Sabbatian connection with the last three US 
presidents I will lay out the crucial importance to Sabbatians of 
controlling banking and finance. Sabbatian Mayer Amschel 
Rothschild set out to dominate this arena in his family’s quest for 
total global control. What is freedom? It is, in effect, choice. The 
more choices you have the freer you are and the fewer your choices 
the more you are enslaved. In the global structure created over 
centuries by Sabbatians the biggest decider and restrictor of choice is 
... money. Across the world if you ask people what they would like 
to do with their lives and why they are not doing that they will reply 
‘I don’t have the money’. This is the idea. A global elite of multi- 
billionaires are described as ‘greedy’ and that is true on one level; 
but control of money — who has it and who doesn’t — is not primarily 
about greed. It’s about control. Sabbatians have seized ever more 
control of finance and sucked the wealth of the world out of the 
hands of the population. We talk now, after all, about the ‘One- 
percent’ and even then the wealthiest are a lot fewer even than that. 
This has been made possible by a money scam so outrageous and so 
vast it could rightly be called the scam of scams founded on creating 
‘money’ out of nothing and ‘loaning’ that with interest to the 
population. Money out of nothing is called ‘credit’. Sabbatians have 
asserted control over governments and banking ever more 
completely through the centuries and secured financial laws that 
allow banks to lend hugely more than they have on deposit in a 
confidence trick known as fractional reserve lending. Imagine if you 
could lend money that doesn’t exist and charge the recipient interest 
for doing so. You would end up in jail. Bankers by contrast end up in 
mansions, private jets, Malibu and Monaco. 

Banks are only required to keep a fraction of their deposits and 
wealth in their vaults and they are allowed to lend ‘money’ they 
don’t have called ‘credit. Go into a bank for a loan and if you succeed 


the banker will not move any real wealth into your account. They 
will type into your account the amount of the agreed ‘loan’ — say 
£100,000. This is not wealth that really exists; it is non-existent, fresh- 
air, created-out-of-nothing ‘credit’ which has never, does not, and 
will never exist except in theory. Credit is backed by nothing except 
wind and only has buying power because people think that it has 
buying power and accept it in return for property, goods and 
services. I have described this situation as like those cartoon 
characters you see chasing each other and when they run over the 
edge of a cliff they keep running forward on fresh air until one of 
them looks down, realises what’s happened, and they all crash into 
the ravine. The whole foundation of the Sabbatian financial system is 
to stop people looking down except for periodic moments when they 
want to crash the system (as in 2008 and 2020 ongoing) and reap the 
rewards from all the property, businesses and wealth their borrowers 
had signed over as ‘collateral’ in return for a ‘loan’ of fresh air. Most 
people think that money is somehow created by governments when 
it comes into existence from the start as a debt through banks 
‘lending’ illusory money called credit. Yes, the very currency of 
exchange is a debt from day one issued as an interest-bearing loan. 
Why don’t governments create money interest-free and lend it to 
their people interest-free? Governments are controlled by Sabbatians 
and the financial system is controlled by Sabbatians for whom 
interest-free money would be a nightmare come true. Sabbatians 
underpin their financial domination through their global network of 
central banks, including the privately-owned US Federal Reserve 
and Britain’s Bank of England, and this is orchestrated by a 
privately-owned central bank coordination body called the Bank for 
International Settlements in Basle, Switzerland, created by the usual 
suspects including the Rockefellers and Rothschilds. Central bank 
chiefs don’t answer to governments or the people. They answer to 
the Bank for International Settlements or, in other words, the Global 
Cult which is dominated today by Sabbatians. 


There are so many constituent scams within the overall banking 
scam. When you take out a loan of thin-air credit only the amount of 
that loan is theoretically brought into circulation to add to the 
amount in circulation; but you are paying back the principle plus 
interest. The additional interest is not created and this means that 
with every ‘loan’ there is a shortfall in the money in circulation 
between what is borrowed and what has to be paid back. There is 
never even close to enough money in circulation to repay all 
outstanding public and private debt including interest. Coldly 
weaved in the very fabric of the system is the certainty that some 
will lose their homes, businesses and possessions to the banking 
‘lender’. This is less obvious in times of ‘boom’ when the amount of 
money in circulation (and the debt) is expanding through more 
people wanting and getting loans. When a downturn comes and the 
money supply contracts it becomes painfully obvious that there is 
not enough money to service all debt and interest. This is less 
obvious in times of ‘boom’ when the amount of money in circulation 
(and the debt) is expanding through more people wanting and 
getting loans. When a downturn comes and the money supply 
contracts and it becomes painfully obvious — as in 2008 and currently 
— that there is not enough money to service all debt and interest. 
Sabbatian banksters have been leading the human population 
through a calculated series of booms (more debt incurred) and busts 
(when the debt can’t be repaid and the banks get the debtor’s 
tangible wealth in exchange for non-existent ‘credit’). With each 
‘bust’ Sabbatian bankers have absorbed more of the world’s tangible 
wealth and we end up with the One-percent. Governments are in 
bankruptcy levels of debt to the same system and are therefore 
owned by a system they do not control. The Federal Reserve, 
‘America’s central bank’, is privately-owned and American 
presidents only nominally appoint its chairman or woman to 
maintain the illusion that it’s an arm of government. It’s not. The 
‘Fed’ is a cartel of private banks which handed billions to its 
associates and friends after the crash of 2008 and has been Sabbatian- 
controlled since it was manipulated into being in 1913 through the 
covert trickery of Rothschild banking agents Jacob Schiff and Paul 


Warburg, and the Sabbatian Rockefeller family. Somehow from a 
Jewish population of two-percent and globally 0.2 percent (Sabbatian 
interlopers remember are far smaller) ultra-Zionists headed the 
Federal Reserve for 31 years between 1987 and 2018 in the form of 
Alan Greenspan, Bernard Bernanke and Janet Yellen (now Biden’s 
Treasury Secretary) with Yellen’s deputy chairman a Israeli- 
American duel citizen and ultra-Zionist Stanley Fischer, a former 
governor of the Bank of Israel. Ultra-Zionist Fed chiefs spanned the 
presidencies of Ronald Reagan (‘Republican’), Father George Bush 
(‘Republican’), Bill Clinton (‘Democrat’), Boy George Bush 
(‘Republican’) and Barack Obama (‘Democrat’). We should really 
add the pre-Greenspan chairman, Paul Adolph Volcker, ‘appointed’ 
by Jimmy Carter (‘Democrat’) who ran the Fed between 1979 and 
1987 during the Carter and Reagan administrations before 
Greenspan took over. Volcker was a long-time associate and business 
partner of the Rothschilds. No matter what the ‘party’ officially in 
power the United States economy was directed by the same force. 
Here are members of the Obama, Trump and Biden administrations 
and see if you can make out a common theme. 


Barack Obama (Democrat) 

Ultra-Zionists Robert Rubin, Larry Summers, and Timothy Geithner 
ran the US Treasury in the Clinton administration and two of them 
reappeared with Obama. Ultra-Zionist Fed chairman Alan 
Greenspan had manipulated the crash of 2008 through deregulation 
and jumped ship just before the disaster to make way for ultra- 
Zionist Bernard Bernanke to hand out trillions to Sabbatian ‘too big 
to fail’ banks and businesses, including the ubiquitous ultra-Zionist 
Goldman Sachs which has an ongoing staff revolving door operation 
between itself and major financial positions in government 
worldwide. Obama inherited the fallout of the crash when he took 
office in January, 2009, and fortunately he had the support of his 
ultra-Zionist White House Chief of Staff Rahm Emmanuel, son of a 
terrorist who helped to bomb Israel into being in 1948, and his ultra- 
Zionist senior adviser David Axelrod, chief strategist in Obama’s two 


successful presidential campaigns. Emmanuel, later mayor of 
Chicago and former senior fundraiser and strategist for Bill Clinton, 
is an example of the Sabbatian policy after Israel was established of 
migrating insider families to America so their children would be 
born American citizens. ‘Obama’ chose this financial team 
throughout his administration to respond to the Sabbatian-instigated 
crisis: 

Timothy Geithner (ultra-Zionist) Treasury Secretary; Jacob J. Lew, 
Treasury Secretary; Larry Summers (ultra-Zionist), director of the 
White House National Economic Council; Paul Adolph Volcker 
(Rothschild business partner), chairman of the Economic Recovery 
Advisory Board; Peter Orszag (ultra-Zionist), director of the Office of 
Management and Budget overseeing all government spending; 
Penny Pritzker (ultra-Zionist), Commerce Secretary; Jared Bernstein 
(ultra-Zionist), chief economist and economic policy adviser to Vice 
President Joe Biden; Mary Schapiro (ultra-Zionist), chair of the 
Securities and Exchange Commission (SEC); Gary Gensler (ultra- 
Zionist), chairman of the Commodity Futures Trading Commission 
(CFTC); Sheila Bair (ultra-Zionist), chair of the Federal Deposit 
Insurance Corporation (FDIC); Karen Mills (ultra-Zionist), head of 
the Small Business Administration (SBA); Kenneth Feinberg (ultra- 
Zionist), Special Master for Executive [bail-out] Compensation. 
Feinberg would be appointed to oversee compensation (with strings) 
to 9/11 victims and families in a campaign to stop them having their 
day in court to question the official story. At the same time ultra- 
Zionist Bernard Bernanke was chairman of the Federal Reserve and 
these are only some of the ultra-Zionists with allegiance to 
Sabbatian-controlled Israel in the Obama government. Obama’s 
biggest corporate donor was ultra-Zionist Goldman Sachs which had 
employed many in his administration. 


Donald Trump (Republican) 

Trump claimed to be an outsider (he wasn’t) who had come to ‘drain 
the swamp’. He embarked on this goal by immediately appointing 
ultra-Zionist Steve Mnuchin, a Goldman Sachs employee for 17 


years, as his Treasury Secretary. Others included Gary Cohn (ultra- 
Zionist), chief operating officer of Goldman Sachs, his first Director 
of the National Economic Council and chief economic adviser, who 
was later replaced by Larry Kudlow (ultra-Zionist). Trump’s senior 
adviser throughout his four years in the White House was his 
sinister son-in-law Jared Kushner, a life-long friend of Israel Prime 
Minister Benjamin Netanyahu. Kushner is the son of a convicted 
crook who was pardoned by Trump in his last days in office. Other 
ultra-Zionists in the Trump administration included: Stephen Miller, 
Senior Policy Adviser; Avrahm Berkowitz, Deputy Adviser to Trump 
and his Senior Adviser Jared Kushner; Ivanka Trump, Adviser to the 
President, who converted to Judaism when she married Jared 
Kushner; David Friedman, Trump lawyer and Ambassador to Israel; 
Jason Greenblatt, Trump Organization executive vice president and 
chief legal officer, who was made Special Representative for 
International Negotiations and the Israeli-Palestinian Conflict; Rod 
Rosenstein, Deputy Attorney General; Elliot Abrams, Special 
Representative for Venezuela, then Iran; John Eisenberg, National 
Security Council Legal Adviser and Deputy Council to the President 
for National Security Affairs; Anne Neuberger, Deputy National 
Manager, National Security Agency; Ezra Cohen-Watnick, Acting 
Under Secretary of Defense for Intelligence; Elan Carr, Special Envoy 
to monitor and combat anti-Semitism; Len Khodorkovsky, Deputy 
Special Envoy to monitor and combat anti-Semitism; Reed Cordish, 
Assistant to the President, Intragovernmental and Technology 
Initiatives. Trump Vice President Mike Pence and Secretary of State 
Mike Pompeo, both Christian Zionists, were also vehement 
supporters of Israel and its goals and ambitions. 

Donald ‘free-speech believer’ Trump pardoned a number of 
financial and violent criminals while ignoring calls to pardon Julian 
Assange and Edward Snowden whose crimes are revealing highly 
relevant information about government manipulation and 
corruption and the widespread illegal surveillance of the American 
people by US ‘security’ agencies. It’s so good to know that Trump is 
on the side of freedom and justice and not mega-criminals with 


allegiance to Sabbatian-controlled Israel. These included a pardon 
for Israeli spy Jonathan Pollard who was jailed for life in 1987 under 
the Espionage Act. Aviem Sella, the Mossad agent who recruited 
Pollard, was also pardoned by Trump while Assange sat in jail and 
Snowden remained in exile in Russia. Sella had ‘fled’ (was helped to 
escape) to Israel in 1987 and was never extradited despite being 
charged under the Espionage Act. A Trump White House statement 
said that Sella’s clemency had been ‘supported by Benjamin 
Netanyahu, Ron Dermer, Israel’s US Ambassador, David Friedman, 
US Ambassador to Israel and Miriam Adelson, wife of leading 
Trump donor Sheldon Adelson who died shortly before. Other 
friends of Jared Kushner were pardoned along with Sholom Weiss 
who was believed to be serving the longest-ever white-collar prison 
sentence of more than 800 years in 2000. The sentence was 
commuted of Ponzi-schemer Eliyahu Weinstein who defrauded Jews 
and others out of $200 million. I did mention that Assange and 
Snowden were ignored, right? Trump gave Sabbatians almost 
everything they asked for in military and political support, moving 
the US Embassy from Tel Aviv to Jerusalem with its critical symbolic 
and literal implications for Palestinian statehood, and the ‘deal of the 
Century’ designed by Jared Kushner and David Friedman which 
gave the Sabbatian Israeli government the green light to 
substantially expand its already widespread program of building 
illegal Jewish-only settlements in the occupied land of the West 
Bank. This made a two-state ‘solution’ impossible by seizing all the 
land of a potential Palestinian homeland and that had been the plan 
since 1948 and then 1967 when the Arab-controlled Gaza Strip, West 
Bank, Sinai Peninsula and Syrian Golan Heights were occupied by 
Israel. All the talks about talks and road maps and delays have been 
buying time until the West Bank was physically occupied by Israeli 
real estate. Trump would have to be a monumentally ill-informed 
idiot not to see that this was the plan he was helping to complete. 
The Trump administration was in so many ways the Kushner 
administration which means the Netanyahu administration which 
means the Sabbatian administration. I understand why many 
opposing Cult fascism in all its forms gravitated to Trump, but he 


was a crucial part of the Sabbatian plan and I will deal with this in 
the next chapter. 


Joe Bitien (Democrat) 

A barely cognitive Joe Biden took over the presidency in January, 
2021, along with his fellow empty shell, Vice-President Kamala 
Harris, as the latest Sabbatian gofers to enter the White House. 
Names on the door may have changed and the ‘party’ — the force 
behind them remained the same as Zionists were appointed to a 
stream of pivotal areas relating to Sabbatian plans and policy. They 
included: Janet Yellen, Treasury Secretary, former head of the Federal 
Reserve, and still another ultra-Zionist running the US Treasury after 
Mnuchin (Trump), Lew and Geithner (Obama), and Summers and 
Rubin (Clinton); Anthony Blinken, Secretary of State; Wendy 
Sherman, Deputy Secretary of State (so that’s ‘Biden’s’ Sabbatian 
foreign policy sorted); Jeff Zients, White House coronavirus 
coordinator; Rochelle Walensky, head of the Centers for Disease 
Control; Rachel Levine, transgender deputy health secretary (that’s 
‘Covid’ hoax policy under control); Merrick Garland, Attorney 
General; Alejandro Mayorkas, Secretary of Homeland Security; Cass 
Sunstein, Homeland Security with responsibility for new 
immigration laws; Avril Haines, Director of National Intelligence; 
Anne Neuberger, National Security Agency cybersecurity director 
(note, cybersecurity); David Cohen, CIA Deputy Director; Ronald 
Klain, Biden’s Chief of Staff (see Rahm Emanuel); Eric Lander, a 
‘leading geneticist’, Office of Science and Technology Policy director 
(see Smart Grid, synthetic biology agenda); Jessica Rosenworcel, 
acting head of the Federal Communications Commission (FCC) 
which controls Smart Grid technology policy and electromagnetic 
communication systems including 5G. How can it be that so many 
pivotal positions are held by two-percent of the American 
population and 0.2 percent of the world population administration 
after administration no matter who is the president and what is the 
party? It’s a coincidence? Of course it’s not and this is why 
Sabbatians have built their colossal global web of interlocking ‘anti- 


hate’ hate groups to condemn anyone who asks these glaring 
questions as an ‘anti-Semite’. The way that Jewish people horrifically 
abused in Sabbatian-backed Nazi Germany are exploited to this end 
is stomach-turning and disgusting beyond words. 


Political fusion 

Sabbatian manipulation has reversed the roles of Republicans and 
Democrats and the same has happened in Britain with the 
Conservative and Labour Parties. Republicans and Conservatives 
were always labelled the ‘right’ and Democrats and Labour the ‘left’, 
but look at the policy positions now and the Democrat-Labour ‘left’ 
has moved further to the ‘right’ than Republicans and Conservatives 
under the banner of ‘Woke’, the Cult-created far-right tyranny. 
Where once the Democrat-Labour ‘left’ defended free speech and 
human rights they now seek to delete them and as I said earlier 
despite the ‘Covid’ fascism of the Jackboot Johnson Conservative 
government in the UK the Labour Party of leader Keir Starmer 
demanded even more extreme measures. The Labour Party has been 
very publicly absorbed by Sabbatians after a political and media 
onslaught against the previous leader, the weak and inept Jeremy 
Corbyn, over made-up allegations of ‘anti-Semitism’ both by him 
and his party. The plan was clear with this ‘anti-Semite’ propaganda 
and what was required in response was a swift and decisive ‘fuck 
off’ from Corbyn and a statement to expose the Anti-Semitism 
Industry (Sabbatian) attempt to silence Labour criticism of the Israeli 
government (Sabbatians) and purge the party of all dissent against 
the extremes of ultra-Zionism (Sabbatians). Instead Corbyn and his 
party fell to their knees and appeased the abusers which, by 
definition, is impossible. Appeasing one demand leads only to anew 
demand to be appeased until takeover is complete. Like I say — ‘fuck 
off’ would have been a much more effective policy and I have used it 
myself with great effect over the years when Sabbatians are on my 
case which is most of the time. I consider that fact a great 
compliment, by the way. The outcome of the Labour Party 
capitulation is that we now have a Sabbatian-controlled 


Conservative Party ‘opposed’ by a Sabbatian-controlled Labour 
Party in a one-party Sabbatian state that hurtles towards the 
extremes of tyranny (the Sabbatian cult agenda). In America the 
situation is the same. Labour’s Keir Starmer spends his days on his 
knees with his tongue out pointing to Tel Aviv, or I guess now 
Jerusalem, while Boris Johnson has an ‘anti-Semitism czar’ in the 
form of former Labour MP John Mann who keeps Starmer company 
on his prayer mat. 

Sabbatian influence can be seen in Jewish members of the Labour 
Party who have been ejected for criticism of Israel including those 
from families that suffered in Nazi Germany. Sabbatians despise real 
Jewish people and target them even more harshly because it is so 
much more difficult to dub them ‘anti-Semitic’ although in their 
desperation they do try. 


CHAPTER THREE 
The Pushbacker sting 


Until you realize how easy it is for your mind to be manipulated, you 
remain the puppet of someone else’s game 
Evita Ochel 


will use the presidencies of Trump and Biden to show how the 

manipulation of the one-party state plays out behind the illusion 
of political choice across the world. No two presidencies could — on 
the face of it — be more different and apparently at odds in terms of 
direction and policy. 

A Renegade Mind sees beyond the obvious and focuses on 
outcomes and consequences and not image, words and waffle. The 
Cult embarked on a campaign to divide America between those who 
blindly support its agenda (the mentality known as ‘Woke’) and 
those who are pushing back on where the Cult and its Sabbatians 
want to go. This presents infinite possibilities for dividing and ruling 
the population by setting them at war with each other and allows a 
perceptual ring fence of demonisation to encircle the Pushbackers in 
a modern version of the Little Big Horn in 1876 when American 
cavalry led by Lieutenant Colonel George Custer were drawn into a 
trap, surrounded and killed by Native American tribes defending 
their land of thousands of years from being seized by the 
government. In this modern version the roles are reversed and it’s 
those defending themselves from the Sabbatian government who are 
surrounded and the government that’s seeking to destroy them. This 
trap was set years ago and to explain how we must return to 2016 


and the emergence of Donald Trump as a candidate to be President 
of the United States. He set out to overcome the best part of 20 other 
candidates in the Republican Party before and during the primaries 
and was not considered by many in those early stages to have a 
prayer of living in the White House. The Republican Party was said 
to have great reservations about Trump and yet somehow he won 
the nomination. When you know how American politics works — 
politics in general — there is no way that Trump could have become 
the party’s candidate unless the Sabbatian-controlled ‘Neocons’ that 
run the Republican Party wanted that to happen. We saw the proof 
in emails and documents made public by WikiLeaks that the 
Democratic Party hierarchy, or Democons, systematically 
undermined the campaign of Bernie Sanders to make sure that 
Sabbatian gofer Hillary Clinton won the nomination to be their 
presidential candidate. If the Democons could do that then the 
Neocons in the Republican Party could have derailed Trump in the 
same way. But they didn’t and at that stage I began to conclude that 
Trump could well be the one chosen to be president. If that was the 
case the ‘why’ was pretty clear to see — the goal of dividing America 
between Cult agenda-supporting Wokers and Pushbackers who 
gravitated to Trump because he was telling them what they wanted 
to hear. His constituency of support had been increasingly ignored 
and voiceless for decades and profoundly through the eight years of 
Sabbatian puppet Barack Obama. Now here was someone speaking 
their language of pulling back from the incessant globalisation of 
political and economic power, the exporting of American jobs to 
China and elsewhere by ‘American’ (Sabbatian) corporations, the 
deletion of free speech, and the mass immigration policies that had 
further devastated job opportunities for the urban working class of 
all races and the once American heartlands of the Midwest. 


Beware the forked tongue 

Those people collectively sighed with relief that at last a political 
leader was apparently on their side, but another trait of the 
Renegade Mind is that you look even harder at people telling you 


what you want to hear than those who are telling you otherwise. 
Obviously as I said earlier people wish what they want to hear to be 
true and genuine and they are much more likely to believe that than 
someone saying what they don’t want to here and don’t want to be 
true. Sales people are taught to be skilled in eliciting by calculated 
questioning what their customers want to hear and repeating that 
back to them as their own opinion to get their targets to like and 
trust them. Assets of the Cult are also sales people in the sense of 
selling perception. To read Cult manipulation you have to play the 
long and expanded game and not fall for the Vaudeville show of 
party politics. Both American parties are vehicles for the Cult and 
they exploit them in different ways depending on what the agenda 
requires at that moment. Trump and the Republicans were used to 
be the focus of dividing America and isolating Pushbackers to open 
the way for a Biden presidency to become the most extreme in 
American history by advancing the full-blown Woke (Cult) agenda 
with the aim of destroying and silencing Pushbackers now labelled 
Nazi Trump supporters and white supremacists. 

Sabbatians wanted Trump in office for the reasons described by 
ultra-Zionist Saul Alinsky (1909-1972) who was promoting the Woke 
philosophy through ‘community organising’ long before anyone had 
heard of it. In those days it still went by its traditional name of 
Marxism. The reason for the manipulated Trump phenomenon was 
laid out in Alinsky’s 1971 book, Rules for Radicals, which was his 
blueprint for overthrowing democratic and other regimes and 
replacing them with Sabbatian Marxism. Not surprisingly his to-do 
list was evident in the Sabbatian French and Russian ‘Revolutions’ 
and that in China which will become very relevant in the next 
chapter about the ‘Covid’ hoax. Among Alinsky’s followers have 
been the deeply corrupt Barack Obama, House Speaker Nancy Pelosi 
and Hillary Clinton who described him as a ‘hero’. All three are 
Sabbatian stooges with Pelosi personifying the arrogant corrupt 
idiocy that so widely fronts up for the Cult inner core. Predictably as 
a Sabbatian advocate of the ‘light-bringer’ Alinsky features Lucifer 
on the dedication page of his book as the original radical who gained 


his own kingdom (‘Earth’ as we shall see). One of Alinsky’s golden 
radical rules was to pick an individual and focus all attention, hatred 
and blame on them and not to target faceless bureaucracies and 
corporations. Rules for Radicals is really a Sabbatian handbook with 
its contents repeatedly employed all over the world for centuries and 
why wouldn’t Sabbatians bring to power their designer-villain to be 
used as the individual on which all attention, hatred and blame was 
bestowed? This is what they did and the only question for me is how 
much Trump knew that and how much he was manipulated. A bit of 
both, I suspect. This was Alinsky’s Trump technique from a man 
who died in 1972. The technique has spanned history: 


Pick the target, freeze it, personalize it, polarize it. Don’t try to attack abstract corporations or 
bureaucracies. Identify a responsible individual. Ignore attempts to shift or spread the blame. 


From the moment Trump came to illusory power everything was 
about him. It wasn’t about Republican policy or opinion, but all 
about Trump. Everything he did was presented in negative, 
derogatory and abusive terms by the Sabbatian-dominated media 
led by Cult operations such as CNN, MSNBC, The New York Times 
and the Jeff Bezos-owned Washington Post — ‘Pick the target, freeze it, 
personalize it, polarize it.’ Trump was turned into a demon to be 
vilified by those who hated him and a demi-god loved by those who 
worshipped him. This, in turn, had his supporters, too, presented as 
equally demonic in preparation for the punchline later down the line 
when Biden was about to take office. It was here’s a Trump, there’s a 
Trump, everywhere a Trump, Trump. Virtually every news story or 
happening was filtered through the lens of ‘The Donald’. You loved 
him or hated him and which one you chose was said to define you as 
Satan’s spawn or a paragon of virtue. Even supporting some Trump 
policies or statements and not others was enough for an assault on 
your character. No shades of grey were or are allowed. Everything is 
black and white (literally and figuratively). A Californian I knew had 
her head utterly scrambled by her hatred for Trump while telling 
people they should love each other. She was so totally consumed by 


Trump Derangement Syndrome as it became to be known that this 
glaring contradiction would never have occurred to her. By 
definition anyone who criticised Trump or praised his opponents 
was a hero and this lady described Joe Biden as ‘a kind, honest 
gentleman’ when he’s a provable liar, mega-crook and vicious piece 
of work to boot. Sabbatians had indeed divided America using 
Trump as the fall-guy and all along the clock was ticking on the 
consequences for his supporters. 


In hock to his masters 

Trump gave Sabbatians via Israel almost everything they wanted in 
his four years. Ask and you shall receive was the dynamic between 
himself and Benjamin Netanyahu orchestrated by Trump’s ultra- 
Zionist son-in-law Jared Kushner, his ultra-Zionist Ambassador to 
Israel, David Friedman, and ultra-Zionist ‘Israel adviser’, Jason 
Greenblatt. The last two were central to the running and protecting 
from collapse of his business empire, the Trump Organisation, and 
colossal business failures made him forever beholding to Sabbatian 
networks that bailed him out. By the start of the 1990s Trump owed 
$4 billion to banks that he couldn’t pay and almost $1billion of that 
was down to him personally and not his companies. This mega- 
disaster was the result of building two new casinos in Atlantic City 
and buying the enormous Taj Mahal operation which led to 
crippling debt payments. He had borrowed fantastic sums from 72 
banks with major Sabbatian connections and although the scale of 
debt should have had him living in a tent alongside the highway 
they never foreclosed. A plan was devised to lift Trump from the 
mire by BT Securities Corporation and Rothschild Inc. and the case 
was handled by Wilber Ross who had worked for the Rothschilds for 
27 years. Ross would be named US Commerce Secretary after 
Trump’s election. Another crucial figure in saving Trump was ultra- 
Zionist ‘investor’ Carl Icahn who bought the Taj Mahal casino. Icahn 
was made special economic adviser on financial regulation in the 
Trump administration. He didn’t stay long but still managed to find 
time to make a tidy sum of a reported $31.3 million when he sold his 


holdings affected by the price of steel three days before Trump 
imposed a 235 percent tariff on steel imports. What amazing bits of 
luck these people have. Trump and Sabbatian operatives have long 
had a close association and his mentor and legal adviser from the 
early 1970s until 1986 was the dark and genetically corrupt ultra- 
Zionist Roy Cohn who was chief counsel to Senator Joseph 
McCarthy’s ‘communist’ witch-hunt in the 1950s. Esquire magazine 
published an article about Cohn with the headline ‘Don’t mess with 
Roy Cohn’. He was described as the most feared lawyer in New York 
and ‘a ruthless master of dirty tricks ... [with] ... more than one Mafia 
Don on speed dial’. Cohn’s influence, contacts, support and 
protection made Trump a front man for Sabbatians in New York 
with their connections to one of Cohn’s many criminal employers, 
the ‘Russian’ Sabbatian Mafia. Israel-centric media mogul Rupert 
Murdoch was introduced to Trump by Cohn and they started a long 
friendship. Cohn died in 1986 weeks after being disbarred for 
unethical conduct by the Appellate Division of the New York State 
Supreme Court. The wheels of justice do indeed run slow given the 
length of Cohn’s crooked career. 


QAnon-sense 

We are asked to believe that Donald Trump with his fundamental 
connections to Sabbatian networks and operatives has been leading 
the fight to stop the Sabbatian agenda for the fascistic control of 
America and the world. Sure he has. A man entrapped during his 
years in the White House by Sabbatian operatives and whose biggest 
financial donor was casino billionaire Sheldon Adelson who was 
Sabbatian to his DNA?? Oh, do come on. Trump has been used to 
divide America and isolate Pushbackers on the Cult agenda under 
the heading of ‘Trump supporters’, ‘insurrectionists’ and ‘white 
supremacists’. The US Intelligence/Mossad Psyop or psychological 
operation known as QAnon emerged during the Trump years as a 
central pillar in the Sabbatian campaign to lead Pushbackers into the 
trap set by those that wished to destroy them. I knew from the start 
that QAnon was a scam because I had seen the same scenario many 


times before over 30 years under different names and I had written 
about one in particular in the books. “Not again’ was my reaction 
when QAnon came to the fore. The same script is pulled out every 
few years and a new name added to the letterhead. The story always 
takes the same form: ‘Insiders’ or ‘the good guys’ in the government- 
intelligence-military ‘Deep State’ apparatus were going to instigate 
mass arrests of the ‘bad guys’ which would include the Rockefellers, 
Rothschilds, Barack Obama, Hillary Clinton, George Soros, etc., etc. 
Dates are given for when the ‘good guys’ are going to move in, but 
the dates pass without incident and new dates are given which pass 
without incident. The central message to Pushbackers in each case is 
that they don’t have to do anything because there is ‘a plan’ and it is 
all going to be sorted by the ‘good guys’ on the inside. ‘Trust the 
plan’ was a QAnon mantra when the only plan was to misdirect 
Pushbackers into putting their trust in a Psyop they believed to be 
real. Beware, beware, those who tell you what you want to hear and 
always check it out. Right up to Biden’s inauguration QAnon was 
still claiming that ‘the Storm’ was coming and Trump would stay on 
as president when Biden and his cronies were arrested and jailed. It 
was never going to happen and of course it didn’t, but what did 
happen as a result provided that punchline to the Sabbatian 
Trump/QAnon Psyop. 

On January 6th, 2021, a very big crowd of Trump supporters 
gathered in the National Mall in Washington DC down from the 
Capitol Building to protest at what they believed to be widespread 
corruption and vote fraud that stopped Trump being re-elected for a 
second term as president in November, 2020. I say as someone that 
does not support Trump or Biden that the evidence is clear that 
major vote-fixing went on to favour Biden, a man with cognitive 
problems so advanced he can often hardly string a sentence together 
without reading the words written for him on the Teleprompter. 
Glaring ballot discrepancies included serious questions about 
electronic voting machines that make vote rigging a comparative 
cinch and hundreds of thousands of paper votes that suddenly 
appeared during already advanced vote counts and virtually all of 


them for Biden. Early Trump leads in crucial swing states suddenly 
began to close and disappear. The pandemic hoax was used as the 
excuse to issue almost limitless numbers of mail-in ballots with no 
checks to establish that the recipients were still alive or lived at that 
address. They were sent to streams of people who had not even 
asked for them. Private organisations were employed to gather these 
ballots and who knows what they did with them before they turned 
up at the counts. The American election system has been 
manipulated over decades to become a sick joke with more holes 
than a Swiss cheese for the express purpose of dictating the results. 
Then there was the criminal manipulation of information by 
Sabbatian tech giants like Facebook, Twitter and Google-owned 
YouTube which deleted pro-Irump, anti-Biden accounts and posts 
while everything in support of Biden was left alone. Sabbatians 
wanted Biden to win because after the dividing of America it was 
time for full-on Woke and every aspect of the Cult agenda to be 
unleashed. 


Hunter gatherer 

Extreme Silicon Valley bias included blocking information by the 
New York Post exposing a Biden scandal that should have ended his 
bid for president in the final weeks of the campaign. Hunter Biden, 
his monumentally corrupt son, is reported to have sent a laptop to 
be repaired at a local store and failed to return for it. Time passed 
until the laptop became the property of the store for non-payment of 
the bill. When the owner saw what was on the hard drive he gave a 
copy to the FBI who did nothing even though it confirmed 
widespread corruption in which the Joe Biden family were using his 
political position, especially when he was vice president to Obama, 
to make multiple millions in countries around the world and most 
notably Ukraine and China. Hunter Biden’s one-time business 
partner Tony Bobulinski went public when the story broke in the 
New York Post to confirm the corruption he saw and that Joe Biden 
not only knew what was going on he also profited from the spoils. 
Millions were handed over by a Chinese company with close 


connections — like all major businesses in China — to the Chinese 
communist party of President Xi Jinping. Joe Biden even boasted at a 
meeting of the Cult’s World Economic Forum that as vice president 
he had ordered the government of Ukraine to fire a prosecutor. What 
he didn’t mention was that the same man just happened to be 
investigating an energy company which was part of Hunter Biden’s 
corrupt portfolio. The company was paying him big bucks for no 
other reason than the influence his father had. Overnight Biden’s 
presidential campaign should have been over given that he had lied 
publicly about not knowing what his son was doing. Instead almost 
the entire Sabbatian-owned mainstream media and Sabbatian- 
owned Silicon Valley suppressed circulation of the story. This alone 
went a mighty way to rigging the election of 2020. Cult assets like 
Mark Zuckerberg at Facebook also spent hundreds of millions to be 
used in support of Biden and vote ‘administration’. 


The Cult had used Trump as the focus to divide America and was 
now desperate to bring in moronic, pliable, corrupt Biden to 
complete the double-whammy. No way were they going to let little 
things like the will of the people thwart their plan. Silicon Valley 
widely censored claims that the election was rigged because it was 
rigged. For the same reason anyone claiming it was rigged was 
denounced as a ‘white supremacist’ including the pathetically few 
Republican politicians willing to say so. Right across the media 
where the claim was mentioned it was described as a ‘false claim’ 
even though these excuses for ‘journalists’ would have done no 
research into the subject whatsoever. Trump won seven million more 
votes than any sitting president had ever achieved while somehow a 
cognitively-challenged soon to be 78-year-old who was hidden away 
from the public for most of the campaign managed to win more 
votes than any presidential candidate in history. It makes no sense. 
You only had to see election rallies for both candidates to witness the 
enthusiasm for Trump and the apathy for Biden. Tens of thousands 
would attend Trump events while Biden was speaking in empty car 
parks with often only television crews attending and framing their 
shots to hide the fact that no one was there. It was pathetic to see 


footage come to light of Biden standing at a podium making 
speeches only to TV crews and party fixers while reading the words 
written for him on massive Teleprompter screens. So, yes, those 
protestors on January 6th had a point about election rigging, but 
some were about to walk into a trap laid for them in Washington by 
the Cult Deep State and its QAnon Psyop. This was the Capitol Hill 
riot ludicrously dubbed an ‘insurrection’. 


The spider and the fly 

Renegade Minds know there are not two ‘sides’ in politics, only one 
side, the Cult, working through all ‘sides’. It’s a stage show, a puppet 
show, to direct the perceptions of the population into focusing on 
diversions like parties and candidates while missing the puppeteers 
with their hands holding all the strings. The Capitol Hill 
‘insurrection’ brings us back to the Little Big Horn. Having created 
two distinct opposing groupings — Woke and Pushbackers — the trap 
was about to be sprung. Pushbackers were to be encircled and 
isolated by associating them all in the public mind with Trump and 
then labelling Trump as some sort of Confederate leader. I knew 
immediately that the Capitol riot was a set-up because of two things. 
One was how easy the rioters got into the building with virtually no 
credible resistance and secondly I could see — as with the ‘Covid’ 
hoax in the West at the start of 2020 — how the Cult could exploit the 
situation to move its agenda forward with great speed. My 
experience of Cult techniques and activities over more than 30 years 
has showed me that while they do exploit situations they haven't 
themselves created this never happens with events of fundamental 
agenda significance. Every time major events giving cultists the 
excuse to rapidly advance their plan you find they are manipulated 
into being for the specific reason of providing that excuse — Problem- 
Reaction-Solution. Only a tiny minority of the huge crowd of 
Washington protestors sought to gain entry to the Capitol by 
smashing windows and breaching doors. That didn’t matter. The 
whole crowd and all Pushbackers, even if they did not support 
Trump, were going to be lumped together as dangerous 


insurrectionists and conspiracy theorists. The latter term came into 
widespread use through a CIA memo in the 1960s aimed at 
discrediting those questioning the nonsensical official story of the 
Kennedy assassination and it subsequently became widely 
employed by the media. It’s still being used by inept ‘journalists’ 
with no idea of its origin to discredit anyone questioning anything 
that authority claims to be true. When you are perpetrating a 
conspiracy you need to discredit the very word itself even though 
the dictionary definition of conspiracy is merely ‘the activity of 
secretly planning with other people to do something bad or illegal’ 
and ‘a general agreement to keep silent about a subject for the 
purpose of keeping it secret’. On that basis there are conspiracies 
almost wherever you look. For obvious reasons the Cult and its 
lapdog media have to claim there are no conspiracies even though 
the word appears in state laws as with conspiracy to defraud, to 
murder, and to corrupt public morals. 


Agent provocateurs are widely used by the Cult Deep State to 
manipulate genuine people into acting in ways that suit the desired 
outcome. By genuine in this case I mean protestors genuinely 
supporting Trump and claims that the election was stolen. In among 
them, however, were agents of the state wearing the garb of Trump 
supporters and QAnon to pump-prime the Capital riot which some 
genuine Trump supporters naively fell for. I described the situation 
as ‘Come into my parlour said the spider to the fly’. Leaflets 
appeared through the Woke paramilitary arm Antifa, the anti-fascist 
fascists, calling on supporters to turn up in Washington looking like 
Trump supporters even though they hated him. Some of those 
arrested for breaching the Capitol Building were sourced to Antifa 
and its stable mate Black Lives Matter. Both organisations are funded 
by Cult billionaires and corporations. One man charged for the riot 
was according to his lawyer a former FBI agent who had held top 
secret security clearance for 40 years. Attorney Thomas Plofchan said 
of his client, 66-year-old Thomas Edward Caldwell: 


He has held a Top Secret Security Clearance since 1979 and has undergone multiple Special 
Background Investigations in support of his clearances. After retiring from the Navy, he 


worked as a section chief for the Federal Bureau of Investigation from 2009-2010 as a GS-12 
[mid-level employee]. 


He also formed and operated a consulting firm performing work, often classified, for U.S 
government customers including the US. Drug Enforcement Agency, Department of Housing 
and Urban Development, the US Coast Guard, and the US Army Personnel Command. 


A judge later released Caldwell pending trial in the absence of 
evidence about a conspiracy or that he tried to force his way into the 
building. The New York Post reported a ‘law enforcement source’ as 
saying that ‘at least two known Antifa members were spotted’ on 
camera among Trump supporters during the riot while one of the 
rioters arrested was John Earle Sullivan, a seriously extreme Black 
Lives Matter Trump-hater from Utah who was previously arrested 
and charged in July, 2020, over a BLM-Antifa riot in which drivers 
were threatened and one was shot. Sullivan is the founder of Utah- 
based Insurgence USA which is an affiliate of the Cult-created-and- 
funded Black Lives Matter movement. Footage appeared and was 
then deleted by Twitter of Trump supporters calling out Antifa 
infiltrators and a group was filmed changing into pro-Trump 
clothing before the riot. Security at the building was pathetic — as 
planned. Colonel Leroy Fletcher Prouty, a man with long experience 
in covert operations working with the US security apparatus, once 
described the tell-tale sign to identify who is involved in an 
assassination. He said: 


No one has to direct an assassination — it happens. The active role is played secretly by 
permitting it to happen. This is the greatest single clue. Who has the power to call off or 
reduce the usual security precautions? 


This principle applies to many other situations and certainly to the 
Capitol riot of January 6th, 2021. 


The sting 

With such a big and potentially angry crowd known to be gathering 
near the Capitol the security apparatus would have had a major 
police detail to defend the building with National Guard troops on 


standby given the strength of feeling among people arriving from all 
over America encouraged by the QAnon Psyop and statements by 
Donald Trump. Instead Capitol Police ‘security’ was flimsy, weak, 
and easily breached. The same number of officers was deployed as 
on a regular day and that is a blatant red flag. They were not staffed 
or equipped for a possible riot that had been an obvious possibility 
in the circumstances. No protective and effective fencing worth the 
name was put in place and there were no contingency plans. The 
whole thing was basically a case of standing aside and waving 
people in. Once inside police mostly backed off apart from one 
Capitol police officer who ridiculously shot dead unarmed Air Force 
veteran protestor Ashli Babbitt without a warning as she climbed 
through a broken window. The ‘investigation’ refused to name or 
charge the officer after what must surely be considered a murder in 
the circumstances. They just lifted a carpet and swept. The story was 
endlessly repeated about five people dying in the ‘armed 
insurrection’ when there was no report of rioters using weapons. 
Apart from Babbitt the other four died from a heart attack, strokes 
and apparently a drug overdose. Capitol police officer Brian Sicknick 
was reported to have died after being bludgeoned with a fire 
extinguisher when he was alive after the riot was over and died later 
of what the Washington Medical Examiner’s Office said was a stroke. 
Sicknick had no external injuries. The lies were delivered like rapid 
fire. There was a narrative to build with incessant repetition of the lie 
until the lie became the accepted ‘everybody knows that’ truth. The 
‘Big Lie’ technique of Nazi Propaganda Minister Joseph Goebbels is 
constantly used by the Cult which was behind the Nazis and is 
today behind the ‘Covid’ and ‘climate change’ hoaxes. Goebbels 
said: 


If you tell a lie big enough and keep repeating it, people will eventually come to believe it. 
The lie can be maintained only for such time as the State can shield the people from the 
political, economic and/or military consequences of the lie. It thus becomes vitally important 
for the State to use all of its powers to repress dissent, for the truth is the mortal enemy of the 
lie, and thus by extension, the truth is the greatest enemy of the State. 


Most protestors had a free run of the Capitol Building. This 
allowed pictures to be taken of rioters in iconic parts of the building 
including the Senate chamber which could be used as propaganda 
images against all Pushbackers. One Congresswoman described the 
scene as ‘the worst kind of non-security anybody could ever 
imagine’. Well, the first part was true, but someone obviously did 
imagine it and made sure it happened. Some photographs most 
widely circulated featured people wearing QAnon symbols and now 
the Psyop would be used to dub all QAnon followers with the 
ubiquitous fit-all label of “white supremacist’ and ‘insurrectionists’. 
When a Muslim extremist called Noah Green drove his car at two 
police officers at the Capitol Building killing one in April, 2021, there 
was no such political and media hysteria. They were just 
disappointed he wasn’t white. 


The witch-hunt 


Government prosecutor Michael Sherwin, an aggressive, dark-eyed, 
professional Rottweiler led the ‘investigation’ and to call it over the 
top would be to understate reality a thousand fold. Hundreds were 
tracked down and arrested for the crime of having the wrong 
political views and people were jailed who had done nothing more 
than walk in the building, committed no violence or damage to 
property, took a few pictures and left. They were labelled a ‘threat to 
the Republic’ while Biden sat in the White House signing executive 
orders written for him that were dismantling ‘the Republic’. Even 
when judges ruled that a mother and son should not be in jail the 
government kept them there. Some of those arrested have been 
badly beaten by prison guards in Washington and lawyers for one 
man said he suffered a fractured skull and was made blind in one 
eye. Meanwhile a woman is shot dead for no reason by a Capitol 
Police officer and we are not allowed to know who he is never mind 
what has happened to him although that will be nothing. The Cult’s 
QAnon/Trump sting to identify and isolate Pushbackers and then 
target them on the road to crushing and deleting them was a 
resounding success. You would have thought the Russians had 


invaded the building at gunpoint and lined up senators for a firing 
squad to see the political and media reaction. Congresswoman 
Alexandria Ocasio-Cortez is a child in a woman’s body, a terrible- 
twos, me, me, me, Woker narcissist of such proportions that words 
have no meaning. She said she thought she was going to die when 
‘insurrectionists’ banged on her office door. It turned out she wasn’t 
even in the Capitol Building when the riot was happening and the 
‘banging’ was a Capitol Police officer. She referred to herself as a 
‘survivor’ which is an insult to all those true survivors of violent and 
sexual abuse while she lives her pampered and privileged life 
talking drivel for a living. Her Woke colleague and fellow mega- 
narcissist Rashida Tlaib broke down describing the devastating 
effect on her, too, of not being in the building when the rioters were 
there. Ocasio-Cortez and Tlaib are members of a fully-Woke group 
of Congresswomen known as ‘The Squad’ along with Ilhan Omar 
and Ayanna Pressley. The Squad from what I can see can be 
identified by its vehement anti-white racism, anti-white men agenda, 
and, as always in these cases, the absence of brain cells on active 
duty. 

The usual suspects were on the riot case immediately in the form 
of Democrat ultra-Zionist senators and operatives Chuck Schumer 
and Adam Schiff demanding that Trump be impeached for ‘his part 
in the insurrection’. The same pair of prats had led the failed 
impeachment of Trump over the invented ‘Russia collusion’ 
nonsense which claimed Russia had helped Trump win the 2016 
election. I didn’t realise that Tel Aviv had been relocated just outside 
Moscow. I must find an up-to-date map. The Russia hoax was a 
Sabbatian operation to keep Trump occupied and impotent and to 
stop any rapport with Russia which the Cult wants to retain as a 
perceptual enemy to be pulled out at will. Puppet Biden began 
attacking Russia when he came to office as the Cult seeks more 
upheaval, division and war across the world. A two-year stage show 
‘Russia collusion inquiry’ headed by the not-very-bright former 9/11 
FBI chief Robert Mueller, with support from 19 lawyers, 40 FBI 
agents plus intelligence analysts, forensic accountants and other 


staff, devoured tens of millions of dollars and found no evidence of 
Russia collusion which a ten-year-old could have told them on day 
one. Now the same moronic Schumer and Schiff wanted a second 
impeachment of Trump over the Capitol ‘insurrection’ (riot) which 
the arrested development of Schumer called another ‘Pearl Harbor’ 
while others compared it with 9/11 in which 3,000 died and, in the 
case of CNN, with the Rwandan genocide in the 1990s in which an 
estimated 500,000 to 600,000 were murdered, between 250, 000 and 
500,000 women were raped, and populations of whole towns were 
hacked to death with machetes. To make those comparisons purely 
for Cult political reasons is beyond insulting to those that suffered 
and lost their lives and confirms yet again the callous inhumanity 
that we are dealing with. Schumer is a monumental idiot and so is 
Schiff, but they serve the Cult agenda and do whatever they’re told 
so they get looked after. Talking of idiots — another inane man who 
spanned the Russia and Capitol impeachment attempts was Senator 
Eric Swalwell who had the nerve to accuse Trump of collusion with 
the Russians while sleeping with a Chinese spy called Christine Fang 
or ‘Fang Fang’ which is straight out of a Bond film no doubt starring 
Klaus Schwab as the bloke living on a secret island and controlling 
laser weapons positioned in space and pointing at world capitals. 
Fang Fang plays the part of Bond’s infiltrator girlfriend which I’m 
sure she would enjoy rather more than sharing a bed with the 
brainless Swalwell, lying back and thinking of China. The FBI 
eventually warned Swalwell about Fang Fang which gave her time 
to escape back to the Chinese dictatorship. How very thoughtful of 
them. The second Trump impeachment also failed and hardly 
surprising when an impeachment is supposed to remove a sitting 
president and by the time it happened Trump was no longer 
president. These people are running your country America, well, 
officially anyway. Terrifying isn’t it? 


Outcomes tell the story - always 
The outcome of all this — and it’s the outcome on which Renegade 
Minds focus, not the words — was that a vicious, hysterical and 


obviously pre-planned assault was launched on Pushbackers to 
censor, silence and discredit them and even targeted their right to 
earn a living. They have since been condemned as ‘domestic 
terrorists’ that need to be treated like Al-Qaeda and Islamic State. 
‘Domestic terrorists’ is a label the Cult has been trying to make stick 
since the period of the Oklahoma bombing in 1995 which was 
blamed on ‘far-right domestic terrorists’. If you read The Trigger you 
will see that the bombing was clearly a Problem-Reaction-Solution 
carried out by the Deep State during a Bill Clinton administration so 
corrupt that no dictionary definition of the term would even nearly 
suffice. Nearly 30, 000 troops were deployed from all over America 
to the empty streets of Washington for Biden’s inauguration. Ten 
thousand of them stayed on with the pretext of protecting the capital 
from insurrectionists when it was more psychological programming 
to normalise the use of the military in domestic law enforcement in 
support of the Cult plan for a police-military state. Biden’s fascist 
administration began a purge of ‘wrong-thinkers’ in the military 
which means anyone that is not on board with Woke. The Capitol 
Building was surrounded by a fence with razor wire and the Land of 
the Free was further symbolically and literally dismantled. The circle 
was completed with the installation of Biden and the exploitation of 
the QAnon Psyop. 

America had never been so divided since the civil war of the 19th 
century, Pushbackers were isolated and dubbed terrorists and now, 
as was always going to happen, the Cult immediately set about 
deleting what little was left of freedom and transforming American 
society through a swish of the hand of the most controlled 
‘president’ in American history leading (officially at least) the most 
extreme regime since the country was declared an independent state 
on July 4th, 1776. Biden issued undebated, dictatorial executive 
orders almost by the hour in his opening days in office across the 
whole spectrum of the Cult wish-list including diluting controls on 
the border with Mexico allowing thousands of migrants to illegally 
enter the United States to transform the demographics of America 
and import an election-changing number of perceived Democrat 


voters. Then there were Biden deportation amnesties for the already 
illegally resident (estimated to be as high as 20 or even 30 million). A 
bill before Congress awarded American citizenship to anyone who 
could prove they had worked in agriculture for just 180 days in the 
previous two years as ‘Big Ag’ secured its slave labour long-term. 
There were the plans to add new states to the union such as Puerto 
Rico and making Washington DC a state. They are all parts of a plan 
to ensure that the Cult-owned Woke Democrats would be 
permanently in power. 


Border — what border? 

I have exposed in detail in other books how mass immigration into 
the United States and Europe is the work of Cult networks fuelled by 
the tens of billions spent to this and other ends by George Soros and 
his global Open Society (open borders) Foundations. The impact can 
be seen in America alone where the population has increased by 100 
million in little more than 30 years mostly through immigration. I 
wrote in The Answer that the plan was to have so many people 
crossing the southern border that the numbers become unstoppable 
and we are now there under Cult-owned Biden. El Salvador in 
Central America puts the scale of what is happening into context. A 
third of the population now lives in the United States, much of it 
illegally, and many more are on the way. The methodology is to 
crush Central and South American countries economically and 
spread violence through machete-wielding psychopathic gangs like 
MS-13 based in El Salvador and now operating in many American 
cities. Biden-imposed lax security at the southern border means that 
it is all but open. He said before his ‘election’ that he wanted to see a 
surge towards the border if he became president and that was the 
green light for people to do just that after election day to create the 
human disaster that followed for both America and the migrants. 
When that surge came the imbecilic Alexandria Ocasio-Cortez said it 
wasn’t a ‘surge’ because they are ‘children, not insurgents’ and the 
term ‘surge’ (used by Biden) was a claim of ‘white supremacists’. 


This disingenuous lady may one day enter the realm of the most 
basic intelligence, but it won’t be any time soon. 


Sabbatians and the Cult are in the process of destroying America 
by importing violent people and gangs in among the genuine to 
terrorise American cities and by overwhelming services that cannot 
cope with the sheer volume of new arrivals. Something similar is 
happening in Europe as Western society in general is targeted for 
demographic and cultural transformation and upheaval. The plan 
demands violence and crime to create an environment of 
intimidation, fear and division and Soros has been funding the 
election of district attorneys across America who then stop 
prosecuting many crimes, reduce sentences for violent crimes and 
free as many violent criminals as they can. Sabbatians are creating 
the chaos from which order — their order — can respond in a classic 
Problem-Reaction-Solution. A Freemasonic moto says ‘Ordo Ab 
Chao’ (Order out of Chaos) and this is why the Cult is constantly 
creating chaos to impose a new ‘order’. Here you have the reason 
the Cult is constantly creating chaos. The ‘Covid’ hoax can be seen 
with those entering the United States by plane being forced to take a 
‘Covid’ test while migrants flooding through southern border 
processing facilities do not. Nothing is put in the way of mass 
migration and if that means ignoring the government’s own ‘Covid’ 
rules then so be it. They know it’s all bullshit anyway. Any pushback 
on this is denounced as ‘racist’ by Wokers and Sabbatian fronts like 
the ultra-Zionist Anti-Defamation League headed by the appalling 
Jonathan Greenblatt which at the same time argues that Israel should 
not give citizenship and voting rights to more Palestinian Arabs or 
the ‘Jewish population’ (in truth the Sabbatian network) will lose 
control of the country. 


Society-changing numbers 

Biden’s masters have declared that countries like El Salvador are so 
dangerous that their people must be allowed into the United States 
for humanitarian reasons when there are fewer murders in large 
parts of many Central American countries than in US cities like 


Baltimore. That is not to say Central America cannot be a dangerous 
place and Cult-controlled American governments have been making 
it so since way back, along with the dismantling of economies, in a 
long-term plan to drive people north into the United States. Parts of 
Central America are very dangerous, but in other areas the story is 
being greatly exaggerated to justify relaxing immigration criteria. 
Migrants are being offered free healthcare and education in the 
United States as another incentive to head for the border and there is 
no requirement to be financially independent before you can enter to 
prevent the resources of America being drained. You can’t blame 
migrants for seeking what they believe will be a better life, but they 
are being played by the Cult for dark and nefarious ends. The 
numbers since Biden took office are huge. In February, 2021, more 
than 100,000 people were known to have tried to enter the US 
illegally through the southern border (it was 34,000 in the same 
month in 2020) and in March it was 170,000 — a 418 percent increase 
on March, 2020. These numbers are only known people, not the ones 
who get in unseen. The true figure for migrants illegally crossing the 
border in a single month was estimated by one congressman at 
250,000 and that number will only rise under Biden’s current policy. 
Gangs of murdering drug-running thugs that control the Mexican 
side of the border demand money — thousands of dollars — to let 
migrants cross the Rio Grande into America. At the same time gun 
battles are breaking out on the border several times a week between 
rival Mexican drug gangs (which now operate globally) who are 
equipped with sophisticated military-grade weapons, grenades and 
armoured vehicles. While the Capitol Building was being ‘protected’ 
from a non-existent ‘threat’ by thousands of troops, and others were 
still deployed at the time in the Cult Neocon war in Afghanistan, the 
southern border of America was left to its fate. This is not 
incompetence, it is cold calculation. 

By March, 2021, there were 17,000 unaccompanied children held at 
border facilities and many of them are ensnared by people traffickers 
for paedophile rings and raped on their journey north to America. 
This is not conjecture — this is fact. Many of those designated 


children are in reality teenage boys or older. Meanwhile Wokers 
posture their self-purity for encouraging poor and tragic people to 
come to America and face this nightmare both on the journey and at 
the border with the disgusting figure of House Speaker Nancy Pelosi 
giving disingenuous speeches about caring for migrants. The 
womans evil. Wokers condemned Trump for having children in 
cages at the border (so did Obama, Shhhh), but now they are sleeping 
on the floor without access to a shower with one border facility 729 
percent over capacity. The Biden insanity even proposed flying 
migrants from the southern border to the northern border with 
Canada for ‘processing’. The whole shambles is being overseen by 
ultra-Zionist Secretary of Homeland Security, the moronic liar 
Alejandro Mayorkas, who banned news cameras at border facilities 
to stop Americans seeing what was happening. Mayorkas said there 
was not a ban on news crews; it was just that they were not allowed 
to film. Alongside him at Homeland Security is another ultra-Zionist 
Cass Sunstein appointed by Biden to oversee new immigration laws. 
Sunstein despises conspiracy researchers to the point where he 
suggests they should be banned or taxed for having such views. The 
man is not bonkers or anything. He’s perfectly well-adjusted, but 
adjusted to what is the question. Criticise what is happening and 
you are a ‘white supremacist’ when earlier non-white immigrants 
also oppose the numbers which effect their lives and opportunities. 
Black people in poor areas are particularly damaged by uncontrolled 
immigration and the increased competition for work opportunities 
with those who will work for less. They are also losing voting power 
as Hispanics become more dominant in former black areas. It’s a 
downward spiral for them while the billionaires behind the policy 
drone on about how much they care about black people and 
‘racism’. None of this is about compassion for migrants or black 
people — that’s just wind and air. Migrants are instead being 
mercilessly exploited to transform America while the countries they 
leave are losing their future and the same is true in Europe. Mass 
immigration may now be the work of Woke Democrats, but it can be 
traced back to the 1986 Immigration Reform and Control Act (it 


wasn’t) signed into law by Republican hero President Ronald 
Reagan which gave amnesty to millions living in the United States 
illegally and other incentives for people to head for the southern 
border. Here we have the one-party state at work again. 


Almost every aspect of what I have been exposing as the Cult 
agenda was on display in even the first days of ‘Biden’ with silencing 
of Pushbackers at the forefront of everything. A Renegade Mind will 
view the Trump years and QAnon in a very different light to their 
supporters and advocates as the dots are connected. The 
QAnon/Trump Psyop has given the Cult all it was looking for. We 
may not know how much, or little, that Trump realised he was being 
used, but that’s a side issue. This pincer movement produced the 
desired outcome of dividing America and having Pushbackers 
isolated. To turn this around we have to look at new routes to 
empowerment which do not include handing our power to other 
people and groups through what I will call the ‘Save Me Syndrome’ 
—‘I want someone else to do it so that I don’t have to’. We have seen 
this at work throughout human history and the QAnon/Trump 
Psyop is only the latest incarnation alongside all the others. Religion 
is an obvious expression of this when people look to a ‘god’ or priest 
to save them or tell them how to be saved and then there are ‘save 
me’ politicians like Trump. Politics is a diversion and not a ‘saviour’. 
It is a means to block positive change, not make it possible. 


Save Me Syndrome always comes with the same repeating theme 
of handing your power to whom or what you believe will save you 
while your real ‘saviour’ stares back from the mirror every morning. 
Renegade Minds are constantly vigilant in this regard and always 
asking the question ‘What can I do?’ rather than ‘What can someone 
else do for me?’ Gandhi was right when he said: “You must be the 
change you want to see in the world.’ We are indeed the people we 
have been waiting for. We are presented with a constant raft of 
reasons to concede that power to others and forget where the real 
power is. Humanity has the numbers and the Cult does not. It has to 


use diversion and division to target the unstoppable power that 
comes from unity. Religions, governments, politicians, corporations, 
media, QAnon, are all different manifestations of this power- 
diversion and dilution. Refusing to give your power to governments 
and instead handing it to Trump and QAnon is not to take a new 
direction, but merely to recycle the old one with new names on the 
posters. I will explore this phenomenon as we proceed and how to 
break the cycles and recycles that got us here through the mists of 
repeating perception and so repeating history. 

For now we shall turn to the most potent example in the entire 
human story of the consequences that follow when you give your 
power away. I am talking, of course, of the ‘Covid’ hoax. 


CHAPTER FOUR 
‘Covid': Calculated catastrophe 


Facts are threatening to those invested in fraud 
DaShanne Stokes 


e can easily unravel the real reason for the ‘Covid pandemic’ 

hoax by employing the Renegade Mind methodology that I 
have outlined this far. We’ll start by comparing the long-planned 
Cult outcome with the ‘Covid pandemic’ outcome. Know the 
outcome and you'll see the journey. 

I have highlighted the plan for the Hunger Games Society which 
has been in my books for so many years with the very few 
controlling the very many through ongoing dependency. To create 
this dependency it is essential to destroy independent livelihoods, 
businesses and employment to make the population reliant on the 
state (the Cult) for even the basics of life through a guaranteed 
pittance income. While independence of income remained these Cult 
ambitions would be thwarted. With this knowledge it was easy to 
see where the ‘pandemic’ hoax was going once talk of ‘lockdowns’ 
began and the closing of all but perceived ‘essential’ businesses to 
‘save’ us from an alleged ‘deadly virus’. Cult corporations like 
Amazon and Walmart were naturally considered ‘essential’ while 
mom and pop shops and stores had their doors closed by fascist 
decree. As a result with every new lockdown and new regulation 
more small and medium, even large businesses not owned by the 
Cult, went to the wall while Cult giants and their frontmen and 
women grew financially fatter by the second. Mom and pop were 


denied an income and the right to earn a living and the wealth of 
people like Jeff Bezos (Amazon), Mark Zuckerberg (Facebook) and 
Sergei Brin and Larry Page (Google/Alphabet) have reached record 
levels. The Cult was increasing its own power through further 
dramatic concentrations of wealth while the competition was being 
destroyed and brought into a state of dependency. Lockdowns have 
been instigated to secure that very end and were never anything to 
do with health. My brother Paul spent 45 years building up a bus 
repair business, but lockdowns meant buses were running at a 
fraction of normal levels for months on end. Similar stories can told 
in their hundreds of millions worldwide. Efforts of a lifetime coldly 
destroyed by Cult multi-billionaires and their lackeys in government 
and law enforcement who continued to earn their living from the 
taxation of the people while denying the right of the same people to 
earn theirs. How different it would have been if those making and 
enforcing these decisions had to face the same financial hardships of 
those they affected, but they never do. 


Behind it all in the full knowledge of what he is doing and why is 
the psychopathic figure of Cult operative Bill Gates. His puppet 
Tedros at the World Health Organization declared ‘Covid’ a 
pandemic in March, 2020. The WHO had changed the definition of a 
‘pandemic’ in 2009 just a month before declaring the ‘swine flu 
pandemic’ which would not have been so under the previous 
definition. The same applies to ‘Covid’. The definition had 
included... ‘an infection by an infectious agent, occurring 
simultaneously in different countries, with a significant mortality 
rate relative to the proportion of the population infected’. The new 
definition removed the need for ‘significant mortality’. The 
‘pandemic’ has been fraudulent even down to the definition, but 
Gates demanded economy-destroying lockdowns, school closures, 
social distancing, mandatory masks, a ‘vaccination’ for every man, 
woman and child on the planet and severe consequences and 
restrictions for those that refused. Who gave him this power? The 


Cult did which he serves like a little boy in short trousers doing 
what his daddy tells him. He and his psychopathic missus even 
smiled when they said that much worse was to come (what they 
knew was planned to come). Gates responded in the matter-of-fact 
way of all psychopaths to a question about the effect on the world 
economy of what he was doing: 


Well, it won’t go to zero but it will shrink. Global GDP is probably going to take the biggest 
hit ever [Gates was smiling as he said this] ... in my lifetime this will be the greatest economic 
hit. But you don’t have a choice. People act as if you have a choice. People don’t feel like 
going to the stadium when they might get infected ... People are deeply affected by seeing 
these stats, by knowing they could be part of the transmission chain, old people, their parents 
and grandparents, could be affected by this, and so you don’t get to say ignore what is going 
on here. 


There will be the ability to open up, particularly in rich countries, if things are done well over 
the next few months, but for the world at large normalcy only returns when we have largely 
vaccinated the entire population. 


The man has no compassion or empathy. How could he when he’s 
a psychopath like all Cult players? My own view is that even beyond 
that he is very seriously mentally ill. Look in his eyes and you can 
see this along with his crazy flailing arms. You don’t do what he has 
done to the world population since the start of 2020 unless you are 
mentally ill and at the most extreme end of psychopathic. You 
especially don’t do it when to you know, as we shall see, that cases 
and deaths from ‘Covid’ are fakery and a product of monumental 
figure massaging. ‘These stats’ that Gates referred to are based on a 
‘test’ that’s not testing for the ‘virus’ as he has known all along. He 
made his fortune with big Cult support as an infamously ruthless 
software salesman and now buys global control of ‘health’ (death) 
policy without the population he affects having any say. It’s a 
breathtaking outrage. Gates talked about people being deeply 
affected by fear of ‘Covid’ when that was because of him and his 
global network lying to them minute-by-minute supported by a 
lying media that he seriously influences and funds to the tune of 
hundreds of millions. He’s handed big sums to media operations 
including the BBC, NBC, Al Jazeera, Univision, PBS NewsHour, 


ProPublica, National Journal, The Guardian, The Financial Times, The 
Atlantic, Texas Tribune, USA Today publisher Gannett, Washington 
Monthly, Le Monde, Center for Investigative Reporting, Pulitzer 
Center on Crisis Reporting, National Press Foundation, International 
Center for Journalists, Solutions Journalism Network, the Poynter 
Institute for Media Studies, and many more. Gates is everywhere in 
the ‘Covid’ hoax and the man must go to prison — or a mental facility 
— for the rest of his life and his money distributed to those he has 
taken such enormous psychopathic pleasure in crushing. 


The Muscle 

The Hunger Games global structure demands a police-military state 
— a fusion of the two into one force — which viciously imposes the 
will of the Cult on the population and protects the Cult from public 
rebellion. In that regard, too, the ‘Covid’ hoax just keeps on giving. 
Often unlawful, ridiculous and contradictory ‘Covid’ rules and 
regulations have been policed across the world by moronic 
automatons and psychopaths made faceless by face-nappy masks 
and acting like the Nazi SS and fascist blackshirts and brownshirts of 
Hitler and Mussolini. The smallest departure from the rules decreed 
by the psychos in government and their clueless gofers were jumped 
upon by the face-nappy fascists. Brutality against public protestors 
soon became commonplace even on girls, women and old people as 
the brave men with the batons — the Face-Nappies as I call them — 
broke up peaceful protests and handed out fines like confetti to 
people who couldn’t earn a living let alone pay hundreds of pounds 
for what was once an accepted human right. Robot Face-Nappies of 
Nottingham police in the English East Midlands fined one group 
£11,000 for attending a child’s birthday party. For decades I charted 
the transformation of law enforcement as genuine, decent officers 
were replaced with psychopaths and the brain dead who would 
happily and brutally do whatever their masters told them. Now they 
were let loose on the public and I would emphasise the point that 
none of this just happened. The step-by-step change in the dynamic 
between police and public was orchestrated from the shadows by 


those who knew where this was all going and the same with the 
perceptual reframing of those in all levels of authority and official 
administration through ‘training courses’ by organisations such as 
Common Purpose which was created in the late 1980s and given a 
massive boost in Blair era Britain until it became a global 
phenomenon. Supposed public ‘servants’ began to view the 
population as the enemy and the same was true of the police. This 
was the start of the explosion of behaviour manipulation 
organisations and networks preparing for the all-war on the human 
psyche unleashed with the dawn of 2020. I will go into more detail 
about this later in the book because it is a core part of what is 
happening. 

Police desecrated beauty spots to deter people gathering and 
arrested women for walking in the countryside alone ‘too far’ from 
their homes. We had arrogant, clueless sergeants in the Isle of Wight 
police where I live posting on Facebook what they insisted the 
population must do or else. A schoolmaster sergeant called Radford 
looked young enough for me to ask if his mother knew he was out, 
but he was posting what he expected people to do while a Sergeant 
Wilkinson boasted about fining lads for meeting in a McDonald’s car 
park where they went to get a lockdown takeaway. Wilkinson added 
that he had even cancelled their order. What a pair of prats these 
people are and yet they have increasingly become the norm among 
Jackboot Johnson’s Yellowshirts once known as the British police. 
This was the theme all over the world with police savagery common 
during lockdown protests in the United States, the Netherlands, and 
the fascist state of Victoria in Australia under its tyrannical and 
again moronic premier Daniel Andrews. Amazing how tyrannical 
and moronic tend to work as a team and the same combination 
could be seen across America as arrogant, narcissistic Woke 
governors and mayors such as Gavin Newsom (California), Andrew 
Cuomo (New York), Gretchen Whitmer (Michigan), Lori Lightfoot 
(Chicago) and Eric Garcetti (Los Angeles) did their Nazi and Stalin 
impressions with the full support of the compliant brutality of their 
enforcers in uniform as they arrested small business owners defying 


fascist shutdown orders and took them to jail in ankle shackles and 
handcuffs. This happened to bistro owner Marlena Pavlos-Hackney 
in Gretchen Whitmer’s fascist state of Michigan when police arrived 
to enforce an order by a state-owned judge for ‘putting the 
community at risk’ at a time when other states like Texas were 
dropping restrictions and migrants were pouring across the 
southern border without any ‘Covid’ questions at all. I’m sure there 
are many officers appalled by what they are ordered to do, but not 
nearly enough of them. If they were truly appalled they would not 
do it. As the months passed every opportunity was taken to have the 
military involved to make their presence on the streets ever more 
familiar and ‘normal’ for the longer-term goal of police-military 
fusion. 

Another crucial element to the Hunger Games enforcement 
network has been encouraging the public to report neighbours and 
others for ‘breaking the lockdown rules’. The group faced with 
£11,000 in fines at the child’s birthday party would have been 
dobbed-in by a neighbour with a brain the size of a pea. The 
technique was most famously employed by the Stasi secret police in 
communist East Germany who had public informants placed 
throughout the population. A police chief in the UK says his force 
doesn’t need to carry out ‘Covid’ patrols when they are flooded with 
so many calls from the public reporting other people for visiting the 
beach. Dorset police chief James Vaughan said people were so 
enthusiastic about snitching on their fellow humans they were now 
operating as an auxiliary arm of the police: ‘We are still getting 
around 400 reports a week from the public, so we will respond to 
reports ...We won't need to be doing hotspot patrols because people 
are very quick to pick the phone up and tell us.’ Vaughan didn’t say 
that this is a pillar of all tyrannies of whatever complexion and the 
means to hugely extend the reach of enforcement while spreading 
distrust among the people and making them wary of doing anything 
that might get them reported. Those narcissistic Isle of Wight 
sergeants Radford and Wilkinson never fail to add a link to their 
Facebook posts where the public can inform on their fellow slaves. 


Neither would be self-aware enough to realise they were imitating 
the Stasi which they might well never have heard of. Government 
psychologists that I will expose later laid out a policy to turn 
communities against each other in the same way. 


A coincidence? Yep, and | can knit fog 

I knew from the start of the alleged pandemic that this was a Cult 
operation. It presented limitless potential to rapidly advance the Cult 
agenda and exploit manipulated fear to demand that every man, 
woman and child on the planet was ‘vaccinated’ in a process never 
used on humans before which infuses self-replicating synthetic 
material into human cells. Remember the plan to transform the 
human body from a biological to a synthetic biological state. I’ll deal 
with the ‘vaccine’ (that’s not actually a vaccine) when I focus on the 
genetic agenda. Enough to say here that mass global ‘vaccination’ 
justified by this ‘new virus’ set alarms ringing after 30 years of 
tracking these people and their methods. The ‘Covid’ hoax officially 
beginning in China was also a big red flag for reasons I will be 
explaining. The agenda potential was so enormous that I could 
dismiss any idea that the ‘virus’ appeared naturally. Major 
happenings with major agenda implications never occur without 
Cult involvement in making them happen. My questions were 
twofold in early 2020 as the media began its campaign to induce 
global fear and hysteria: Was this alleged infectious agent released 
on purpose by the Cult or did it even exist at all? I then did what I 
always do in these situations. I sat, observed and waited to see 
where the evidence and information would take me. By March and 
early April synchronicity was strongly — and ever more so since then 
— pointing me in the direction of there is no ‘virus’. 1 went public on 
that with derision even from swathes of the alternative media that 
voiced a scenario that the Chinese government released the ‘virus’ in 
league with Deep State elements in the United States from a top- 
level bio-lab in Wuhan where the ‘virus’ is said to have first 
appeared. I looked at that possibility, but I didn’t buy it for several 
reasons. Deaths from the ‘virus’ did not in any way match what they 


would have been with a ‘deadly bioweapon’ and it is much more 
effective if you sell the illusion of an infectious agent rather than 
having a real one unless you can control through injection who has it 
and who doesn’t. Otherwise you lose control of events. A made-up 
‘virus’ gives you a blank sheet of paper on which you can make it do 
whatever you like and have any symptoms or mutant ‘variants’ you 
choose to add while a real infectious agent would limit you to what 
it actually does. A phantom disease allows you to have endless 
ludicrous ‘studies’ on the ‘Covid’ dollar to widen the perceived 
impact by inventing ever more ‘at risk’ groups including one study 
which said those who walk slowly may be almost four times more 
likely to die from the ‘virus’. People are in psychiatric wards for less. 


A real ‘deadly bioweapon’ can take out people in the hierarchy 
that are not part of the Cult, but essential to its operation. Obviously 
they don’t want that. Releasing a real disease means you 
immediately lose control of it. Releasing an illusory one means you 
don’t. Again it’s vital that people are extra careful when dealing with 
what they want to hear. A bioweapon unleashed from a Chinese 
laboratory in collusion with the American Deep State may fit a 
conspiracy narrative, but is it true? Would it not be far more effective 
to use the excuse of a ‘virus’ to justify the real bioweapon — the 
‘vaccine’? That way your disease agent does not have to be 
transmitted and arrives directly through a syringe. I saw a French 
virologist Luc Montagnier quoted in the alternative media as saying 
he had discovered that the alleged ‘new’ severe acute respiratory 
syndrome coronavirus , or SARS-CoV-2, was made artificially and 
included elements of the human immunodeficiency ‘virus’ (HIV) 
and a parasite that causes malaria. SARS-CoV-2 is alleged to trigger 
an alleged illness called Covid-19. I remembered Montagnier’s name 
from my research years before into claims that an HIV ‘retrovirus’ 
causes AIDs — claims that were demolished by Berkeley virologist 
Peter Duesberg who showed that no one had ever proved that HIV 
causes acquired immunodeficiency syndrome or AIDS. Claims that 
become accepted as fact, publicly and medically, with no proof 
whatsoever are an ever-recurring story that profoundly applies to 


‘Covid’. Nevertheless, despite the lack of proof, Montagnier’s team 
at the Pasteur Institute in Paris had a long dispute with American 
researcher Robert Gallo over which of them discovered and isolated 
the HIV ‘virus’ and with no evidence found it to cause AIDS. You will 
see later that there is also no evidence that any ‘virus’ causes any 
disease or that there is even such a thing as a ‘virus’ in the way it is 
said to exist. The claim to have ‘isolated’ the HIV ‘virus’ will be 
presented in its real context as we come to the shocking story — and 
it is a story — of SARS-CoV-2 and so will Montagnier’s assertion that 
he identified the full SARS-CoV-2 genome. 


Hoax in the making 

We can pick up the ‘Covid’ story in 2010 and the publication by the 
Rockefeller Foundation of a document called ‘Scenarios for the 
Future of Technology and International Development’. The inner 
circle of the Rockefeller family has been serving the Cult since John 
D. Rockefeller (1839-1937) made his fortune with Standard Oil. It is 
less well known that the same Rockefeller — the Bill Gates of his day 
— was responsible for establishing what is now referred to as ‘Big 
Pharma’, the global network of pharmaceutical companies that make 
outrageous profits dispensing scalpel and drug ‘medicine’ and are 
obsessed with pumping vaccines in ever-increasing number into as 
many human arms and backsides as possible. John D. Rockefeller 
was the driving force behind the creation of the ‘education’ system 
in the United States and elsewhere specifically designed to program 
the perceptions of generations thereafter. The Rockefeller family 
donated exceptionally valuable land in New York for the United 
Nations building and were central in establishing the World Health 
Organization in 1948 as an agency of the UN which was created 
from the start as a Trojan horse and stalking horse for world 
government. Now enter Bill Gates. His family and the Rockefellers 
have long been extremely close and I have seen genealogy which 
claims that if you go back far enough the two families fuse into the 
same bloodline. Gates has said that the Bill and Melinda Gates 
Foundation was inspired by the Rockefeller Foundation and why not 


when both are serving the same Cult? Major tax-exempt foundations 
are overwhelmingly criminal enterprises in which Cult assets fund 
the Cult agenda in the guise of ‘philanthropy’ while avoiding tax in 
the process. Cult operatives can become mega-rich in their role of 
front men and women for the psychopaths at the inner core and 
they, too, have to be psychopaths to knowingly serve such evil. Part 
of the deal is that a big percentage of the wealth gleaned from 
representing the Cult has to be spent advancing the ambitions of the 
Cult and hence you have the Rockefeller Foundation, Bill and 
Melinda Gates Foundation (and so many more) and people like 
George Soros with his global Open Society Foundations spending 
their billions in pursuit of global Cult control. Gates is a global 
public face of the Cult with his interventions in world affairs 
including Big Tech influence; a central role in the ‘Covid’ and 
‘vaccine’ scam; promotion of the climate change shakedown; 
manipulation of education; geoengineering of the skies; and his 
food-control agenda as the biggest owner of farmland in America, 
his GMO promotion and through other means. As one writer said: 
‘Gates monopolizes or wields disproportionate influence over the 
tech industry, global health and vaccines, agriculture and food policy 
(including biopiracy and fake food), weather modification and other 
climate technologies, surveillance, education and media.’ The almost 
limitless wealth secured through Microsoft and other not-allowed- 
to-fail ventures (including vaccines) has been ploughed into a long, 
long list of Cult projects designed to enslave the entire human race. 
Gates and the Rockefellers have been working as one unit with the 
Rockefeller-established World Health Organization leading global 
‘Covid’ policy controlled by Gates through his mouth-piece Tedros. 
Gates became the WHO’s biggest funder when Trump announced 
that the American government would cease its donations, but Biden 
immediately said he would restore the money when he took office in 
January, 2021. The Gates Foundation (the Cult) owns through 
limitless funding the world health system and the major players 
across the globe in the ‘Covid’ hoax. 


Okay, with that background we return to that Rockefeller 
Foundation document of 2010 headed ‘Scenarios for the Future of 
Technology and International Development’ and its ‘imaginary’ 
epidemic of a virulent and deadly influenza strain which infected 20 
percent of the global population and killed eight million in seven 
months. The Rockefeller scenario was that the epidemic destroyed 
economies, closed shops, offices and other businesses and led to 
governments imposing fierce rules and restrictions that included 
mandatory wearing of face masks and body-temperature checks to 
enter communal spaces like railway stations and supermarkets. The 
document predicted that even after the height of the Rockefeller- 
envisaged epidemic the authoritarian rule would continue to deal 
with further pandemics, transnational terrorism, environmental 
crises and rising poverty. Now you may think that the Rockefellers 
are our modern-day seers or alternatively, and rather more likely, 
that they well knew what was planned a few years further on. 
Fascism had to be imposed, you see, to ‘protect citizens from risk 
and exposure’. The Rockefeller scenario document said: 


During the pandemic, national leaders around the world flexed their authority and imposed 
airtight rules and restrictions, from the mandatory wearing of face masks to body-temperature 
checks at the entries to communal spaces like train stations and supermarkets. Even after the 
pandemic faded, this more authoritarian control and oversight of citizens and their activities 
stuck and even intensified. In order to protect themselves from the spread of increasingly 
global problems — from pandemics and transnational terrorism to environmental crises and 
rising poverty — leaders around the world took a firmer grip on power. 


At first, the notion of a more controlled world gained wide acceptance and approval. Citizens 
willingly gave up some of their sovereignty — and their privacy — to more paternalistic states in 
exchange for greater safety and stability. Citizens were more tolerant, and even eager, for top- 
down direction and oversight, and national leaders had more latitude to impose order in the 
ways they saw fit. 


In developed countries, this heightened oversight took many forms: biometric IDs for all 
citizens, for example, and tighter regulation of key industries whose stability was deemed vital 
to national interests. In many developed countries, enforced cooperation with a suite of new 
regulations and agreements slowly but steadily restored both order and, importantly, 
economic growth. 


There we have the prophetic Rockefellers in 2010 and three years 
later came their paper for the Global Health Summit in Beijing, 
China, when government representatives, the private sector, 
international organisations and groups met to discuss the next 100 
years of ‘global health’. The Rockefeller Foundation-funded paper 
was called ‘Dreaming the Future of Health for the Next 100 Years 
and more prophecy ensued as it described a dystopian future: ‘The 
abundance of data, digitally tracking and linking people may mean 
the ‘death of privacy’ and may replace physical interaction with 
transient, virtual connection, generating isolation and raising 
questions of how values are shaped in virtual networks.’ Next in the 
‘Covid’ hoax preparation sequence came a ‘table top’ simulation in 
2018 for another ‘imaginary’ pandemic of a disease called Clade X 
which was said to kill 900 million people. The exercise was 
organised by the Gates-funded Johns Hopkins University’s Center 
for Health Security in the United States and this is the very same 
university that has been compiling the disgustingly and 
systematically erroneous global figures for ‘Covid’ cases and deaths. 
Similar Johns Hopkins health crisis scenarios have included the Dark 
Winter exercise in 2001 and Atlantic Storm in 2005. 


Nostradamus 201 

For sheer predictive genius look no further prophecy-watchers than 
the Bill Gates-funded Event 201 held only six weeks before the 
‘coronavirus pandemic’ is supposed to have broken out in China 
and Event 201 was based on a scenario of a global ‘coronavirus 
pandemic’. Melinda Gates, the great man’s missus, told the BBC that 
he had ‘prepared for years’ for a coronavirus pandemic which told 
us what we already knew. Nostradamugates had predicted in a TED 
talk in 2015 that a pandemic was coming that would kill a lot of 
people and demolish the world economy. My god, the man is a 
machine — possibly even literally. Now here he was only weeks 
before the real thing funding just such a simulated scenario and 
involving his friends and associates at Johns Hopkins, the World 
Economic Forum Cult-front of Klaus Schwab, the United Nations, 


Johnson & Johnson, major banks, and officials from China and the 
Centers for Disease Control in the United States. What synchronicity 
— Johns Hopkins would go on to compile the fraudulent ‘Covid’ 
figures, the World Economic Forum and Schwab would push the 
‘Great Reset’ in response to ‘Covid’, the Centers for Disease Control 
would be at the forefront of “Covid’ policy in the United States, 
Johnson & Johnson would produce a ‘Covid vaccine’, and 
everything would officially start just weeks later in China. Spooky, 
eh? They were even accurate in creating a simulation of a ‘virus’ 
pandemic because the ‘real thing’ would also be a simulation. Event 
201 was not an exercise preparing for something that might happen; 
it was a rehearsal for what those in control knew was going to 
happen and very shortly. Hours of this simulation were posted on 
the Internet and the various themes and responses mirrored what 
would soon be imposed to transform human society. News stories 
were inserted and what they said would be commonplace a few 
weeks later with still more prophecy perfection. Much discussion 
focused on the need to deal with misinformation and the ‘anti-vax 
movement’ which is exactly what happened when the ‘virus’ arrived 
— was Said to have arrived — in the West. 

Cult-owned social media banned criticism and exposure of the 
official ‘virus’ narrative and when I said there was no ‘virus’ in early 
April, 2020, I was banned by one platform after another including 
YouTube, Facebook and later Twitter. The mainstream broadcast 
media in Britain was in effect banned from interviewing me by the 
Tony-Blair-created government broadcasting censor Ofcom headed 
by career government bureaucrat Melanie Dawes who was 
appointed just as the ‘virus’ hoax was about to play out in January, 
2020. At the same time the Ickonic media platform was using Vimeo, 
another ultra-Zionist-owned operation, while our own player was 
being created and they deleted in an instant hundreds of videos, 
documentaries, series and shows to confirm their unbelievable 
vindictiveness. We had copies, of course, and they had to be restored 
one by one when our player was ready. These people have no class. 
Sabbatian Facebook promised free advertisements for the Gates- 


controlled World Health Organization narrative while deleting ‘false 
claims and conspiracy theories’ to stop ‘misinformation’ about the 
alleged coronavirus. All these responses could be seen just a short 
while earlier in the scenarios of Event 201. Extreme censorship was 
absolutely crucial for the Cult because the official story was so 
ridiculous and unsupportable by the evidence that it could never 
survive open debate and the free-flow of information and opinion. If 
you can’t win a debate then don’t have one is the Cult’s approach 
throughout history. Facebook’s little boy front man — front boy — 
Mark Zuckerberg equated ‘credible and accurate information’ with 
official sources and exposing their lies with ‘misinformation’. 


Silencing those that can see 

The censorship dynamic of Event 201 is now the norm with an army 
of narrative-supporting ‘fact-checker’ organisations whose entire 
reason for being is to tell the public that official narratives are true 
and those exposing them are lying. One of the most appalling of 
these ‘fact-checkers’ is called NewsGuard founded by ultra-Zionist 
Americans Gordon Crovitz and Steven Brill. Crovitz is a former 
publisher of The Wall Street Journal, former Executive Vice President 
of Dow Jones, a member of the Council on Foreign Relations (CFR), 
and on the board of the American Association of Rhodes Scholars. 
The CFR and Rhodes Scholarships, named after Rothschild agent 
Cecil Rhodes who plundered the gold and diamonds of South Africa 
for his masters and the Cult, have featured widely in my books. 
NewsGuard don’t seem to like me for some reason — I really can’t 
think why — and they have done all they can to have me censored 
and discredited which is, to quote an old British politician, like being 
savaged by a dead sheep. They are, however, like all in the 
censorship network, very well connected and funded by 
organisations themselves funded by, or connected to, Bill Gates. As 
you would expect with anything associated with Gates NewsGuard 
has an offshoot called HealthGuard which ‘fights online health care 
hoaxes’. How very kind. Somehow the NewsGuard European 
Managing Director Anna-Sophie Harling, a remarkably young- 


looking woman with no broadcasting experience and little hands-on 
work in journalism, has somehow secured a position on the ‘Content 
Board’ of UK government broadcast censor Ofcom. An executive of 
an organisation seeking to discredit dissidents of the official 
narratives is making decisions for the government broadcast 
‘regulator’ about content?? Another appalling ‘fact-checker’ is Full 
Fact funded by George Soros and global censors Google and 
Facebook. 


It’s amazing how many activists in the ‘fact-checking’, ‘anti-hate’, 
arena turn up in government-related positions — people like UK 
Labour Party activist Imran Ahmed who heads the Center for 
Countering Digital Hate founded by people like Morgan 
McSweeney, now chief of staff to the Labour Party’s hapless and 
useless ‘leader’ Keir Starmer. Digital Hate — which is what it really is 
— uses the American spelling of Center to betray its connection to a 
transatlantic network of similar organisations which in 2020 
shapeshifted from attacking people for ‘hate’ to attacking them for 
questioning the ‘Covid’ hoax and the dangers of the ‘Covid vaccine’. 
It’s just a coincidence, you understand. This is one of Imran Ahmed’s 
hysterical statements: ‘I would go beyond calling anti-vaxxers 
conspiracy theorists to say they are an extremist group that pose a 
national security risk.’ No one could ever accuse this prat of 
understatement and he’s including in that those parents who are 
now against vaccines after their children were damaged for life or 
killed by them. He’s such a nice man. Ahmed does the rounds of the 
Woke media getting soft-ball questions from spineless ‘journalists’ 
who never ask what right he has to campaign to destroy the freedom 
of speech of others while he demands it for himself. There also 
seems to be an overrepresentation in Ofcom of people connected to 
the narrative-worshipping BBC. This incredible global network of 
narrative-support was super-vital when the ‘Covid’ hoax was played 
in the light of the mega-whopper lies that have to be defended from 
the spotlight cast by the most basic intelligence. 


The Cult plays the long game and proceeds step-by-step ensuring 
that everything is in place before major cards are played and they 
don’t come any bigger than the ‘Covid’ hoax. The psychopaths can’t 
handle events where the outcome isn’t certain and as little as 
possible — preferably nothing — is left to chance. Politicians, 
government and medical officials who would follow direction were 
brought to illusory power in advance by the Cult web whether on 
the national stage or others like state governors and mayors of 
America. For decades the dynamic between officialdom, law 
enforcement and the public was changed from one of service to one 
of control and dictatorship. Behaviour manipulation networks 
established within government were waiting to impose the coming 
‘Covid’ rules and regulations specifically designed to subdue and 
rewire the psyche of the people in the guise of protecting health. 
These included in the UK the Behavioural Insights Team part-owned 
by the British government Cabinet Office; the Scientific Pandemic 
Insights Group on Behaviours (SPI-B); and a whole web of 
intelligence and military groups seeking to direct the conversation 
on social media and control the narrative. Among them are the 
cyberwarfare (on the people) 77th Brigade of the British military 
which is also coordinated through the Cabinet Office as civilian and 
military leadership continues to combine in what they call the 
Fusion Doctrine. The 77th Brigade is a British equivalent of the 
infamous Israeli (Sabbatian) military cyberwarfare and Internet 
manipulation operation Unit 8200 which I expose at length in The 
Trigger. Also carefully in place were the medical and science advisers 
to government — many on the payroll past or present of Bill Gates — 
and a whole alternative structure of unelected government stood by 
to take control when elected parliaments were effectively closed 
down once the ‘Covid’ card was slammed on the table. The structure 
I have described here and so much more was installed in every 
major country through the Cult networks. The top-down control 
hierarchy looks like this: The Cult — Cult-owned Gates — the World 
Health Organization and Tedros — Gates-funded or controlled chief 
medical officers and science ‘advisers’ (dictators) in each country — 


political ‘leaders’— law enforcement — The People. Through this 
simple global communication and enforcement structure the policy 
of the Cult could be imposed on virtually the entire human 
population so long as they acquiesced to the fascism. With 
everything in place it was time for the button to be pressed in late 
2019/early 2020. 


These were the prime goals the Cult had to secure for its will to 
prevail: 


1) Locking down economies, closing all but designated ‘essential’ businesses (Cult-owned 
corporations were ‘essential’), and putting the population under house arrest was an 
imperative to destroy independent income and employment and ensure dependency on the 
Cult-controlled state in the Hunger Games Society. Lockdowns had to be established as the 
global blueprint from the start to respond to the ‘virus’ and followed by pretty much the 
entire world. 


2) The global population had to be terrified into believing in a deadly ‘virus’ that didn’t 
actually exist so they would unquestioningly obey authority in the belief that authority 
must know how best to protect them and their families. Software salesman Gates would 
suddenly morph into the world’s health expert and be promoted as such by the Cult-owned 
media. 


3) A method of testing that wasn’t testing for the ‘virus’, but was only claimed to be, had to 
be in place to provide the illusion of ‘cases’ and subsequent ‘deaths’ that had a very 
different cause to the ‘Covid-19’ that would be scribbled on the death certificate. 


4) Because there was no ‘virus’ and the great majority testing positive with a test not testing 
for the ‘virus’ would have no symptoms of anything the lie had to be sold that people 
without symptoms (without the ‘virus’) could still pass it on to others. This was crucial to 
justify for the first time quarantining — house arresting — healthy people. Without this the 
economy-destroying lockdown of everybody could not have been credibly sold. 


5) The ‘saviour’ had to be seen as a vaccine which beyond evil drug companies were 
working like angels of mercy to develop as quickly as possible, with all corners cut, to save 
the day. The public must absolutely not know that the ‘vaccine’ had nothing to do with a 
‘virus’ or that the contents were ready and waiting with a very different motive long before 
the ‘Covid’ card was even lifted from the pack. 


I said in March, 2020, that the ‘vaccine’ would have been created 
way ahead of the ‘Covid’ hoax which justified its use and the 
following December an article in the New York Intelligencer 
magazine said the Moderna ‘vaccine’ had been ‘designed’ by 


January, 2020. This was ‘before China had even acknowledged that 
the disease could be transmitted from human to human, more than a 
week before the first confirmed coronavirus case in the United 
States’. The article said that by the time the first American death was 
announced a month later ‘the vaccine had already been 
manufactured and shipped to the National Institutes of Health for 
the beginning of its Phase I clinical trial’. The ‘vaccine’ was actually 
‘designed’ long before that although even with this timescale you 
would expect the article to ask how on earth it could have been done 
that quickly. Instead it asked why the ‘vaccine’ had not been rolled 
out then and not months later. Journalism in the mainstream is truly 
dead. I am going to detail in the next chapter why the ‘virus’ has 
never existed and how a hoax on that scale was possible, but first the 
foundation on which the Big Lie of ‘Covid’ was built. 


The test that doesn't test 


Fraudulent ‘testing’ is the bottom line of the whole ‘Covid’ hoax and 
was the means by which a ‘virus’ that did not exist appeared to exist. 
They could only achieve this magic trick by using a test not testing 
for the ‘virus’. To use a test that was testing for the ‘virus’ would 
mean that every test would come back negative given there was no 
‘virus’. They chose to exploit something called the RT-PCR test 
invented by American biochemist Kary Mullis in the 1980s who said 
publicly that his PCR test ... cannot detect infectious disease. Yes, the 
‘test’ used worldwide to detect infectious ‘Covid’ to produce all the 
illusory ‘cases’ and ‘deaths’ compiled by Johns Hopkins and others 
cannot detect infectious disease. This fact came from the mouth of the 
man who invented PCR and was awarded the Nobel Prize in 
Chemistry in 1993 for doing so. Sadly, and incredibly conveniently 
for the Cult, Mullis died in August, 2019, at the age of 74 just before 
his test would be fraudulently used to unleash fascism on the world. 
He was said to have died from pneumonia which was an irony in 
itself. A few months later he would have had ‘Covid-19’ on his death 
certificate. I say the timing of his death was convenient because had 
he lived Mullis, a brilliant, honest and decent man, would have been 


vociferously speaking out against the use of his test to detect “Covid’ 
when it was never designed, or able, to do that. I know that to be 
true given that Mullis made the same point when his test was used 
to ‘detect’ — not detect — HIV. He had been seriously critical of the 
Gallo/Montagnier claim to have isolated the HIV ‘virus’ and shown 
it to cause AIDS for which Mullis said there was no evidence. AIDS 
is actually not a disease but a series of diseases from which people 
die all the time. When they die from those same diseases after a 
positive ‘test’ for HIV then AIDS goes on their death certificate. I 
think I’ve heard that before somewhere. Countries instigated a 
policy with ‘Covid’ that anyone who tested positive with a test not 
testing for the ‘virus’ and died of any other cause within 28 days and 
even longer ‘Covid-19 had to go on the death certificate. Cases have 
come from the test that can’t test for infectious disease and the 
deaths are those who have died of anything after testing positive 
with a test not testing for the ‘virus’. I’Il have much more later about 
the death certificate scandal. 


Mullis was deeply dismissive of the now US ‘Covid’ star Anthony 
Fauci who he said was a liar who didn’t know anything about 
anything — ‘and I would say that to his face — nothing.’ He said of 
Fauci: ‘The man thinks he can take a blood sample, put it in an 
electron microscope and if it’s got a virus in there you'll know it — he 
doesn’t understand electron microscopy and he doesn’t understand 
medicine and shouldn’t be in a position like he’s in.’ That position, 
terrifyingly, has made him the decider of “Covid’ fascism policy on 
behalf of the Cult in his role as director since 1984 of the National 
Institute of Allergy and Infectious Diseases (NIAID) while his record 
of being wrong is laughable; but being wrong, so long as it’s the right 
kind of wrong, is why the Cult loves him. He’ll say anything the Cult 
tells him to say. Fauci was made Chief Medical Adviser to the 
President immediately Biden took office. Biden was installed in the 
White House by Cult manipulation and one of his first decisions was 
to elevate Fauci to a position of even more control. This is a 
coincidence? Yes, and I identify as a flamenco dancer called Lola. 
How does such an incompetent criminal like Fauci remain in that 


pivotal position in American health since the 1980s? When you serve 
the Cult it looks after you until you are surplus to requirements. 
Kary Mullis said prophetically of Fauci and his like: “Those guys 
have an agenda and it’s not an agenda we would like them to have 
... they make their own rules, they change them when they want to, 
and Tony Fauci does not mind going on television in front of the 
people who pay his salary and lie directly into the camera.’ Fauci has 
done that almost daily since the ‘Covid’ hoax began. Lying is in 
Fauci’s DNA. To make the situation crystal clear about the PCR test 
this is a direct quote from its inventor Kary Mullis: 


It [the PCR test] doesn’t tell you that you’re sick and doesn’t tell you that the thing you ended 
up with was really going to hurt you ...’ 


Ask yourself why governments and medical systems the world over 
have been using this very test to decide who is ‘infected’ with the 
SARS-CoV-2 ‘virus’ and the alleged disease it allegedly causes, 
‘Covid-19’. The answer to that question will tell you what has been 
going on. By the way, here’s a little show-stopper — the ‘new’ SARS- 
CoV-2 ‘virus’ was ‘identified’ as such right from the start using ... the 
PCR test not testing for the ‘virus’. If you are new to this and find that 
shocking then stick around. I have hardly started yet. Even worse, 
other ‘tests’, like the ‘Lateral Flow Device’ (LFD), are considered so 
useless that they have to be confirmed by the PCR test! Leaked emails 
written by Ben Dyson, adviser to UK ‘Health’ Secretary Matt 
Hancock, said they were ‘dangerously unreliable’. Dyson, executive 
director of strategy at the Department of Health, wrote: ‘As of today, 
someone who gets a positive LFD result in (say) London has at best a 
25 per cent chance of it being a true positive, but if it is a self- 
reported test potentially as low as 10 per cent (on an optimistic 
assumption about specificity) or as low as 2 per cent (on a more 
pessimistic assumption).’ These are the ‘tests’ that schoolchildren 
and the public are being urged to have twice a week or more and 
have to isolate if they get a positive. Each fake positive goes in the 
statistics as a ‘case’ no matter how ludicrously inaccurate and the 


‘cases’ drive lockdown, masks and the pressure to ‘vaccinate’. The 
government said in response to the email leak that the ‘tests’ were 
accurate which confirmed yet again what shocking bloody liars they 
are. The real false positive rate is 100 percent as we’ll see. In another 
‘you couldn’t make it up’ the UK government agreed to pay £2.8 
billion to California’s Innova Medical Group to supply the irrelevant 
lateral flow tests. The company’s primary test-making centre is in 
China. Innova Medical Group, established in March, 2020, is owned 
by Pasaca Capital Inc, chaired by Chinese-American millionaire 
Charles Huang who was born in Wuhan. 


How it works — and how it doesn't 

The RT-PCR test, known by its full title of Polymerase chain reaction, 
is used across the world to make millions, even billions, of copies of 
a DNA/RNA genetic information sample. The process is called 
‘amplification’ and means that a tiny sample of genetic material is 
amplified to bring out the detailed content. I stress that it is not 
testing for an infectious disease. It is simply amplifying a sample of 
genetic material. In the words of Kary Mullis: ‘PCR is ... just a 
process that’s used to make a whole lot of something out of 
something.’ To emphasise the point companies that make the PCR 
tests circulated around the world to ‘test’ for ‘Covid’ warn on the 
box that it can’t be used to detect ‘Covid’ or infectious disease and is 
for research purposes only. It’s okay, rest for a minute and you'll be 
fine. This is the test that produces the ‘cases’ and ‘deaths’ that have 
been used to destroy human society. All those global and national 
medical and scientific ‘experts’ demanding this destruction to ‘save 
us’ KNOW that the test is not testing for the ‘virus’ and the cases and 
deaths they claim to be real are an almost unimaginable fraud. Every 
one of them and so many others including politicians and 
psychopaths like Gates and Tedros must be brought before 
Nuremburg-type trials and jailed for the rest of their lives. The more 
the genetic sample is amplified by PCR the more elements of that 
material become sensitive to the test and by that I don’t mean 
sensitive for a ‘virus’ but for elements of the genetic material which 


is naturally in the body or relates to remnants of old conditions of 
various kinds lying dormant and causing no disease. Once the 
amplification of the PCR reaches a certain level everyone will test 
positive. So much of the material has been made sensitive to the test 
that everyone will have some part of it in their body. Even lying 
criminals like Fauci have said that once PCR amplifications pass 35 
cycles everything will be a false positive that cannot be trusted for 
the reasons I have described. I say, like many proper doctors and 
scientists, that 100 percent of the ‘positives’ are false, but let’s just go 
with Fauci for a moment. 


He says that any amplification over 35 cycles will produce false 
positives and yet the US Centers for Disease Control (CDC) and 
Food and Drug Administration (FDA) have recommended up to 40 
cycles and the National Health Service (NHS) in Britain admitted in 
an internal document for staff that it was using 45 cycles of 
amplification. A long list of other countries has been doing the same 
and at least one ‘testing’ laboratory has been using 50 cycles. Have 
you ever heard a doctor, medical ‘expert’ or the media ask what level 
of amplification has been used to claim a ‘positive’. The ‘test’ comes 
back ‘positive’ and so you have the ‘virus’, end of story. Now we can 
see how the government in Tanzania could send off samples from a 
goat and a pawpaw fruit under human names and both came back 
positive for ‘Covid-19’. Tanzania president John Magufuli mocked 
the ‘Covid’ hysteria, the PCR test and masks and refused to import 
the DNA-manipulating ‘vaccine’. The Cult hated him and an article 
sponsored by the Bill Gates Foundation appeared in the London 
Guardian in February, 2021, headed ‘It’s time for Africa to rein in 
Tanzania’s anti-vaxxer president’. Well, ‘reined in’ he shortly was. 
Magufuli appeared in good health, but then, in March, 2021, he was 
dead at 61 from ‘heart failure’. He was replaced by Samia Hassan 
Suhulu who is connected to Klaus Schwab’s World Economic Forum 
and she immediately reversed Magufuli’s “‘Covid’ policy. A sample of 
cola tested positive for ‘Covid’ with the PCR test in Germany while 
American actress and singer-songwriter Erykah Badu tested positive 
in one nostril and negative in the other. Footballer Ronaldo called 


the PCR test ‘bullshit’ after testing positive three times and being 
forced to quarantine and miss matches when there was nothing 
wrong with him. The mantra from Tedros at the World Health 
Organization and national governments (same thing) has been test, 
test, test. They know that the more tests they can generate the more 
fake ‘cases’ they have which go on to become ‘deaths’ in ways Iam 
coming to. The UK government has its Operation Moonshot planned 
to test multiple millions every day in workplaces and schools with 
free tests for everyone to use twice a week at home in line with the 
Cult plan from the start to make testing part of life. A government 
advertisement for an ‘Interim Head of Asymptomatic Testing 
Communication’ said the job included responsibility for delivering a 
‘communications strategy’ (propaganda) ‘to support the expansion 
of asymptomatic testing that ‘normalises testing as part of everyday life’. 
More tests means more fake ‘cases’, ‘deaths’ and fascism. I have 
heard of, and from, many people who booked a test, couldn’t turn 
up, and yet got a positive result through the post for a test they’d 
never even had. The whole thing is crazy, but for the Cult there’s 
method in the madness. Controlling and manipulating the level of 
amplification of the test means the authorities can control whenever 
they want the number of apparent ‘cases’ and ‘deaths’. If they want 
to justify more fascist lockdown and destruction of livelihoods they 
keep the amplification high. If they want to give the illusion that 
lockdowns and the ‘vaccine’ are working then they lower the 
amplification and ‘cases’ and ‘deaths’ will appear to fall. In January, 
2021, the Cult-owned World Health Organization suddenly warned 
laboratories about over-amplification of the test and to lower the 
threshold. Suddenly headlines began appearing such as: ‘Why ARE 
“Covid” cases plummeting?’ This was just when the vaccine rollout 
was underway and I had predicted months before they would make 
cases appear to fall through amplification tampering when the 
‘vaccine’ came. These people are so predictable. 


The question must be asked of what is on the test swabs being poked 
far up the nose of the population to the base of the brain? A nasal 
swab punctured one woman’s brain and caused it to leak fluid. Most 
of these procedures are being done by people with little training or 
medical knowledge. Dr Lorraine Day, former orthopaedic trauma 
surgeon and Chief of Orthopaedic Surgery at San Francisco General 
Hospital, says the tests are really a ‘vaccine’. Cows have long been 
vaccinated this way. She points out that masks have to cover the nose 
and the mouth where it is claimed the ‘virus’ exists in saliva. Why 
then don’t they take saliva from the mouth as they do with a DNA 
test instead of pushing a long swab up the nose towards the brain? 
The ethmoid bone separates the nasal cavity from the brain and 
within that bone is the cribriform plate. Dr Day says that when the 
swab is pushed up against this plate and twisted the procedure is 
‘depositing things back there’. She claims that among these ‘things’ 
are nanoparticles that can enter the brain. Researchers have noted 
that a team at the Gates-funded Johns Hopkins have designed tiny, 
star-shaped micro-devices that can latch onto intestinal mucosa and 
release drugs into the body. Mucosa is the thin skin that covers the 
inside surface of parts of the body such as the nose and mouth and 
produces mucus to protect them. The Johns Hopkins micro-devices 
are called ‘theragrippers’ and were ‘inspired’ by a parasitic worm 
that digs its sharp teeth into a host’s intestines. Nasal swabs are also 
coated in the sterilisation agent ethylene oxide. The US National 
Cancer Institute posts this explanation on its website: 


At room temperature, ethylene oxide is a flammable colorless gas with a sweet odor. It is used 
primarily to produce other chemicals, including antifreeze. In smaller amounts, ethylene 
oxide is used as a pesticide and a sterilizing agent. The ability of ethylene oxide to damage 
DNA makes it an effective sterilizing agent but also accounts for its cancer-causing activity. 


The Institute mentions lymphoma and leukaemia as cancers most 
frequently reported to be associated with occupational exposure to 
ethylene oxide along with stomach and breast cancers. How does 
anyone think this is going to work out with the constant testing 


regime being inflicted on adults and children at home and at school 
that will accumulate in the body anything that’s on the swab? 


Doctors know best 

It is vital for people to realise that ‘hero’ doctors ‘know’ only what 
the Big Pharma-dominated medical authorities tell them to ‘know’ 
and if they refuse to ‘know’ what they are told to ‘know’ they are out 
the door. They are mostly not physicians or healers, but repeaters of 
the official narrative — or else. I have seen alleged professional 
doctors on British television make shocking statements that we are 
supposed to take seriously. One called ‘Dr’ Amir Khan, who is 
actually telling patients how to respond to illness, said that men 
could take the birth pill to ‘help slow down the effects of Covid-19”. 
In March, 2021, another ridiculous “Covid study’ by an American 
doctor proposed injecting men with the female sex hormone 
progesterone as a ‘Covid’ treatment. British doctor Nighat Arif told 
the BBC that face coverings were now going to be part of ongoing 
normal. Yes, the vaccine protects you, she said (evidence?) ... but the 
way to deal with viruses in the community was always going to 
come down to hand washing, face covering and keeping a physical 
distance. That’s not what we were told before the ‘vaccine’ was 
circulating. Arif said she couldn't imagine ever again going on the 
underground or in a lift without a mask. I was just thanking my 
good luck that she was not my doctor when she said — in March, 
2021 — that if “we are behaving and we are doing all the right things’ 
she thought we could ‘have our nearest and dearest around us at 
home ... around Christmas and New Year! Her patronising delivery 
was the usual school teacher talking to six-year-olds as she repeated 
every government talking point and probably believed them all. If 
we have learned anything from the ‘Covid’ experience surely it must 
be that humanity’s perception of doctors needs a fundamental 
rethink. NHS ‘doctor’ Sara Kayat told her television audience that 
the ‘Covid vaccine’ would ‘100 percent prevent hospitalisation and 
death’. Not even Big Pharma claimed that. We have to stop taking 
‘experts’ at their word without question when so many of them are 


clueless and only repeating the party line on which their careers 
depend. That is not to say there are not brilliants doctors — there are 
and I have spoken to many of them since all this began — but you 
won't see them in the mainstream media or quoted by the 
psychopaths and yes-people in government. 


Remember the name — Christian Drosten 

German virologist Christian Drosten, Director of Charité Institute of 
Virology in Berlin, became a national star after the pandemic hoax 
began. He was feted on television and advised the German 
government on ‘Covid’ policy. Most importantly to the wider world 
Drosten led a group that produced the ‘Covid’ testing protocol for 
the PCR test. What a remarkable feat given the PCR cannot test for 
infectious disease and even more so when you think that Drosten 
said that his method of testing for SARS-CoV-2 was developed 
‘without having virus material available’. He developed a test for a 
‘virus’ that he didn’t have and had never seen. Let that sink in as you 
survey the global devastation that came from what he did. The 
whole catastrophe of Drosten’s ‘test’ was based on the alleged 
genetic sequence published by Chinese scientists on the Internet. We 
will see in the next chapter that this alleged ‘genetic sequence’ has 
never been produced by China or anyone and cannot be when there 
is no SARS-CoV-2. Drosten, however, doesn’t seem to let little details 
like that get in the way. He was the lead author with Victor Corman 
from the same Charité Hospital of the paper ‘Detection of 2019 novel 
coronavirus (2019-nCoV) by real-time PCR’ published in a magazine 
called Eurosurveillance. This became known as the Corman-Drosten 
paper. In November, 2020, with human society devastated by the 
effects of the Corman-Drosten test baloney, the protocol was publicly 
challenged by 22 international scientists and independent 
researchers from Europe, the United States, and Japan. Among them 
were senior molecular geneticists, biochemists, immunologists, and 
microbiologists. They produced a document headed ‘External peer 
review of the RTPCR test to detect SARS-Cov-2 Reveals 10 Major 
Flaws At The Molecular and Methodological Level: Consequences 


For False-Positive Results’. The flaws in the Corman-Drosten test 
included the following: 


e The test is non-specific because of erroneous design 
e Results are enormously variable 


e The test is unable to discriminate between the whole ‘virus’ and 
viral fragments 


e It doesn’t have positive or negative controls 
e The test lacks a standard operating procedure 
e It is unsupported by proper peer view 


The scientists said the PCR ‘Covid’ testing protocol was not 
founded on science and they demanded the Corman-Drosten paper 
be retracted by Eurosurveillance. They said all present and previous 
Covid deaths, cases, and ‘infection rates’ should be subject to a 
massive retroactive inquiry. Lockdowns and travel restrictions 
should be reviewed and relaxed and those diagnosed through PCR 
to have ‘Covid-19’ should not be forced to isolate. Dr Kevin Corbett, 
a health researcher and nurse educator with a long academic career 
producing a stream of peer-reviewed publications at many UK 
universities, made the same point about the PCR test debacle. He 
said of the scientists’ conclusions: ‘Every scientific rationale for the 
development of that test has been totally destroyed by this paper. It’s 
like Hiroshima/Nagasaki to the Covid test.’ He said that China 
hadn’t given them an isolated ‘virus’ when Drosten developed the 
test. Instead they had developed the test from a sequence in a gene 
bank.’ Put another way ... they made it up! The scientists were 
supported in this contention by a Portuguese appeals court which 
ruled in November, 2020, that PCR tests are unreliable and it is 
unlawful to quarantine people based solely on a PCR test. The point 
about China not providing an isolated virus must be true when the 
‘virus’ has never been isolated to this day and the consequences of 
that will become clear. Drosten and company produced this useless 
‘protocol’ right on cue in January, 2020, just as the ‘virus’ was said to 


be moving westward and it somehow managed to successfully pass 
a peer-review in 24 hours. In other words there was no peer-review 
for a test that would be used to decide who had ‘Covid’ and who 
didn’t across the world. The Cult-created, Gates-controlled World 
Health Organization immediately recommended all its nearly 200 
member countries to use the Drosten PCR protocol to detect ‘cases’ 
and ‘deaths’. The sting was underway and it continues to this day. 


So who is this Christian Drosten that produced the means through 
which death, destruction and economic catastrophe would be 
justified? His education background, including his doctoral thesis, 
would appear to be somewhat shrouded in mystery and his track 
record is dire as with another essential player in the ‘Covid’ hoax, 
the Gates-funded Professor Neil Ferguson at the Gates-funded 
Imperial College in London of whom more shortly. Drosten 
predicted in 2003 that the alleged original SARS ‘virus’ (SARS-1’) 
was an epidemic that could have serious effects on economies and an 
effective vaccine would take at least two years to produce. Drosten’s 
answer to every alleged ‘outbreak’ is a vaccine which you won't be 
shocked to know. What followed were just 774 official deaths 
worldwide and none in Germany where there were only nine cases. 
That is even if you believe there ever was a SARS ‘virus’ when the 
evidence is zilch and I will expand on this in the next chapter. 
Drosten claims to be co-discoverer of ‘SARS-1’ and developed a test 
for it in 2003. He was screaming warnings about ‘swine flu’ in 2009 
and how it was a widespread infection far more severe than any 
dangers from a vaccine could be and people should get vaccinated. It 
would be helpful for Drosten’s vocal chords if he simply recorded 
the words ‘the virus is deadly and you need to get vaccinated’ and 
copies could be handed out whenever the latest made-up threat 
comes along. Drosten’s swine flu epidemic never happened, but Big 
Pharma didn’t mind with governments spending hundreds of 
millions on vaccines that hardly anyone bothered to use and many 
who did wished they hadn’t. A study in 2010 revealed that the risk 
of dying from swine flu, or H1IN1, was no higher than that of the 
annual seasonal flu which is what at least most of ‘it’ really was as in 


the case of ‘Covid-19’. A media investigation into Drosten asked 
how with such a record of inaccuracy he could be the government 
adviser on these issues. The answer to that question is the same with 
Drosten, Ferguson and Fauci — they keep on giving the authorities 
the ‘conclusions’ and ‘advice’ they want to hear. Drosten certainly 
produced the goods for them in January, 2020, with his PCR protocol 
garbage and provided the foundation of what German internal 
medicine specialist Dr Claus Kohnlein, co-author of Virus Mania, 
called the ‘test pandemic’. The 22 scientists in the Eurosurveillance 
challenge called out conflicts of interest within the Drosten ‘protocol’ 
group and with good reason. Olfert Landt, a regular co-author of 
Drosten ‘studies’, owns the biotech company TIB Molbiol 
Syntheselabor GmbH in Berlin which manufactures and sells the 
tests that Drosten and his mates come up with. They have done this 
with SARS, Enterotoxigenic E. coli (ETEC), MERS, Zika ‘virus’, 
yellow fever, and now ‘Covid’. Landt told the Berliner Zeitung 
newspaper: 


The testing, design and development came from the Charité [Drosten and Corman]. We 
simply implemented it immediately in the form of a kit. And if we don’t have the virus, which 
originally only existed in Wuhan, we can make a synthetic gene to simulate the genome of the 
virus. That’s what we did very quickly. 


This is more confirmation that the Drosten test was designed 
without access to the ‘virus’ and only a synthetic simulation which is 
what SARS-CoV-2 really is —- a computer-generated synthetic fiction. 
It’s quite an enterprise they have going here. A Drosten team decides 
what the test for something should be and Landt’s biotech company 
flogs it to governments and medical systems across the world. His 
company must have made an absolute fortune since the ‘Covid’ hoax 
began. Dr Reiner Fuellmich, a prominent German consumer 
protection trial lawyer in Germany and California, is on Drosten’s 
case and that of Tedros at the World Health Organization for crimes 
against humanity with a class-action lawsuit being prepared in the 
United States and other legal action in Germany. 


Scamming the world with a ‘virus’ that doesn’t exist would seem 
impossible on the face of it, but not if you have control of the 
relatively few people that make policy decisions and the great 
majority of the global media. Remember it’s not about changing 
‘real’ reality it’s about controlling perception of reality. You don’t have 
to make something happen you only have make people believe that 
it’s happening. Renegade Minds understand this and are therefore 
much harder to swindle. ‘Covid-19 is not a ‘real’ ‘virus’. It’s a mind 
virus, like a computer virus, which has infected the minds, not the 
bodies, of billions. It all started, publically at least, in China and that 
alone is of central significance. The Cult was behind the revolution 
led by its asset Mao Zedong, or Chairman Mao, which established 
the People’s Republic of China on October 1st, 1949. It should have 
been called The Cult’s Republic of China, but the name had to reflect 
the recurring illusion that vicious dictatorships are run by and for 
the people (see all the ‘Democratic Republics’ controlled by tyrants). 
In the same way we have the ‘Biden’ Democratic Republic of 
America officially ruled by a puppet tyrant (at least temporarily) on 
behalf of Cult tyrants. The creation of Mao’s merciless 
communist/fascist dictatorship was part of a frenzy of activity by the 
Cult at the conclusion of World War Two which, like the First World 
War, it had instigated through its assets in Germany, Britain, France, 
the United States and elsewhere. Israel was formed in 1948; the 
Soviet Union expanded its ‘Iron Curtain’ control, influence and 
military power with the Warsaw Pact communist alliance in 1955; 
the United Nations was formed in 1945 as a Cult precursor to world 
government; and a long list of world bodies would be established 
including the World Health Organization (1948), World Trade 
Organization (1948 under another name until 1995), International 
Monetary Fund (1945) and World Bank (1944). Human society was 
redrawn and hugely centralised in the global Problem-Reaction- 
Solution that was World War Two. All these changes were 
significant. Israel would become the headquarters of the Sabbatians 


and the revolution in China would prepare the ground and control 
system for the events of 2019/2020. 


Renegade Minds know there are no borders except for public 
consumption. The Cult is a seamless, borderless global entity and to 
understand the game we need to put aside labels like borders, 
nations, countries, communism, fascism and democracy. These 
delude the population into believing that countries are ruled within 
their borders by a government of whatever shade when these are 
mere agencies of a global power. America’s illusion of democracy 
and China’s communism/fascism are subsidiaries — vehicles — for the 
same agenda. We may hear about conflict and competition between 
America and China and on the lower levels that will be true; but at 
the Cult level they are branches of the same company in the way of 
the McDonald’s example I gave earlier. I have tracked in the books 
over the years support by US governments of both parties for 
Chinese Communist Party infiltration of American society through 
allowing the sale of land, even military facilities, and the acquisition 
of American business and university influence. All this is 
underpinned by the infamous stealing of intellectual property and 
technological know-how. Cult-owned Silicon Valley corporations 
waive their fraudulent ‘morality’ to do business with human-rights- 
free China; Cult-controlled Disney has become China’s PR 
department; and China in effect owns ‘American’ sports such as 
basketball which depends for much of its income on Chinese 
audiences. As a result any sports player, coach or official speaking 
out against China’s horrific human rights record is immediately 
condemned or fired by the China-worshipping National Basketball 
Association. One of the first acts of China-controlled Biden was to 
issue an executive order telling federal agencies to stop making 
references to the ‘virus’ by the ‘geographic location of its origin’. 
Long-time Congressman Jerry Nadler warned that criticising China, 
America’s biggest rival, leads to hate crimes against Asian people in 
the United States. So shut up you bigot. China is fast closing in on 
Israel as a country that must not be criticised which is apt, really, 
given that Sabbatians control them both. The two countries have 


developed close economic, military, technological and strategic ties 
which include involvement in China’s ‘Silk Road’ transport and 
economic initiative to connect China with Europe. Israel was the first 
country in the Middle East to recognise the establishment of Mao’s 
tyranny in 1950 months after it was established. 


Project Wuhan — the ‘Covid' Psyop 

I emphasise again that the Cult plays the long game and what is 
happening to the world today is the result of centuries of calculated 
manipulation following a script to take control step-by-step of every 
aspect of human society. I will discuss later the common force 
behind all this that has spanned those centuries and thousands of 
years if the truth be told. Instigating the Mao revolution in China in 
1949 with a 2020 ‘pandemic’ in mind is not only how they work — the 
71 years between them is really quite short by the Cult’s standards of 
manipulation preparation. The reason for the Cult’s Chinese 
revolution was to create a fiercely-controlled environment within 
which an extreme structure for human control could be incubated to 
eventually be unleashed across the world. We have seen this happen 
since the ‘pandemic’ emerged from China with the Chinese control- 
structure founded on AI technology and tyrannical enforcement 
sweep across the West. Until the moment when the Cult went for 
broke in the West and put its fascism on public display Western 
governments had to pay some lip-service to freedom and democracy 
to not alert too many people to the tyranny-in-the-making. Freedoms 
were more subtly eroded and power centralised with covert 
government structures put in place waiting for the arrival of 2020 
when that smokescreen of ‘freedom’ could be dispensed with. The 
West was not able to move towards tyranny before 2020 anything 
like as fast as China which was created as a tyranny and had no 
limits on how fast it could construct the Cult’s blueprint for global 
control. When the time came to impose that structure on the world it 
was the same Cult-owned Chinese communist/fascist government 
that provided the excuse — the ‘Covid pandemic’. It was absolutely 
crucial to the Cult plan for the Chinese response to the ‘pandemic’ — 


draconian lockdowns of the entire population — to become the 
blueprint that Western countries would follow to destroy the 
livelihoods and freedom of their people. This is why the Cult- 
owned, Gates-owned, WHO Director-General Tedros said early on: 


The Chinese government is to be congratulated for the extraordinary measures it has taken to 
contain the outbreak. China is actually setting a new standard for outbreak response and it is 
not an exaggeration. 


Forbes magazine said of China: ’... those measures protected untold 
millions from getting the disease’. The Rockefeller Foundation 
‘epidemic scenario’ document in 2010 said “prophetically’: 


However, a few countries did fare better — China in particular. The Chinese government's 
quick imposition and enforcement of mandatory quarantine for all citizens, as well as its 
instant and near-hermetic sealing off of all borders, saved millions of lives, stopping the spread 
of the virus far earlier than in other countries and enabling a swifter post-pandemic recovery. 


Once again — spooky. 

The first official story was the “bat theory’ or rather the bat 
diversion. The source of the ‘virus outbreak’ we were told was a 
“wet market’ in Wuhan where bats and other animals are bought 
and eaten in horrifically unhygienic conditions. Then another story 
emerged through the alternative media that the ‘virus’ had been 
released on purpose or by accident from a BSL-4 (biosafety level 4) 
laboratory in Wuhan not far from the wet market. The lab was 
reported to create and work with lethal concoctions and 
bioweapons. Biosafety level 4 is the highest in the World Health 
Organization system of safety and containment. Renegade Minds are 
aware of what I call designer manipulation. The ideal for the Cult is 
for people to buy its prime narrative which in the opening salvoes of 
the ‘pandemic’ was the wet market story. It knows, however, that 
there is now a considerable worldwide alternative media of 
researchers sceptical of anything governments say and they are often 
given a version of events in a form they can perceive as credible 
while misdirecting them from the real truth. In this case let them 


think that the conspiracy involved is a ‘bioweapon virus’ released 
from the Wuhan lab to keep them from the real conspiracy — there is 
no ‘virus’. The WHO's current position on the source of the outbreak 
at the time of writing appears to be: ‘We haven't got a clue, mate.’ 
This is a good position to maintain mystery and bewilderment. The 
inner circle will know where the ‘virus’ came from — nowhere. The 
bottom line was to ensure the public believed there was a ‘virus’ and 
it didn’t much matter if they thought it was natural or had been 
released from a lab. The belief that there was a ‘deadly virus’ was all 
that was needed to trigger global panic and fear. The population was 
terrified into handing their power to authority and doing what they 
were told. They had to or they were ‘all gonna die’. 


In March, 2020, information began to come my way from real 
doctors and scientists and my own additional research which had 
my intuition screaming: ‘Yes, that’s it! There is no virus.’ The 
‘bioweapon’ was not the ‘virus’; it was the ‘vaccine’ already being 
talked about that would be the bioweapon. My conclusion was 
further enhanced by happenings in Wuhan. The ‘virus’ was said to 
be sweeping the city and news footage circulated of people 
collapsing in the street (which they’ve never done in the West with 
the same ‘virus’). The Chinese government was building ‘new 
hospitals’ in a matter of ten days to ‘cope with demand’ such was the 
virulent nature of the ‘virus’. Yet in what seemed like no time the 
‘new hospitals’ closed — even if they even opened — and China 
declared itself ‘virus-free’. It was back to business as usual. This was 
more propaganda to promote the Chinese draconian lockdowns in 
the West as the way to ‘beat the virus’. Trouble was that we 
subsequently had lockdown after lockdown, but never business as 
usual. As the people of the West and most of the rest of the world 
were caught in an ever-worsening spiral of lockdown, social 
distancing, masks, isolated old people, families forced apart, and 
livelihood destruction, it was party-time in Wuhan. Pictures 
emerged of thousands of people enjoying pool parties and concerts. 
It made no sense until you realised there never was a ‘virus’ and the 


whole thing was a Cult set-up to transform human society out of one 
its major global strongholds — China. 


How is it possible to deceive virtually the entire world population 
into believing there is a deadly virus when there is not even a ‘virus’ 
let alone a deadly one? It’s nothing like as difficult as you would 
think and that’s clearly true because it happened. 


Postscript: See end of book Postscript for more on the ‘Wuhan lab 
virus release’ story which the authorities and media were pushing 
heavily in the summer of 2021 to divert attention from the truth that 
the ‘Covid virus’ is pure invention. 


CHAPTER FIVE 
There is no ‘virus’ 


You can fool some of the people all of the time, and all of the people 
some of the time, but you cannot fool all of the people all of the time 
Abraham Lincoln 


he greatest form of mind control is repetition. The more you 

repeat the same mantra of alleged ‘facts’ the more will accept 
them to be true. It becomes an ‘everyone knows that, mate’. If you 
can also censor any other version or alternative to your alleged 
‘facts’ you are pretty much home and cooking. 


By the start of 2020 the Cult owned the global mainstream media 
almost in its entirety to spew out its ‘Covid’ propaganda and ignore 
or discredit any other information and view. Cult-owned social 
media platforms in Cult-owned Silicon Valley were poised and 
ready to unleash a campaign of ferocious censorship to obliterate all 
but the official narrative. To complete the circle many demands for 
censorship by Silicon Valley were led by the mainstream media as 
‘journalists’ became full-out enforcers for the Cult both as 
propagandists and censors. Part of this has been the influx of young 
people straight out of university who have become ‘journalists’ in 
significant positions. They have no experience and a headful of 
programmed perceptions from their years at school and university at 
a time when today’s young are the most perceptually-targeted 
generations in known human history given the insidious impact of 
technology. They enter the media perceptually prepared and ready 
to repeat the narratives of the system that programmed them to 


repeat its narratives. The BBC has a truly pathetic ‘specialist 
disinformation reporter’ called Marianna Spring who fits this bill 
perfectly. She is clueless about the world, how it works and what is 
really going on. Her role is to discredit anyone doing the job that a 
proper journalist would do and system-serving hacks like Spring 
wouldn't dare to do or even see the need to do. They are too busy 
licking the arse of authority which can never be wrong and, in the 
case of the BBC propaganda programme, Panorama, contacting 
payments systems such as PayPal to have a donations page taken 
down for a film company making documentaries questioning 
vaccines. Even the BBC soap opera EastEnders included a 
disgracefully biased scene in which an inarticulate white working 
class woman was made to look foolish for questioning the ‘vaccine’ 
while a well-spoken black man and Asian woman promoted the 
government narrative. It ticked every BBC box and the fact that the 
black and minority community was resisting the ‘vaccine’ had 
nothing to do with the way the scene was written. The BBC has 
become a disgusting tyrannical propaganda and censorship 
operation that should be defunded and disbanded and a free media 
take its place with a brief to stop censorship instead of demanding it. 
A BBC ‘interview’ with Gates goes something like: ‘Mr Gates, sir, if I 
can call you sir, would you like to tell our audience why you are 
such a great man, a wonderful humanitarian philanthropist, and 
why you should absolutely be allowed as a software salesman to 
decide health policy for approaching eight billion people? Thank 
you, sir, please sir.’ Propaganda programming has been incessant 
and merciless and when all you hear is the same story from the 
media, repeated by those around you who have only heard the same 
story, is it any wonder that people on a grand scale believe absolute 
mendacious garbage to be true? You are about to see, too, why this 
level of information control is necessary when the official “Covid’ 
narrative is so nonsensical and unsupportable by the evidence. 


The pyramid structure through which the ‘Covid’ hoax has been 
manifested is very simple and has to be to work. As few people as 
possible have to be involved with full knowledge of what they are 
doing — and why - or the real story would get out. At the top of the 
pyramid are the inner core of the Cult which controls Bill Gates who, 
in turn, controls the World Health Organization through his pivotal 
funding and his puppet Director-General mouthpiece, Tedros. 
Before he was appointed Tedros was chair of the Gates-founded 
Global Fund to ‘fight against AIDS, tuberculosis and malaria’, a 
board member of the Gates-funded ‘vaccine alliance’ GAVI, and on 
the board of another Gates-funded organisation. Gates owns him 
and picked him for a specific reason — Tedros is a crook and worse. 
‘Dr’ Tedros (he’s not a medical doctor, the first WHO chief not to be) 
was a member of the tyrannical Marxist government of Ethiopia for 
decades with all its human rights abuses. He has faced allegations of 
corruption and misappropriation of funds and was exposed three 
times for covering up cholera epidemics while Ethiopia’s health 
minister. Tedros appointed the mass-murdering genocidal 
Zimbabwe dictator Robert Mugabe as a WHO goodwill ambassador 
for public health which, as with Tedros, is like appointing a 
psychopath to run a peace and love campaign. The move was so 
ridiculous that he had to drop Mugabe in the face of widespread 
condemnation. American economist David Steinman, a Nobel peace 
prize nominee, lodged a complaint with the International Criminal 
Court in The Hague over alleged genocide by Tedros when he was 
Ethiopia’s foreign minister. Steinman says Tedros was a ‘crucial 
decision maker’ who directed the actions of Ethiopia’s security forces 
from 2013 to 2015 and one of three officials in charge when those 
security services embarked on the ‘killing’ and ‘torturing’ of 
Ethiopians. You can see where Tedros is coming from and it’s 
sobering to think that he has been the vehicle for Gates and the Cult 
to direct the global response to ‘Covid’. Think about that. A 
psychopathic Cult dictates to psychopath Gates who dictates to 
psychopath Tedros who dictates how countries of the world must 
respond to a ‘Covid virus’ never scientifically shown to exist. At the 
same time psychopathic Cult-owned Silicon Valley information 


giants like Google, YouTube, Facebook and Twitter announced very 
early on that they would give the Cult/Gates/Tedros/WHO version 
of the narrative free advertising and censor those who challenged 
their intelligence-insulting, mendacious story. 

The next layer in the global ‘medical’ structure below the Cult, 
Gates and Tedros are the chief medical officers and science ‘advisers’ 
in each of the WHO member countries which means virtually all of 
them. Medical officers and arbiters of science (they’re not) then take 
the WHO policy and recommended responses and impose them on 
their country’s population while the political ‘leaders’ say they are 
deciding policy (they’re clearly not) by ‘following the science’ on the 
advice of the ‘experts’ — the same medical officers and science 
‘advisers’ (dictators). In this way with the rarest of exceptions the 
entire world followed the same policy of lockdown, people 
distancing, masks and ‘vaccines’ dictated by the psychopathic Cult, 
psychopathic Gates and psychopathic Tedros who we are supposed 
to believe give a damn about the health of the world population they 
are seeking to enslave. That, amazingly, is all there is to it in terms of 
crucial decision-making. Medical staff in each country then follow 
like sheep the dictates of the shepherds at the top of the national 
medical hierarchies — chief medical officers and science ‘advisers’ 
who themselves follow like sheep the shepherds of the World Health 
Organization and the Cult. Shepherds at the national level often 
have major funding and other connections to Gates and his Bill and 
Melinda Gates Foundation which carefully hands out money like 
confetti at a wedding to control the entire global medical system 
from the WHO down. 


Follow the money 

Christopher Whitty, Chief Medical Adviser to the UK Government at 
the centre of ‘virus’ policy, a senior adviser to the government's 
Scientific Advisory Group for Emergencies (SAGE), and Executive 
Board member of the World Health Organization, was gifted a grant 
of $40 million by the Bill and Melinda Gates Foundation for malaria 
research in Africa. The BBC described the unelected Whitty as ‘the 


official who will probably have the greatest impact on our everyday 
lives of any individual policymaker in modern times’ and so it 
turned out. What Gates and Tedros have said Whitty has done like 
his equivalents around the world. Patrick Vallance, co-chair of SAGE 
and the government's Chief Scientific Adviser, is a former executive 
of Big Pharma giant GlaxoSmithKline with its fundamental financial 
and business connections to Bill Gates. In September, 2020, it was 
revealed that Vallance owned a deferred bonus of shares in 
GlaxoSmithKline worth £600,000 while the company was 
‘developing’ a ‘Covid vaccine’. Move along now — nothing to see 
here — what could possibly be wrong with that? Imperial College in 
London, a major player in ‘Covid’ policy in Britain and elsewhere 
with its ‘Covid-19’ Response Team, is funded by Gates and has big 
connections to China while the now infamous Professor Neil 
Ferguson, the useless ‘computer modeller’ at Imperial College is also 
funded by Gates. Ferguson delivered the dramatically inaccurate 
excuse for the first lockdowns (much more in the next chapter). The 
Institute for Health Metrics and Evaluation (IHME) in the United 
States, another source of outrageously false ‘Covid’ computer 
models to justify lockdowns, is bankrolled by Gates who is a 
vehement promotor of lockdowns. America’s version of Whitty and 
Vallance, the again now infamous Anthony Fauci, has connections to 
‘Covid vaccine’ maker Moderna as does Bill Gates through funding 
from the Bill and Melinda Gates Foundation. Fauci is director of the 
National Institute of Allergy and Infectious Diseases (NIAID), a 
major recipient of Gates money, and they are very close. Deborah 
Birx who was appointed White House Coronavirus Response 
Coordinator in February, 2020, is yet another with ties to Gates. 
Everywhere you look at the different elements around the world 
behind the coordination and decision making of the ‘Covid’ hoax 
there is Bill Gates and his money. They include the World Health 
Organization; Centers for Disease Control (CDC) in the United 
States; National Institutes of Health (NIH) of Anthony Fauci; 
Imperial College and Neil Ferguson; the London School of Hygiene 
where Chris Whitty worked; Regulatory agencies like the UK 
Medicines & Healthcare products Regulatory Agency (MHRA) 


which gave emergency approval for ‘Covid vaccines’; Wellcome 
Trust; GAVI, the Vaccine Alliance; the Coalition for Epidemic 
Preparedness Innovations (CEPI); Johns Hopkins University which 
has compiled the false ‘Covid’ figures; and the World Economic 
Forum. A Nationalfile.com article said: 


Gates has a lot of pull in the medical world, he has a multi-million dollar relationship with Dr. 
Fauci, and Fauci originally took the Gates line supporting vaccines and casting doubt on [the 
drug hydroxychloroquine]. Coronavirus response team member Dr. Deborah Birx, appointed 
by former president Obama to serve as United States Global AIDS Coordinator, also sits on the 
board of a group that has received billions from Gates’ foundation, and Birx reportedly used a 
disputed Bill Gates-funded model for the White House’s Coronavirus effort. Gates is a big 
proponent for a population lockdown scenario for the Coronavirus outbreak. 


Another funder of Moderna is the Defense Advanced Research 
Projects Agency (DARPA), the technology-development arm of the 
Pentagon and one of the most sinister organisations on earth. 
DARPA had a major role with the CIA covert technology-funding 
operation In-Q-Tel in the development of Google and social media 
which is now at the centre of global censorship. Fauci and Gates are 
extremely close and openly admit to talking regularly about ‘Covid’ 
policy, but then why wouldn't Gates have a seat at every national 
‘Covid’ table after his Foundation committed $1.75 billion to the 
‘fight against Covid-19’. When passed through our Orwellian 
Translation Unit this means that he has bought and paid for the Cult- 
driven ‘Covid’ response worldwide. Research the major ‘Covid’ 
response personnel in your own country and you will find the same 
Gates funding and other connections again and again. Medical and 
science chiefs following World Health Organization ‘policy’ sit atop 
a medical hierarchy in their country of administrators, doctors and 
nursing staff. These ‘subordinates’ are told they must work and 
behave in accordance with the policy delivered from the ‘top’ of the 
national ‘health’ pyramid which is largely the policy delivered by 
the WHO which is the policy delivered by Gates and the Cult. The 
whole ‘Covid’ narrative has been imposed on medical staff by a 
climate of fear although great numbers don’t even need that to 
comply. They do so through breathtaking levels of ignorance and 


include doctors who go through life simply repeating what Big 
Pharma and their hierarchical masters tell them to say and believe. 
No wonder Big Pharma ‘medicine’ is one of the biggest killers on 
Planet Earth. 

The same top-down system of intimidation operates with regard 
to the Cult Big Pharma cartel which also dictates policy through 
national and global medical systems in this way. The Cult and Big 
Pharma agendas are the same because the former controls and owns 
the latter. ‘Health’ administrators, doctors, and nursing staff are told 
to support and parrot the dictated policy or they will face 
consequences which can include being fired. How sad it’s been to see 
medical staff meekly repeating and imposing Cult policy without 
question and most of those who can see through the deceit are only 
willing to speak anonymously off the record. They know what will 
happen if their identity is known. This has left the courageous few to 
expose the lies about the ‘virus’, face masks, overwhelmed hospitals 
that aren’t, and the dangers of the ‘vaccine’ that isn’t a vaccine. When 
these medical professionals and scientists, some renowned in their 
field, have taken to the Internet to expose the truth their articles, 
comments and videos have been deleted by Cult-owned Facebook, 
Twitter and YouTube. What a real head-shaker to see YouTube 
videos with leading world scientists and highly qualified medical 
specialists with an added link underneath to the notorious Cult 
propaganda website Wikipedia to find the ‘facts’ about the same 
subject. 


HIV — the ‘Covid' trial-run 

I'll give you an example of the consequences for health and truth 
that come from censorship and unquestioning belief in official 
narratives. The story was told by PCR inventor Kary Mullis in his 
book Dancing Naked in the Mind Field. He said that in 1984 he 
accepted as just another scientific fact that Luc Montagnier of 
France’s Pasteur Institute and Robert Gallo of America’s National 
Institutes of Health had independently discovered that a ‘retrovirus’ 
dubbed HIV (human immunodeficiency virus) caused AIDS. They 


were, after all, Mullis writes, specialists in retroviruses. This is how 
the medical and science pyramids work. Something is announced or 
assumed and then becomes an everybody-knows-that purely through 
repetition of the assumption as if it is fact. Complete crap becomes 
accepted truth with no supporting evidence and only repetition of 
the crap. This is how a ‘virus’ that doesn’t exist became the ‘virus’ 
that changed the world. The HIV-AIDS fairy story became a mullti- 
billion pound industry and the media poured out propaganda 
terrifying the world about the deadly HIV ‘virus’ that caused the 
lethal AIDS. By then Mullis was working at a lab in Santa Monica, 
California, to detect retroviruses with his PCR test in blood 
donations received by the Red Cross. In doing so he asked a 
virologist where he could find a reference for HIV being the cause of 
AIDS. “You don’t need a reference,’ the virologist said ... “Everybody 
knows tt.” Mullis said he wanted to quote a reference in the report he 
was doing and he said he felt a little funny about not knowing the 
source of such an important discovery when everyone else seemed 
to. The virologist suggested he cite a report by the Centers for 
Disease Control and Prevention (CDC) on morbidity and mortality. 
Mullis read the report, but it only said that an organism had been 
identified and did not say how. The report did not identify the 
original scientific work. Physicians, however, assumed (key recurring 
theme) that if the CDC was convinced that HIV caused AIDS then 
proof must exist. Mullis continues: 


| did computer searches. Neither Montagnier, Gallo, nor anyone else had published papers 
describing experiments which led to the conclusion that HIV probably caused AIDS. | read 
the papers in Science for which they had become well known as AIDS doctors, but all they 
had said there was that they had found evidence of a past infection by something which was 
probably HIV in some AIDS patients. 


They found antibodies. Antibodies to viruses had always been considered evidence of past 
disease, not present disease. Antibodies signaled that the virus had been defeated. The patient 
had saved himself. There was no indication in these papers that this virus caused a disease. 
They didn’t show that everybody with the antibodies had the disease. In fact they found some 
healthy people with antibodies. 


Mullis asked why their work had been published if Montagnier 
and Gallo hadn't really found this evidence, and why had they been 
fighting so hard to get credit for the discovery? He says he was 
hesitant to write ‘HIV is the probable cause of AIDS’ until he found 
published evidence to support that. ‘Tens of thousands of scientists 
and researchers were spending billions of dollars a year doing 
research based on this idea,’ Mullis writes. “The reason had to be 
there somewhere; otherwise these people would not have allowed 
their research to settle into one narrow channel of investigation.’ He 
said he lectured about PCR at numerous meetings where people 
were always talking about HIV and he asked them how they knew 
that HIV was the cause of AIDS: 


Everyone said something. Everyone had the answer at home, in the office, in some drawer. 
They all knew, and they would send me the papers as soon as they got back. But | never got 
any papers. Nobody ever sent me the news about how AIDS was caused by HIV. 


Eventually Mullis was able to ask Montagnier himself about the 
reference proof when he lectured in San Diego at the grand opening 
of the University of California AIDS Research Center. Mullis says 
this was the last time he would ask his question without showing 
anger. Montagnier said he should reference the CDC report. ‘I read 
it’, Mullis said, and it didn’t answer the question. ‘If Montagnier 
didn’t know the answer who the hell did?’ Then one night Mullis 
was driving when an interview came on National Public Radio with 
Peter Duesberg, a prominent virologist at Berkeley and a California 
Scientist of the Year. Mullis says he finally understood why he could 
not find references that connected HIV to AIDS — there weren't any! 
No one had ever proved that HIV causes AIDS even though it had 
spawned a multi-billion pound global industry and the media was 
repeating this as fact every day in their articles and broadcasts 
terrifying the shit out of people about AIDS and giving the 
impression that a positive test for HIV (see ‘Covid’) was a death 
sentence. Duesberg was a threat to the AIDS gravy train and the 
agenda that underpinned it. He was therefore abused and castigated 
after he told the Proceedings of the National Academy of Sciences 


there was no good evidence implicating the new ‘virus’. Editors 
rejected his manuscripts and his research funds were deleted. Mullis 
points out that the CDC has defined AIDS as one of more than 30 
diseases if accompanied by a positive result on a test that detects 
antibodies to HIV; but those same diseases are not defined as AIDS 
cases when antibodies are not detected: 


If an HIV-positive woman develops uterine cancer, for example, she is considered to have 
AIDS. If she is not HIV positive, she simply has uterine cancer. An HIV-positive man with 
tuberculosis has AIDS; if he tests negative he simply has tuberculosis. If he lives in Kenya or 
Colombia, where the test for HIV antibodies is too expensive, he is simply presumed to have 
the antibodies and therefore AIDS, and therefore he can be treated in the World Health 
Organization’s clinic. It’s the only medical help available in some places. And it’s free, 
because the countries that support WHO are worried about AIDS. 


Mullis accuses the CDC of continually adding new diseases (see ever 
more ‘Covid symptoms’) to the grand AIDS definition and of 
virtually doctoring the books to make it appear as if the disease 
continued to spread. He cites how in 1993 the CDC enormously 
broadened its AIDS definition and county health authorities were 
delighted because they received $2,500 per year from the Federal 
government for every reported AIDS case. Ladies and gentlemen, I 
have just described, via Kary Mullis, the ‘Covid pandemic’ of 2020 
and beyond. Every element is the same and it’s been pulled off in the 
same way by the same networks. 


The ‘Covid virus’ exists? Okay — prove it. Er... still waiting 

What Kary Mullis described with regard to ‘HIV’ has been repeated 
with ‘Covid’. A claim is made that a new, or ‘novel’, infection has 
been found and the entire medical system of the world repeats that 
as fact exactly as they did with HIV and AIDS. No one in the 
mainstream asks rather relevant questions such as ‘How do you 
know?’ and ‘Where is your proof?’ The SARS-Cov-2 ‘virus’ and the 
‘Covid-19 disease’ became an overnight ‘everybody-knows-that’. 
The origin could be debated and mulled over, but what you could 
not suggest was that ‘SARS-Cov-2’ didn’t exist. That would be 


ridiculous. ‘Everybody knows’ the ‘virus’ exists. Well, I didn’t for 
one along with American proper doctors like Andrew Kaufman and 
Tom Cowan and long-time American proper journalist Jon 
Rappaport. We dared to pursue the obvious and simple question: 
‘Where’s the evidence?’ The overwhelming majority in medicine, 
journalism and the general public did not think to ask that. After all, 
everyone knew there was a new ‘virus’. Everyone was saying so and I 
heard it on the BBC. Some would eventually argue that the ‘deadly 
virus’ was nothing like as deadly as claimed, but few would venture 
into the realms of its very existence. Had they done so they would 
have found that the evidence for that claim had gone AWOL as with 
HIV causes AIDS. In fact, not even that. For something to go AWOL 
it has to exist in the first place and scientific proof for a ‘SARS-Cov-2’ 
can be filed under nothing, nowhere and zilch. 

Dr Andrew Kaufman is a board-certified forensic psychiatrist in 
New York State, a Doctor of Medicine and former Assistant 
Professor and Medical Director of Psychiatry at SUNY Upstate 
Medical University, and Medical Instructor of Hematology and 
Oncology at the Medical School of South Carolina. He also studied 
biology at the Massachusetts Institute of Technology (MIT) and 
trained in Psychiatry at Duke University. Kaufman is retired from 
allopathic medicine, but remains a consultant and educator on 
natural healing, I saw a video of his very early on in the ‘Covid’ hoax 
in which he questioned claims about the ‘virus’ in the absence of any 
supporting evidence and with plenty pointing the other way. I did 
everything I could to circulate his work which I felt was asking the 
pivotal questions that needed an answer. I can recommend an 
excellent pull-together interview he did with the website The Last 
Vagabond entitled Dr Andrew Kaufman: Virus Isolation, Terrain Theory 
and Covid-19 and his website is andrewkaufmanmd.com. Kaufman is 
not only a forensic psychiatrist; he is forensic in all that he does. He 
always reads original scientific papers, experiments and studies 
instead of second-third-fourth-hand reports about the ‘virus’ in the 
media which are repeating the repeated repetition of the narrative. 
When he did so with the original Chinese ‘virus’ papers Kaufman 


realised that there was no evidence of a ‘SARS-Cov-2’. They had 
never — from the start — shown it to exist and every repeat of this 
claim worldwide was based on the accepted existence of proof that 
was nowhere to be found — see Kary Mullis and HIV. Here we go 
again. 


Let's postulate 

Kaufman discovered that the Chinese authorities immediately 
concluded that the cause of an illness that broke out among about 
200 initial patients in Wuhan was a ‘new virus’ when there were no 
grounds to make that conclusion. The alleged ‘virus’ was not 
isolated from other genetic material in their samples and then shown 
through a system known as Koch’s postulates to be the causative 
agent of the illness. The world was told that the SARS-Cov-2 ‘virus’ 
caused a disease they called ‘Covid-19’ which had ‘flu-like’ 
symptoms and could lead to respiratory problems and pneumonia. 
If it wasn’t so tragic it would almost be funny. “Flu-like’ symptoms’? 
Pneumonia? Respiratory disease? What in CHINA and particularly in 
Wuhan, one of the most polluted cities in the world with a resulting 
epidemic of respiratory disease?? Three hundred thousand people 
get pneumonia in China every year and there are nearly a billion 
cases worldwide of ‘flu-like symptoms’. These have a whole range of 
causes — including pollution in Wuhan — but no other possibility was 
credibly considered in late 2019 when the world was told there was a 
new and deadly ‘virus’. The global prevalence of pneumonia and 
‘flu-like systems’ gave the Cult networks unlimited potential to re- 
diagnose these other causes as the mythical ‘Covid-19’ and that is 
what they did from the very start. Kaufman revealed how Chinese 
medical and science authorities (all subordinates to the Cult-owned 
communist government) took genetic material from the lungs of 
only a few of the first patients. The material contained their own 
cells, bacteria, fungi and other microorganisms living in their bodies. 
The only way you could prove the existence of the ‘virus’ and its 
responsibility for the alleged ‘Covid-19% was to isolate the virus from 
all the other material — a process also known as ‘purification’ — and 


then follow the postulates sequence developed in the late 19th 
century by German physician and bacteriologist Robert Koch which 
became the ‘gold standard’ for connecting an alleged causation 
agent to a disease: 


1. The microorganism (bacteria, fungus, virus, etc.) must be present in every case of the 
disease and all patients must have the same symptoms. It must also not be present in healthy 
individuals. 


2. The microorganism must be isolated from the host with the disease. If the microorganism 
is a bacteria or fungus it must be grown in a pure culture. If it is a virus, it must be purified 
(i.e. containing no other material except the virus particles) from a clinical sample. 


3. The specific disease, with all of its characteristics, must be reproduced when the 
infectious agent (the purified virus or a pure culture of bacteria or fungi) is inoculated into a 
healthy, susceptible host. 


4. The microorganism must be recoverable from the experimentally infected host as in step 
2; 


Not one of these criteria has been met in the case of ‘SARS-Cov-2’ and 
‘Covid-19’. Not ONE. EVER. Robert Koch refers to bacteria and not 
viruses. What are called ‘viral particles’ are so minute (hence masks 
are useless by any definition) that they could only be seen after the 
invention of the electron microscope in the 1930s and can still only 
be observed through that means. American bacteriologist and 
virologist Thomas Milton Rivers, the so-called ‘Father of Modern 
Virology’ who was very significantly director of the Rockefeller 
Institute for Medical Research in the 1930s, developed a less 
stringent version of Koch’s postulates to identify ‘virus’ causation 
known as ‘Rivers criteria’. ‘Covid’ did not pass that process either. 
Some even doubt whether any ‘virus’ can be isolated from other 
particles containing genetic material in the Koch method. Freedom 
of Information requests in many countries asking for scientific proof 
that the ‘Covid virus’ has been purified and isolated and shown to 
exist have all come back with a ‘we don’t have that’ and when this 
happened with a request to the UK Department of Health they 
added this comment: 


However, outside of the scope of the [Freedom of Information Act] and on a discretionary 
basis, the following information has been advised to us, which may be of interest. Most 
infectious diseases are caused by viruses, bacteria or fungi. Some bacteria or fungi have the 
capacity to grow on their own in isolation, for example in colonies on a petri dish. Viruses are 
different in that they are what we call ‘obligate pathogens’ — that is, they cannot survive or 
reproduce without infecting a host ... 


... For some diseases, it is possible to establish causation between a microorganism and a 
disease by isolating the pathogen from a patient, growing it in pure culture and reintroducing 
it to a healthy organism. These are known as ‘Koch’s postulates’ and were developed in 1882. 
However, as our understanding of disease and different disease-causing agents has advanced, 
these are no longer the method for determining causation [Andrew Kaufman asks why in that 
case are there two published articles falsely claiming to satisfy Koch’s postulates]. 


It has long been known that viral diseases cannot be identified in this way as viruses cannot 
be grown in ‘pure culture’. When a patient is tested for a viral illness, this is normally done by 
looking for the presence of antigens, or viral genetic code in a host with molecular biology 
techniques [Kaufman asks how you could know the origin of these chemicals without having 
a pure culture for comparison]. 


For the record ‘antigens’ are defined so: 


Invading microorganisms have antigens on their surface that the human body can recognise as 
being foreign — meaning not belonging to it. When the body recognises a foreign antigen, 
lymphocytes (white blood cells) produce antibodies, which are complementary in shape to 
the antigen. 


Notwithstanding that this is open to question in relation to ‘SARS- 
Cov-2’ the presence of ‘antibodies’ can have many causes and they 
are found in people that are perfectly well. Kary Mullis said: 
‘Antibodies ... had always been considered evidence of past disease, 
not present disease.’ 


‘Covid really is a computer ‘virus’ 


Where the UK Department of Health statement says ‘viruses’ are 
now ‘diagnosed’ through a ‘viral genetic code in a host with 
molecular biology techniques’, they mean ... the PCR test which its 
inventor said cannot test for infectious disease. They have no 
credible method of connecting a ‘virus’ to a disease and we will see 
that there is no scientific proof that any ‘virus’ causes any disease or 
there is any such thing as a ‘virus’ in the way that it is described. 
Tenacious Canadian researcher Christine Massey and her team made 


some 40 Freedom of Information requests to national public health 
agencies in different countries asking for proof that SARS-CoV-2 has 
been isolated and not one of them could supply that information. 
Massey said of her request in Canada: ‘Freedom of Information 
reveals Public Health Agency of Canada has no record of ‘SARS- 
COV-2’ isolation performed by anyone, anywhere, ever.’ If you 
accept the comment from the UK Department of Health it’s because 
they can’t isolate a ‘virus’. Even so many ‘science’ papers claimed to 
have isolated the ‘Covid virus’ until they were questioned and had 
to admit they hadn’t. A reply from the Robert Koch Institute in 
Germany was typical: ‘I am not aware of a paper which purified 
isolated SARS-CoV-2.’ So what the hell was Christian Drosten and 
his gang using to design the ‘Covid’ testing protocol that has 
produced all the illusory Covid’ cases and ‘Covid’ deaths when the 
head of the Chinese version of the CDC admitted there was a 
problem right from the start in that the ‘virus’ had never been 
isolated/purified? Breathe deeply: What they are calling ‘Covid’ is 
actually created by a computer program i.e. they made it up — er, that’s 
it. They took lung fluid, with many sources of genetic material, from 
one single person alleged to be infected with Covid-19 by a PCR test 
which they claimed, without clear evidence, contained a ‘virus’. They 
used several computer programs to create a model of a theoretical 
virus genome sequence from more than fifty-six million small 
sequences of RNA, each of an unknown source, assembling them 
like a puzzle with no known solution. The computer filled in the 
gaps with sequences from bits in the gene bank to make it look like a 
bat SARS-like coronavirus! A wave of the magic wand and poof, an 
in silico (computer-generated) genome, a scientific fantasy, was 
created. UK health researcher Dr Kevin Corbett made the same point 
with this analogy: 


... It’s like giving you a few bones and saying that’s your fish. It could be any fish. Not even a 
skeleton. Here’s a few fragments of bones. That’s your fish ... It’s all from gene bank and the 
bits of the virus sequence that weren’t there they made up. 


They synthetically created them to fill in the blanks. That’s what genetics is; it’s a code. So it’s 
ABBBCCDDD and you're missing some what you think is EEE so you put it in. It’s all 


synthetic. You just manufacture the bits that are missing. This is the end result of the 
geneticization of virology. This is basically a computer virus. 


Further confirmation came in an email exchange between British 
citizen journalist Frances Leader and the government’s Medicines & 
Healthcare Products Regulatory Agency (the Gates-funded MHRA) 
which gave emergency permission for untested ‘Covid vaccines’ to 
be used. The agency admitted that the ‘vaccine’ is not based on an 
isolated ‘virus’, but comes from a computer-generated model. Frances 
Leader was naturally banned from Cult-owned fascist Twitter for 
making this exchange public. The process of creating computer- 
generated alleged ‘viruses’ is called ‘in silico’ or ‘in silicon’ — 
computer chips — and the term ‘in silico’ is believed to originate with 
biological experiments using only a computer in 1989. ‘Vaccines’ 
involved with ‘Covid’ are also produced ‘in silico’ or by computer 
not a natural process. If the original ‘virus’ is nothing more than a 
made-up computer model how can there be ‘new variants’ of 
something that never existed in the first place? They are not new 
‘variants’; they are new computer models only minutely different to 
the original program and designed to further terrify the population 
into having the ‘vaccine’ and submitting to fascism. You want a “new 
variant’? Click, click, enter — there you go. Tell the medical 
profession that you have discovered a ‘South African variant’, ‘UK 
variants’ or a ‘Brazilian variant’ and in the usual HIV-causes-AIDS 
manner they will unquestioningly repeat it with no evidence 
whatsoever to support these claims. They will go on television and 
warn about the dangers of ‘new variants’ while doing nothing more 
than repeating what they have been told to be true and knowing that 
any deviation from that would be career suicide. Big-time insiders 
will know it’s a hoax, but much of the medical community is clueless 
about the way they are being played and themselves play the public 
without even being aware they are doing so. What an interesting 
‘coincidence’ that AstraZeneca and Oxford University were 
conducting ‘Covid vaccine trials’ in the three countries — the UK, 
South Africa and Brazil — where the first three ‘variants’ were 
claimed to have ‘broken out’. 


Here's your ‘virus — it's a unicorn 

Dr Andrew Kaufman presented a brilliant analysis describing how 
the ‘virus’ was imagined into fake existence when he dissected an 
article published by Nature and written by 19 authors detailing 
alleged ‘sequencing of a complete viral genome’ of the ‘new SARS- 
CoV-2 virus’. This computer-modelled in silico genome was used as a 
template for all subsequent genome sequencing experiments that 
resulted in the so-called variants which he said now number more 
than 6,000. The fake genome was constructed from more than 56 
million individual short strands of RNA. Those little pieces were 
assembled into longer pieces by finding areas of overlapping 
sequences. The computer programs created over two million 
possible combinations from which the authors simply chose the 
longest one. They then compared this to a ‘bat virus’ and the 
computer ‘alignment’ rearranged the sequence and filled in the gaps! 
They called this computer-generated abomination the ‘complete 
genome’. Dr Tom Cowan, a fellow medical author and collaborator 
with Kaufman, said such computer-generation constitutes scientific 
fraud and he makes this superb analogy: 


Here is an equivalency: A group of researchers claim to have found a unicorn because they 
found a piece of a hoof, a hair from a tail, and a snippet of a horn. They then add that 
information into a computer and program it to re-create the unicorn, and they then claim this 
computer re-creation is the real unicorn. Of course, they had never actually seen a unicorn so 
could not possibly have examined its genetic makeup to compare their samples with the 
actual unicorn’s hair, hooves and horn. 


The researchers claim they decided which is the real genome of SARS-CoV-2 by ‘consensus’, 
sort of like a vote. Again, different computer programs will come up with different versions of 
the imaginary ‘unicorn’, so they come together as a group and decide which is the real 
imaginary unicorn. 


This is how the ‘virus’ that has transformed the world was brought 
into fraudulent ‘existence’. Extraordinary, yes, but as the Nazis said 
the bigger the lie the more will believe it. Cowan, however, wasn’t 
finished and he went on to identify what he called the real 
blockbuster in the paper. He quotes this section from a paper written 


by virologists and published by the CDC and then explains what it 
means: 


Therefore, we examined the capacity of SARS-CoV-2 to infect and replicate in several 
common primate and human cell lines, including human adenocarcinoma cells (A549), 
human liver cells (HUH 7.0), and human embryonic kidney cells (HEK-293T). In addition to 
Vero E6 and Vero CCL81 cells. ... Each cell line was inoculated at high multiplicity of 
infection and examined 24h post-infection. 


No CPE was observed in any of the cell lines except in Vero cells, which grew to greater than 
10 to the 7th power at 24 h post-infection. In contrast, HUH 7.0 and 293T showed only 
modest viral replication, and A549 cells were incompatible with SARS CoV-2 infection. 


Cowan explains that when virologists attempt to prove infection 
they have three possible ‘hosts’ or models on which they can test. 
The first was humans. Exposure to humans was generally not done 
for ethical reasons and has never been done with SARS-CoV-2 or any 
coronavirus. The second possible host was animals. Cowan said that 
forgetting for a moment that they never actually use purified virus 
when exposing animals they do use solutions that they claim contain 
the virus. Exposure to animals has been done with SARS-CoV-2 in 
an experiment involving mice and this is what they found: None of 
the wild (normal) mice got sick. In a group of genetically-modified 
mice, a statistically insignificant number lost weight and had slightly 
bristled fur, but they experienced nothing like the illness called 
‘Covid-19’. Cowan said the third method — the one they mostly rely 
on — is to inoculate solutions they say contain the virus onto a variety 
of tissue cultures. This process had never been shown to kill tissue 
unless the sample material was starved of nutrients and poisoned as 
part of the process. Yes, incredibly, in tissue experiments designed to 
show the ‘virus’ is responsible for killing the tissue they starve the 
tissue of nutrients and add toxic drugs including antibiotics and they 
do not have control studies to see if it’s the starvation and poisoning 
that is degrading the tissue rather than the ‘virus’ they allege to be in 
there somewhere. You want me to pinch you? Yep, I understand. 
Tom Cowan said this about the whole nonsensical farce as he 
explains what that quote from the CDC paper really means: 


The shocking thing about the above quote is that using their own methods, the virologists 
found that solutions containing SARS-CoV-2 — even in high amounts — were NOT, | repeat 
NOT, infective to any of the three human tissue cultures they tested. In plain English, this 
means they proved, on their terms, that this ‘new coronavirus’ is not infectious to human 
beings. It is ONLY infective to monkey kidney cells, and only then when you add two potent 
drugs (gentamicin and amphotericin), known to be toxic to kidneys, to the mix. 


My friends, read this again and again. These virologists, published by the CDC, performed a 
clear proof, on their terms, showing that the SARS-CoV-2 virus is harmless to human beings. 
That is the only possible conclusion, but, unfortunately, this result is not even mentioned in 
their conclusion. They simply say they can provide virus stocks cultured only on monkey Vero 
cells, thanks for coming. 


Cowan concluded: ‘If people really understood how this “science” 
was done, I would hope they would storm the gates and demand 
honesty, transparency and truth.’ Dr Michael Yeadon, former Vice 
President and Chief Scientific Adviser at drug giant Pfizer has been a 
vocal critic of the ‘Covid vaccine’ and its potential for multiple harm. 
He said in an interview in April, 2021, that ‘not one [vaccine] has the 
virus. He was asked why vaccines normally using a ‘dead’ version of 
a disease to activate the immune system were not used for ‘Covid’ 
and instead we had the synthetic methods of the ‘mRNA Covid 
vaccine’. Yeadon said that to do the former ‘you’d have to have some 
of [the virus] wouldn’t you?’ He added: “No-one’s got any — 
seriously.’ Yeadon said that surely they couldn’t have fooled the 
whole world for a year without having a virus, ‘but oddly enough 
ask around — no one’s got it’. He didn’t know why with all the ‘great 
labs’ around the world that the virus had not been isolated — ‘Maybe 
they’ve been too busy running bad PCR tests and vaccines that 
people don’t need.’ What is today called ‘science’ is not ‘science’ at 
all. Science is no longer what is, but whatever people can be 
manipulated to believe that it is. Real science has been hijacked by the 
Cult to dispense and produce the ‘expert scientists’ and contentions 
that suit the agenda of the Cult. How big-time this has happened 
with the ‘Covid’ hoax which is entirely based on fake science 
delivered by fake ‘scientists’ and fake ‘doctors’. The human-caused 
climate change hoax is also entirely based on fake science delivered 
by fake ‘scientists’ and fake ‘climate experts’. In both cases real 


scientists, climate experts and doctors have their views suppressed 
and deleted by the Cult-owned science establishment, media and 
Silicon Valley. This is the ‘science’ that politicians claim to be 
‘following’ and a common denominator of ‘Covid’ and climate are 
Cult psychopaths Bill Gates and his mate Klaus Schwab at the Gates- 
funded World Economic Forum. But, don’t worry, it’s all just a 
coincidence and absolutely nothing to worry about. 2zzzzzzz. 


What is a ‘virus’ REALLY? 


Dr Tom Cowan is one of many contesting the very existence of 
viruses let alone that they cause disease. This is understandable 
when there is no scientific evidence for a disease-causing ‘virus’. 
German virologist Dr Stefan Lanka won a landmark case in 2017 in 
the German Supreme Court over his contention that there is no such 
thing as a measles virus. He had offered a big prize for anyone who 
could prove there is and Lanka won his case when someone sought 
to claim the money. There is currently a prize of more than 225,000 
euros on offer from an Isolate Truth Fund for anyone who can prove 
the isolation of SARS-CoV-2 and its genetic substance. Lanka wrote 
in an article headed ‘The Misconception Called Virus’ that scientists 
think a ‘virus’ is causing tissue to become diseased and degraded 
when in fact it is the processes they are using which do that — not a 
‘virus’. Lanka has done an important job in making this point clear 
as Cowan did in his analysis of the CDC paper. Lanka says that all 
claims about viruses as disease-causing pathogens are wrong and 
based on ‘easily recognisable, understandable and verifiable 
misinterpretations.’ Scientists believed they were working with 
‘viruses’ in their laboratories when they were really working with 
‘typical particles of specific dying tissues or cells ...” Lanka said that 
the tissue decaying process claimed to be caused by a ‘virus’ still 
happens when no alleged ‘virus’ is involved. It’s the process that does 
the damage and not a ‘virus’. The genetic sample is deprived of 
nutrients, removed from its energy supply through removal from 
the body and then doused in toxic antibiotics to remove any bacteria. 
He confirms again that establishment scientists do not (pinch me) 


conduct control experiments to see if this is the case and if they did 
they would see the claims that ‘viruses’ are doing the damage is 
nonsense. He adds that during the measles ‘virus’ court case he 
commissioned an independent laboratory to perform just such a 
control experiment and the result was that the tissues and cells died 
in the exact same way as with alleged ‘infected’ material. This is 
supported by a gathering number of scientists, doctors and 
researchers who reject what is called ‘germ theory’ or the belief in 
the body being infected by contagious sources emitted by other 
people. Researchers Dawn Lester and David Parker take the same 
stance in their highly-detailed and sourced book What Really Makes 
You Ill — Why everything you thought you knew about disease is wrong 
which was recommended to me by a number of medical 
professionals genuinely seeking the truth. Lester and Parker say 
there is no provable scientific evidence to show that a ‘virus’ can be 
transmitted between people or people and animals or animals and 
people: 


The definition also claims that viruses are the cause of many diseases, as if this has been 
definitively proven. But this is not the case; there is no original scientific evidence that 
definitively demonstrates that any virus is the cause of any disease. The burden of proof for 
any theory lies with those who proposed it; but none of the existing documents provides 
‘proof’ that supports the claim that ‘viruses’ are pathogens. 


Dr Tom Cowan employs one of his clever analogies to describe the 
process by which a ‘virus’ is named as the culprit for a disease when 
what is called a ‘virus’ is only material released by cells detoxing 
themselves from infiltration by chemical or radiation poisoning. The 
tidal wave of technologically-generated radiation in the ‘smart’ 
modern world plus all the toxic food and drink are causing this to 
happen more than ever. Deluded ‘scientists’ misread this as a 
gathering impact of what they wrongly label ‘viruses’. 


Paper can infect houses 


Cowan said in an article for davidicke.com — with his tongue only 
mildly in his cheek — that he believed he had made a tremendous 


discovery that may revolutionise science. He had discovered that 
small bits of paper are alive, ‘well alive-ish’, can ‘infect’ houses, and 
then reproduce themselves inside the house. The result was that this 
explosion of growth in the paper inside the house causes the house 
to explode, blowing it to smithereens. His evidence for this new 
theory is that in the past months he had carefully examined many of 
the houses in his neighbourhood and found almost no scraps of 
paper on the lawns and surrounds of the house. There was an 
occasional stray label, but nothing more. Then he would return to 
these same houses a week or so later and with a few, not all of them, 
particularly the old and decrepit ones, he found to his shock and 
surprise they were littered with stray bits of paper. He knew then 
that the paper had infected these houses, made copies of itself, and 
blew up the house. A young boy on a bicycle at one of the sites told 
him he had seen a demolition crew using dynamite to explode the 
house the previous week, but Cowan dismissed this as the idle 
thoughts of silly boys because ‘I was on to something big’. He was 
on to how ‘scientists’ mistake genetic material in the detoxifying 
process for something they call a ‘virus’. Cowan said of his house 
and paper story: 


If this sounds crazy to you, it’s because it should. This scenario is obviously nuts. But consider 
this admittedly embellished, for effect, current viral theory that all scientists, medical doctors 
and virologists currently believe. 


He takes the example of the ‘novel SARS-Cov2’ virus to prove the 
point. First they take someone with an undefined illness called 
‘Covid-19’ and don’t even attempt to find any virus in their sputum. 
Never mind the scientists still describe how this ‘virus’, which they 
have not located attaches to a cell receptor, injects its genetic 
material, in ‘Covid’s’ case, RNA, into the cell. The RNA once inserted 
exploits the cell to reproduce itself and makes ‘thousands, nay 
millions, of copies of itself ... Then it emerges victorious to claim its 
next victim’: 


If you were to look in the scientific literature for proof, actual scientific proof, that uniform 
SARS-CoV2 viruses have been properly isolated from the sputum of a sick person, that actual 
spike proteins could be seen protruding from the virus (which has not been found), you would 
find that such evidence doesn’t exist. 


If you go looking in the published scientific literature for actual pictures, proof, that these 
spike proteins or any viral proteins are ever attached to any receptor embedded in any cell 
membrane, you would also find that no such evidence exists. If you were to look for a video 
or documented evidence of the intact virus injecting its genetic material into the body of the 
cell, reproducing itself and then emerging victorious by budding off the cell membrane, you 
would find that no such evidence exists. 


The closest thing you would find is electron micrograph pictures of cellular particles, possibly 
attached to cell debris, both of which to be seen were stained by heavy metals, a process that 
completely distorts their architecture within the living organism. This is like finding bits of 
paper stuck to the blown-up bricks, thereby proving the paper emerged by taking pieces of the 
bricks on its way out. 


The Enders baloney 


Cowan describes the ‘Covid’ story as being just as make-believe as 
his paper story and he charts back this fantasy to a Nobel Prize 
winner called John Enders (1897-1985), an American biomedical 
scientist who has been dubbed ‘The Father of Modern Vaccines’. 
Enders is claimed to have ‘discovered’ the process of the viral 
culture which ‘proved’ that a ‘virus’ caused measles. Cowan 
explains how Enders did this ‘by using the EXACT same procedure 
that has been followed by every virologist to find and characterize 
every new virus since 1954’. Enders took throat swabs from children 
with measles and immersed them in 2ml of milk. Penicillin (100u/ml) 
and the antibiotic streptomycin (50,g/ml) were added and the whole 
mix was centrifuged — rotated at high speed to separate large cellular 
debris from small particles and molecules as with milk and cream, 
for example. Cowan says that if the aim is to find little particles of 
genetic material (‘viruses’) in the snot from children with measles it 
would seem that the last thing you would do is mix the snot with 
other material — milk -that also has genetic material. ‘How are you 
ever going to know whether whatever you found came from the snot 
or the milk?’ He points out that streptomycin is a ‘nephrotoxic’ or 
poisonous-to-the-kidney drug. You will see the relevance of that 


shortly. Cowan says that it gets worse, much worse, when Enders 
describes the culture medium upon which the virus ‘grows’: ‘The 
culture medium consisted of bovine amniotic fluid (90%), beef 
embryo extract (5%), horse serum (5%), antibiotics and phenol red as 
an indicator of cell metabolism.’ Cowan asks incredulously: ‘Did he 
just say that the culture medium also contained fluids and tissues 
that are themselves rich sources of genetic material?’ The genetic 
cocktail, or ‘medium’, is inoculated onto tissue and cells from rhesus 
monkey kidney tissue. This is where the importance of streptomycin 
comes in and currently-used antimicrobials and other drugs that are 
poisonous to kidneys and used in ALL modern viral cultures (e.g. 
gentamicin, streptomycin, and amphotericin). Cowan asks: ‘How are 
you ever going to know from this witch’s brew where any genetic 
material comes from as we now have five different sources of rich 
genetic material in our mix?’ Remember, he says, that all genetic 
material, whether from monkey kidney tissues, bovine serum, milk, 
etc., is made from the exact same components. The same central 
question returns: ‘How are you possibly going to know that it was 
the virus that killed the kidney tissue and not the toxic antibiotic and 
starvation rations on which you are growing the tissue?’ John Enders 
answered the question himself — you can't: 


A second agent was obtained from an uninoculated culture of monkey kidney cells. The 
cytopathic changes [death of the cells] it induced in the unstained preparations could not be 
distinguished with confidence from the viruses isolated from measles. 


The death of the cells (‘cytopathic changes’) happened in exactly 
the same manner, whether they inoculated the kidney tissue with the 
measles snot or not, Cowan says. ‘This is evidence that the 
destruction of the tissue, the very proof of viral causation of illness, 
was not caused by anything in the snot because they saw the same 
destructive effect when the snot was not even used ... the cytopathic, 
ie., cell-killing, changes come from the process of the culture itself, 
not from any virus in any snot, period.’ Enders quotes in his 1957 
paper a virologist called Ruckle as reporting similar findings ‘and in 
addition has isolated an agent from monkey kidney tissue that is so 


far indistinguishable from human measles virus’. In other words, 
Cowan says, these particles called ‘measles viruses’ are simply and 
clearly breakdown products of the starved and poisoned tissue. For 
measles ‘virus’ see all ‘viruses’ including the so-called ‘Covid virus’. 
Enders, the ‘Father of Modern Vaccines’, also said: 


There is a potential risk in employing cultures of primate cells for the production of vaccines 
composed of attenuated virus, since the presence of other agents possibly latent in primate 
tissues cannot be definitely excluded by any known method. 


Cowan further quotes from a paper published in the journal 
Viruses in May, 2020, while the ‘Covid pandemic’ was well 
underway in the media if not in reality. ‘EVs’ here refers to particles 
of genetic debris from our own tissues, such as exosomes of which 
more in a moment: ‘The remarkable resemblance between EVs and 
viruses has caused quite a few problems in the studies focused on 
the analysis of EVs released during viral infections.’ Later the paper 
adds that to date a reliable method that can actually guarantee a 
complete separation (of EVs from viruses) DOES NOT EXIST. This 
was published at a time when a fairy tale ‘virus’ was claimed in total 
certainty to be causing a fairy tale ‘viral disease’ called ‘Covid-19’ —a 
fairy tale that was already well on the way to transforming human 
society in the image that the Cult has worked to achieve for so long. 
Cowan concludes his article: 


To summarize, there is no scientific evidence that pathogenic viruses exist. What we think of 
as ‘viruses’ are simply the normal breakdown products of dead and dying tissues and cells. 
When we are well, we make fewer of these particles; when we are starved, poisoned, 
suffocated by wearing masks, or afraid, we make more. 


There is no engineered virus circulating and making people sick. People in laboratories all 
over the world are making genetically modified products to make people sick. These are 
called vaccines. There is no virome, no ‘ecosystem’ of viruses, viruses are not 8%, 50% or 
100 % of our genetic material. These are all simply erroneous ideas based on the 
misconception called a virus. 


Whatis ‘Covid’? Load of bollocks 


The background described here by Cowan and Lanka was 
emphasised in the first video presentation that Isaw by Dr Andrew 
Kaufman when he asked whether the ‘Covid virus’ was in truth a 
natural defence mechanism of the body called ‘exosomes’. These are 
released by cells when in states of toxicity — see the same themes 
returning over and over. They are released ever more profusely as 
chemical and radiation toxicity increases and think of the potential 
effect therefore of 5G alone as its destructive frequencies infest the 
human energetic information field with a gathering pace (5G went 
online in Wuhan in 2019 as the ‘virus’ emerged). I’ll have more about 
this later. Exosomes transmit a warning to the rest of the body that 
‘Houston, we have a problem’. Kaufman presented images of 
exosomes and compared them with ‘Covid’ under an electron 
microscope and the similarity was remarkable. They both attach to 
the same cell receptors (claimed in the case of ‘Covid’), contain the 
same genetic material in the form of RNA or ribonucleic acid, and 
both are found in ‘viral cell cultures’ with damaged or dying cells. 
James Hildreth MD, President and Chief Executive Officer of the 
Meharry Medical College at Johns Hopkins, said: “The virus is fully 
an exosome in every sense of the word.’ Kaufman’s conclusion was 
that there is no ‘virus’: ‘This entire pandemic is a completely 
manufactured crisis ... there is no evidence of anyone dying from 
[this] illness.’ Dr Tom Cowan and Sally Fallon Morell, authors of The 
Contagion Myth, published a statement with Dr Kaufman in 
February, 2021, explaining why the ‘virus’ does not exist and you can 
read it that in full in the Appendix. 


‘Virus’ theory can be traced to the ‘cell theory’ in 1858 of German 
physician Rudolf Virchow (1821-1920) who contended that disease 
originates from a single cell infiltrated by a ‘virus’. Dr Stefan Lanka 
said that findings and insights with respect to the structure, function 
and central importance of tissues in the creation of life, which were 
already known in 1858, comprehensively refute the cell theory. 
Virchow ignored them. We have seen the part later played by John 
Enders in the 1950s and Lanka notes that infection theories were 
only established as a global dogma through the policies and 


eugenics of the Third Reich in Nazi Germany (creation of the same 
Sabbatian cult behind the ‘Covid’ hoax). Lanka said: ‘Before 1933, 
scientists dared to contradict this theory; after 1933, these critical 
scientists were silenced’. Dr Tom Cowan’s view is that ill-heath is 
caused by too much of something, too little of something, or 
toxification from chemicals and radiation — not contagion. We must 
also highlight as a major source of the ‘virus’ theology a man still 
called the ‘Father of Modern Virology’ — Thomas Milton Rivers 
(1888-1962). There is no way given the Cult’s long game policy that it 
was a coincidence for the ‘Father of Modern Virology’ to be director 
of the Rockefeller Institute for Medical Research from 1937 to 1956 
when he is credited with making the Rockefeller Institute a leader in 
‘viral research’. Cult Rockefellers were the force behind the creation 
of Big Pharma ‘medicine’, established the World Health 
Organisation in 1948, and have long and close associations with the 
Gates family that now runs the WHO during the pandemic hoax 
through mega-rich Cult gofer and psychopath Bill Gates. 

Only a Renegade Mind can see through all this bullshit by asking 
the questions that need to be answered, not taking ‘no’ or 
prevarication for an answer, and certainly not hiding from the truth 
in fear of speaking it. Renegade Minds have always changed the 
world for the better and they will change this one no matter how 
bleak it may currently appear to be. 


CHAPTER SIX 
Sequence of deceit 


If you tell the truth, you don’t have to remember anything 
Mark Twain 


gainst the background that I have laid out this far the sequence 

that took us from an invented ‘virus’ in Cult-owned China in 
late 2019 to the fascist transformation of human society can be seen 
and understood in a whole new context. 


We were told that a deadly disease had broken out in Wuhan and 
the world media began its campaign (coordinated by behavioural 
psychologists as we shall see) to terrify the population into 
unquestioning compliance. We were shown images of Chinese 
people collapsing in the street which never happened in the West 
with what was supposed to be the same condition. In the earliest 
days when alleged cases and deaths were few the fear register was 
hysterical in many areas of the media and this would expand into 
the common media narrative across the world. The real story was 
rather different, but we were never told that. The Chinese 
government, one of the Cult’s biggest centres of global operation, 
said they had discovered a new illness with flu-like and pneumonia- 
type symptoms in a city with such toxic air that it is overwhelmed 
with flu-like symptoms, pneumonia and respiratory disease. Chinese 
scientists said it was a new — ‘novel’ — coronavirus which they called 
Sars-Cov-2 and that it caused a disease they labelled ‘Covid-19’. 
There was no evidence for this and the ‘virus’ has never to this day 
been isolated, purified and its genetic code established from that. It 


was from the beginning a computer-generated fiction. Stories of 
Chinese whistleblowers saying the number of deaths was being 
supressed or that the ‘new disease’ was related to the Wuhan bio-lab 
misdirected mainstream and alternative media into cul-de-sacs to 
obscure the real truth — there was no ‘virus’. 


Chinese scientists took genetic material from the lung fluid of just 
a few people and said they had found a ‘new’ disease when this 
material had a wide range of content. There was no evidence for a 
‘virus’ for the very reasons explained in the last two chapters. The 
‘virus’ has never been shown to (a) exist and (b) cause any disease. 
People were diagnosed on symptoms that are so widespread in 
Wuhan and polluted China and with a PCR test that can’t detect 
infectious disease. On this farce the whole global scam was sold to 
the rest of the world which would also diagnose respiratory disease 
as ‘Covid-19’ from symptoms alone or with a PCR test not testing for 
a ‘virus’. Flu miraculously disappeared worldwide in 2020 and into 
2021 as it was redesignated ‘Covid-19’. It was really the same old flu 
with its ‘flu-like’ symptoms attributed to ‘flu-like’ ‘Covid-19’. At the 
same time with very few exceptions the Chinese response of 
draconian lockdown and fascism was the chosen weapon to respond 
across the West as recommended by the Cult-owned Tedros at the 
Cult-owned World Health Organization run by the Cult-owned 
Gates. All was going according to plan. Chinese scientists — 
everything in China is controlled by the Cult-owned government — 
compared their contaminated RNA lung-fluid material with other 
RNA sequences and said it appeared to be just under 80 percent 
identical to the SARS-CoV-1 ‘virus’ claimed to be the cause of the 
SARS (severe acute respiratory syndrome) ‘outbreak’ in 2003. They 
decreed that because of this the ‘new virus’ had to be related and 
they called it SARS-CoV-2. There are some serious problems with 
this assumption and assumption was all it was. Most ‘factual’ science 
turns out to be assumptions repeated into everyone-knows-that. A 
match of under 80-percent is meaningless. Dr Kaufman makes the 
point that there’s a 96 percent genetic correlation between humans 
and chimpanzees, but ‘no one would say our genetic material is part 


of the chimpanzee family’. Yet the Chinese authorities were claiming 
that a much lower percentage, less than 80 percent, proved the 
existence of a new ‘coronavirus’. For goodness sake human DNA is 
60 percent similar to a banana. 


You are feeling sleepy 

The entire ‘Covid’ hoax is a global Psyop, a psychological operation 
to program the human mind into believing and fearing a complete 
fantasy. A crucial aspect of this was what appeared to happen in Italy. 
It was all very well streaming out daily images of an alleged 
catastrophe in Wuhan, but to the Western mind it was still on the 
other side of the world in a very different culture and setting. A 
reaction of ‘this could happen to me and my family’ was still nothing 
like as intense enough for the mind-doctors. The Cult needed a 
Western example to push people over that edge and it chose Italy, 
one of its major global locations going back to the Roman Empire. 
An Italian ‘Covid’ crisis was manufactured in a particular area called 
Lombardy which just happens to be notorious for its toxic air and 
therefore respiratory disease. Wuhan, China, déja vu. An hysterical 
media told horror stories of Italians dying from ‘Covid’ in their 
droves and how Lombardy hospitals were being overrun by a tidal 
wave of desperately ill people needing treatment after being struck 
down by the ‘deadly virus’. Here was the psychological turning 
point the Cult had planned. Wow, if this is happening in Italy, the 
Western mind concluded, this indeed could happen to me and my 
family. Another point is that Italian authorities responded by 
following the Chinese blueprint so vehemently recommended by the 
Cult-owned World Health Organization. They imposed fascistic 
lockdowns on the whole country viciously policed with the help of 
surveillance drones sweeping through the streets seeking out anyone 
who escaped from mass house arrest. Livelihoods were destroyed 
and psychology unravelled in the way we have witnessed since in all 
lockdown countries. Crucial to the plan was that Italy responded in 
this way to set the precedent of suspending freedom and imposing 
fascism in a “Western liberal democracy’. I emphasised in an 


animated video explanation on davidicke.com posted in the summer 
of 2020 how important it was to the Cult to expand the Chinese 
lockdown model across the West. Without this, and the bare-faced lie 
that non-symptomatic people could still transmit a ‘disease’ they 
didn’t have, there was no way locking down the whole population, 
sick and not sick, could be pulled off. At just the right time and with 
no evidence Cult operatives and gofers claimed that people without 
symptoms could pass on the ‘disease’. In the name of protecting the 
‘vulnerable’ like elderly people, who lockdowns would kill by the 
tens of thousands, we had for the first time healthy people told to 
isolate as well as the sick. The great majority of people who tested 
positive had no symptoms because there was nothing wrong with 
them. It was just a trick made possible by a test not testing for the 
‘virus’. 

Months after my animated video the Gates-funded Professor Neil 
Ferguson at the Gates-funded Imperial College confirmed that I was 
right. He didn’t say it in those terms, naturally, but he did say it. 
Ferguson will enter the story shortly for his outrageously crazy 
‘computer models’ that led to Britain, the United States and many 
other countries following the Chinese and now Italian methods of 
response. Put another way, following the Cult script. Ferguson said 
that SAGE, the UK government's scientific advisory group which has 
controlled ‘Covid’ policy from the start, wanted to follow the 
Chinese lockdown model (while they all continued to work and be 
paid), but they wondered if they could possibly, in Ferguson’s 
words, ‘get away with it in Europe’. ‘Get away with it’? Who the hell 
do these moronic, arrogant people think they are? This appalling 
man Ferguson said that once Italy went into national lockdown they 
realised they, too, could mimic China: 


It’s a communist one-party state, we said. We couldn’t get away with it in Europe, we thought 
... and then Italy did it. And we realised we could. Behind this garbage from Ferguson is a 
simple fact: Doing the same as China in every country was the plan from the start and 
Ferguson’s ‘models’ would play a central role in achieving that. It’s just a coincidence, of 
course, and absolutely nothing to worry your little head about. 


Oops, sorry, our mistake 

Once the Italian segment of the Psyop had done the job it was 
designed to do a very different story emerged. Italian authorities 
revealed that 99 percent of those who had ‘died from Covid-19’ in 
Italy had one, two, three, or more ‘co-morbidities’ or illnesses and 
health problems that could have ended their life. The US Centers for 
Disease Control and Prevention (CDC) published a figure of 94 
percent for Americans dying of ‘Covid’ while having other serious 
medical conditions — on average two to three (some five or six) other 
potential causes of death. In terms of death from an unproven ‘virus’ 
I say it is 100 percent. The other one percent in Italy and six percent 
in the US would presumably have died from ‘Covid’s’ flu-like 
symptoms with a range of other possible causes in conjunction with 
a test not testing for the ‘virus’. Fox News reported that even more 
startling figures had emerged in one US county in which 410 of 422 
deaths attributed to ‘Covid-19 had other potentially deadly health 
conditions. The Italian National Health Institute said later that the 
average age of people dying with a ‘Covid-19% diagnosis in Italy was 
about 81. Ninety percent were over 70 with ten percent over 90. In 
terms of other reasons to die some 80 percent had two or more 
chronic diseases with half having three or more including 
cardiovascular problems, diabetes, respiratory problems and cancer. 
Why is the phantom ‘Covid-19’ said to kill overwhelmingly old 
people and hardly affect the young? Old people continually die of 
many causes and especially respiratory disease which you can re- 
diagnose ‘Covid-19’ while young people die in tiny numbers by 
comparison and rarely of respiratory disease. Old people ‘die of 
Covid’ because they die of other things that can be redesignated 
‘Covid’ and it really is that simple. 


Flu has flown 

The blueprint was in place. Get your illusory ‘cases’ from a test not 
testing for the ‘virus’ and redesignate other causes of death as 
‘Covid-19’. You have an instant ‘pandemic’ from something that is 
nothing more than a computer-generated fiction. With near-on a 


billion people having ‘flu-like’ symptoms every year the potential 
was limitless and we can see why flu quickly and apparently 
miraculously disappeared worldwide by being diagnosed ‘Covid-19’. 
The painfully bloody obvious was explained away by the childlike 
media in headlines like this in the UK ‘Independent’: ‘Not a single 
case of flu detected by Public Health England this year as Covid 
restrictions suppress virus’. I kid you not. The masking, social 
distancing and house arrest that did not make the ‘Covid virus’ 
disappear somehow did so with the “flu virus’. Even worse the 
article, by a bloke called Samuel Lovett, suggested that maybe the 
masking, sanitising and other ‘Covid’ measures should continue to 
keep the flu away. With a ridiculousness that disturbs your breathing 
(it’s ‘Covid-19’) the said Lovett wrote: ‘With widespread social 
distancing and mask-wearing measures in place throughout the UK, 
the usual routes of transmission for influenza have been blocked.’ 
He had absolutely no evidence to support that statement, but look at 
the consequences of him acknowledging the obvious. With flu not 
disappearing at all and only being relabelled “‘Covid-19 he would 
have to contemplate that “Covid’ was a hoax on a scale that is hard to 
imagine. You need guts and commitment to truth to even go there 
and that’s clearly something Samuel Lovett does not have in 
abundance. He would never have got it through the editors anyway. 


Tens of thousands die in the United States alone every winter from 
flu including many with pneumonia complications. CDC figures 
record 45 million Americans diagnosed with flu in 2017-2018 of 
which 61,000 died and some reports claim 80,000. Where was the 
same hysteria then that we have seen with ‘Covid-19’? Some 250,000 
Americans are admitted to hospital with pneumonia every year with 
about 50,000 cases proving fatal. About 65 million suffer respiratory 
disease every year and three million deaths makes this the third 
biggest cause of death worldwide. You only have to redesignate a 
portion of all these people ‘Covid-19’ and you have an instant global 
pandemic or the appearance of one. Why would doctors do this? They 
are told to do this and all but a few dare not refuse those who must 
be obeyed. Doctors in general are not researching their own 


knowledge and instead take it direct and unquestioned from the 
authorities that own them and their careers. The authorities say they 
must now diagnose these symptoms ‘Covid-19’ and not flu, or 
whatever, and they do it. Dark suits say put ‘Covid-19’ on death 
certificates no matter what the cause of death and the doctors do it. 
Renegade Minds don’t fall for the illusion that doctors and medical 
staff are all highly-intelligent, highly-principled, seekers of medical 
truth. Some are, but not the majority. They are repeaters, gofers, and 
yes sir, no sir, purveyors of what the system demands they purvey. 
The ‘Covid’ con is not merely confined to diseases of the lungs. 
Instructions to doctors to put ‘Covid-19’ on death certificates for 
anyone dying of anything within 28 days (or much more) of a 
positive test not testing for the ‘virus’ opened the floodgates. The 
term dying with ‘Covid’ and not of ‘Covid’ was coined to cover the 
truth. Whether it was a with or an of they were all added to the death 
numbers attributed to the ‘deadly virus’ compiled by national 
governments and globally by the Gates-funded Johns Hopkins 
operation in the United States that was so involved in those 
‘pandemic’ simulations. Fraudulent deaths were added to the ever- 
growing list of fraudulent ‘cases’ from false positives from a false 
test. No wonder Professor Walter Ricciardi, scientific advisor to the 
Italian minister of health, said after the Lombardy hysteria had done 
its job that ‘Covid’ death rates were due to Italy having the second 
oldest population in the world and to how hospitals record deaths: 


The way in which we code deaths in our country is very generous in the sense that all the 
people who die in hospitals with the coronavirus are deemed to be dying of the coronavirus. 
On re-evaluation by the National Institute of Health, only 12 per cent of death certificates 
have shown a direct causality from coronavirus, while 88 per cent of patients who have died 
have at least one pre-morbidity — many had two or three. 


This is extraordinary enough when you consider the propaganda 
campaign to use Italy to terrify the world, but how can they even say 
twelve percent were genuine when the ‘virus’ has not been shown to 
exist, its ‘code’ is a computer program, and diagnosis comes from a 
test not testing for it? As in China, and soon the world, ‘Covid-19’ in 


Italy was a redesignation of diagnosis. Lies and corruption were to 
become the real ‘pandemic’ fuelled by a pathetically-compliant 
medical system taking its orders from the tiny few at the top of their 
national hierarchy who answered to the World Health Organization 
which answers to Gates and the Cult. Doctors were told — ordered — 
to diagnose a particular set of symptoms ‘Covid-19 and put that on 
the death certificate for any cause of death if the patient had tested 
positive with a test not testing for the virus or had ‘Covid’ symptoms 
like the flu. The United States even introduced big financial 
incentives to manipulate the figures with hospitals receiving £4,600 
from the Medicare system for diagnosing someone with regular 
pneumonia, $13,000 if they made the diagnosis from the same 
symptoms ‘Covid-1% pneumonia, and $39, 000 if they put a ‘Covid’ 
diagnosed patient on a ventilator that would almost certainly kill 
them. A few — painfully and pathetically few — medical 
whistleblowers revealed (before Cult-owned YouTube deleted their 
videos) that they had been instructed to ‘let the patient crash’ and 
put them straight on a ventilator instead of going through a series of 
far less intrusive and dangerous methods as they would have done 
before the pandemic hoax began and the financial incentives kicked 
in. We are talking cold-blooded murder given that ventilators are so 
damaging to respiratory systems they are usually the last step before 
heaven awaits. Renegade Minds never fall for the belief that people 
in white coats are all angels of mercy and cannot be full-on 
psychopaths. I have explained in detail in The Answer how what I am 
describing here played out across the world coordinated by the 
World Health Organization through the medical hierarchies in 
almost every country. 


Medical scientist calls it 

Information about the non-existence of the ‘virus’ began to emerge 
for me in late March, 2020, and mushroomed after that. I was sent an 
email by Sir Julian Rose, a writer, researcher, and organic farming 
promotor, from a medical scientist friend of his in the United States. 
Even at that early stage in March the scientist was able to explain 


how the ‘Covid’ hoax was being manipulated. He said there were no 
reliable tests for a specific ‘Covid-19 virus’ and nor were there any 
reliable agencies or media outlets for reporting numbers of actual 
‘Covid-19’ cases. We have seen in the long period since then that he 
was absolutely right. ‘Every action and reaction to Covid-19 is based 
on totally flawed data and we simply cannot make accurate 
assessments,’ he said. Most people diagnosed with ‘Covid-19 were 
showing nothing more than cold and flu-like symptoms ‘because 
most coronavirus strains are nothing more than cold/flu-like 
symptoms’. We had farcical situations like an 84-year-old German 
man testing positive for ‘Covid-19’ and his nursing home ordered to 
quarantine only for him to be found to have a common cold. The 
scientist described back then why PCR tests and what he called the 
‘Mickey Mouse test kits’ were useless for what they were claimed to 
be identifying. “The idea these kits can isolate a specific virus like 
Covid-19 is nonsense,’ he said. Significantly, he pointed out that ‘if 
you want to create a totally false panic about a totally false pandemic 
— pick a coronavirus’. This is exactly what the Cult-owned Gates, 
World Economic Forum and Johns Hopkins University did with 
their Event 201 ‘simulation’ followed by their real-life simulation 
called the ‘pandemic’. The scientist said that all you had to do was 
select the sickest of people with respiratory-type diseases in a single 
location — ‘say Wuhan’ — and administer PCR tests to them. You can 
then claim that anyone showing ‘viral sequences’ similar to a 
coronavirus ‘which will inevitably be quite a few’ is suffering from a 
‘new’ disease: 


Since you already selected the sickest flu cases a fairly high proportion of your sample will go 
on to die. You can then say this ‘new’ virus has a CFR [case fatality rate] higher than the flu 
and use this to infuse more concern and do more tests which will of course produce more 
‘cases’, which expands the testing, which produces yet more ‘cases’ and so on and so on. 
Before long you have your ‘pandemic’, and all you have done is use a simple test kit trick to 
convert the worst flu and pneumonia cases into something new that doesn’t ACTUALLY EXIST 
[my emphasis]. 


He said that you then ‘just run the same scam in other countries’ 
and make sure to keep the fear message running high ‘so that people 


will feel panicky and less able to think critically’. The only problem 
to overcome was the fact there is no actual new deadly pathogen and 
only regular sick people. This meant that deaths from the ‘new 
deadly pathogen’ were going to be way too low for a real new 
deadly virus pandemic, but he said this could be overcome in the 
following ways — all of which would go on to happen: 


1. You can claim this is just the beginning and more deaths are imminent [you underpin this 
with fantasy ‘computer projections’]. Use this as an excuse to quarantine everyone and then 
claim the quarantine prevented the expected millions of dead. 


2. You can [say that people] ‘minimizing’ the dangers are irresponsible and bully them into 
not talking about numbers. 


3. You can talk crap about made up numbers hoping to blind people with pseudoscience. 


4. You can start testing well people (who, of course, will also likely have shreds of 
coronavirus [RNA] in them) and thus inflate your ‘case figures’ with ‘asymptomatic 
carriers’ (you will of course have to spin that to sound deadly even though any virologist 
knows the more symptom-less cases you have the less deadly is your pathogen). 


The scientist said that if you take these simple steps “you can have 
your own entirely manufactured pandemic up and running in 
weeks’. His analysis made so early in the hoax was brilliantly 
prophetic of what would actually unfold. Pulling all the information 
together in these recent chapters we have this is simple 1, 2, 3, of 
how you can delude virtually the entire human population into 
believing in a ‘virus’ that doesn’t exist: 


e A ‘Covid case’ is someone who tests positive with a test not 
testing for the ‘virus’. 


¢ A ‘Covid death’ is someone who dies of any cause within 28 days 
(or much longer) of testing positive with a test not testing for the 
‘virus. 


e Asymptomatic means there is nothing wrong with you, but they 
claim you can pass on what you don’t have to justify locking 


down (quarantining) healthy people in totality. 


The foundations of the hoax are that simple. A study involving ten 
million people in Wuhan, published in November, 2020, demolished 
the whole lie about those without symptoms passing on the ‘virus’. 
They found ‘300 asymptomatic cases’ and traced their contacts to 
find that not one of them was detected with the ‘virus’. 
‘Asymptomatic’ patients and their contacts were isolated for no less 
than two weeks and nothing changed. I know it’s all crap, but if you 
are going to claim that those without symptoms can transmit ‘the 
virus’ then you must produce evidence for that and they never have. 
Even World Health Organization official Dr Maria Van Kerkhove, 
head of the emerging diseases and zoonosis unit, said as early as 
June, 2020, that she doubted the validity of asymptomatic 
transmission. She said that ‘from the data we have, it still seems to 
be rare that an asymptomatic person actually transmits onward to a 
secondary individual’ and by ‘rare’ she meant that she couldn’t cite 
any case of asymptomatic transmission. 


The Ferguson factor 

The problem for the Cult as it headed into March, 2020, when the 
script had lockdown due to start, was that despite all the 
manipulation of the case and death figures they still did not have 
enough people alleged to have died from ‘Covid’ to justify mass 
house arrest. This was overcome in the way the scientist described: 
‘You can claim this is just the beginning and more deaths are 
imminent ... Use this as an excuse to quarantine everyone and then 
claim the quarantine prevented the expected millions of dead.’ Enter 
one Professor Neil Ferguson, the Gates-funded ‘epidemiologist’ at 
the Gates-funded Imperial College in London. Ferguson is Britain’s 
Christian Drosten in that he has a dire record of predicting health 
outcomes, but is still called upon to advise government on the next 
health outcome when another ‘crisis’ comes along. This may seem to 
be a strange and ridiculous thing to do. Why would you keep 
turning for policy guidance to people who have a history of being 


monumentally wrong? Ah, but it makes sense from the Cult point of 
view. These ‘experts’ keep on producing predictions that suit the 
Cult agenda for societal transformation and so it was with Neil 
Ferguson as he revealed his horrific (and clearly insane) computer 
model predictions that allowed lockdowns to be imposed in Britain, 
the United States and many other countries. Ferguson does not have 
even an A-level in biology and would appear to have no formal 
training in computer modelling, medicine or epidemiology, 
according to Derek Winton, an MSc in Computational Intelligence. 
He wrote an article somewhat aghast at what Ferguson did which 
included taking no account of respiratory disease ‘seasonality’ which 
means it is far worse in the winter months. Who would have thought 
that respiratory disease could be worse in the winter? Well, certainly 
not Ferguson. 


The massively China-connected Imperial College and its bizarre 
professor provided the excuse for the long-incubated Chinese model 
of human control to travel westward at lightning speed. Imperial 
College confirms on its website that it collaborates with the Chinese 
Research Institute; publishes more than 600 research papers every 
year with Chinese research institutions; has 225 Chinese staff; 2,600 
Chinese students — the biggest international group; 7,000 former 
students living in China which is the largest group outside the UK; 
and was selected for a tour by China’s President Xi Jinping during 
his state visit to the UK in 2015. The college takes major donations 
from China and describes itself as the UK’s number one university 
collaborator with Chinese research institutions. The China 
communist/fascist government did not appear phased by the woeful 
predictions of Ferguson and Imperial when during the lockdown 
that Ferguson induced the college signed a five-year collaboration 
deal with China tech giant Huawei that will have Huawei’s indoor 
5G network equipment installed at the college’s West London tech 
campus along with an ‘AI cloud platform’. The deal includes Chinese 
sponsorship of Imperial’s Venture Catalyst entrepreneurship 
competition. Imperial is an example of the enormous influence the 
Chinese government has within British and North American 


universities and research centres — and further afield. Up to 200 
academics from more than a dozen UK universities are being 
investigated on suspicion of ‘unintentionally’ helping the Chinese 
government build weapons of mass destruction by ‘transferring 
world-leading research in advanced military technology such as 
aircraft, missile designs and cyberweapons’. Similar scandals have 
broken in the United States, but it’s all a coincidence. Imperial 
College serves the agenda in many other ways including the 
promotion of every aspect of the United Nations Agenda 21/2030 
(the Great Reset) and produced computer models to show that 
human-caused ‘climate change’ is happening when in the real world 
it isn’t. Imperial College is driving the climate agenda as it drives the 
‘Covid’ agenda (both Cult hoaxes) while Patrick Vallance, the UK 
government’s Chief Scientific Adviser on ‘Covid’, was named Chief 
Scientific Adviser to the UN ‘climate change’ conference known as 
COP26 hosted by the government in Glasgow, Scotland. ‘Covid’ and 
‘climate’ are fundamentally connected. 


Professor Woetul 

From Imperial’s bosom came Neil Ferguson still advising 
government despite his previous disasters and it was announced 
early on that he and other key people like UK Chief Medical Adviser 
Chris Whitty had caught the ‘virus’ as the propaganda story was 
being sold. Somehow they managed to survive and we had Prime 
Minister Boris Johnson admitted to hospital with what was said to be 
a severe version of the ‘virus’ in this same period. His whole policy 
and demeanour changed when he returned to Downing Street. It’s a 
small world with these government advisors — especially in their 
communal connections to Gates — and Ferguson had partnered with 
Whitty to write a paper called ‘Infectious disease: Tough choices to 
reduce Ebola transmission’ which involved another scare-story that 
didn’t happen. Ferguson’s ‘models’ predicted that up to150, 000 
could die from ‘mad cow disease’, or BSE, and its version in sheep if 
it was transmitted to humans. BSE was not transmitted and instead 
triggered by an organophosphate pesticide used to treat a pest on 


cows. Fewer than 200 deaths followed from the human form. Models 
by Ferguson and his fellow incompetents led to the unnecessary 
culling of millions of pigs, cattle and sheep in the foot and mouth 
outbreak in 2001 which destroyed the lives and livelihoods of 
farmers and their families who had often spent decades building 
their herds and flocks. Vast numbers of these animals did not have 
foot and mouth and had no contact with the infection. Another 
‘expert’ behind the cull was Professor Roy Anderson, a computer 
modeller at Imperial College specialising in the epidemiology of 
human, not animal, disease. Anderson has served on the Bill and 
Melinda Gates Grand Challenges in Global Health advisory board 
and chairs another Gates-funded organisation. Gates is everywhere. 


In a precursor to the ‘Covid’ script Ferguson backed closing 
schools ‘for prolonged periods’ over the swine flu ‘pandemic’ in 2009 
and said it would affect a third of the world population if it 
continued to spread at the speed he claimed to be happening. His 
mates at Imperial College said much the same and a news report 
said: ‘One of the authors, the epidemiologist and disease modeller 
Neil Ferguson, who sits on the World Health Organisation’s 
emergency committee for the outbreak, said the virus had “full 
pandemic potential”.’ Professor Liam Donaldson, the Chris Whitty 
of his day as Chief Medical Officer, said the worst case could see 30 
percent of the British people infected by swine flu with 65,000 dying. 
Ferguson and Donaldson were indeed proved correct when at the 
end of the year the number of deaths attributed to swine flu was 392. 
The term ‘expert’ is rather liberally applied unfortunately, not least 
to complete idiots. Swine flu ‘projections’ were great for 
GlaxoSmithKline (GSK) as millions rolled in for its Pandemrix 
influenza vaccine which led to brain damage with children most 
affected. The British government (taxpayers) paid out more than £60 
million in compensation after GSK was given immunity from 
prosecution. Yet another ‘Covid’ déja vu. Swine flu was supposed to 
have broken out in Mexico, but Dr Wolfgang Wodarg, a German 
doctor, former member of parliament and critic of the ‘Covid’ hoax, 
observed ‘the spread of swine flu’ in Mexico City at the time. He 


said: ‘What we experienced in Mexico City was a very mild flu 
which did not kill more than usual — which killed even fewer people 
than usual.’ Hyping the fear against all the facts is not unique to 
‘Covid’ and has happened many times before. Ferguson is reported 
to have over-estimated the projected death toll of bird flu (H5N1) by 
some three million-fold, but bird flu vaccine makers again made a 
killing from the scare. This is some of the background to the Neil 
Ferguson who produced the perfectly-timed computer models in 
early 2020 predicting that half a million people would die in Britain 
without draconian lockdown and 2.2 million in the United States. 
Politicians panicked, people panicked, and lockdowns of alleged 
short duration were instigated to ‘flatten the curve’ of cases gleaned 
from a test not testing for the ‘virus’. I said at the time that the public 
could forget the ‘short duration’ bit. This was an agenda to destroy 
the livelihoods of the population and force them into mass control 
through dependency and there was going to be nothing ‘short’ about 
it. American researcher Daniel Horowitz described the consequences 
of the ‘models’ spewed out by Gates-funded Ferguson and Imperial 
College: 


What led our government and the governments of many other countries into panic was a 
single Imperial College of UK study, funded by global warming activists, that predicted 2.2 
million deaths if we didn’t lock down the country. In addition, the reported 8-9% death rate in 
Italy scared us into thinking there was some other mutation of this virus that they got, which 
might have come here. 


Together with the fact that we were finally testing and had the ability to actually report new 
cases, we thought we were headed for a death spiral. But again ... we can’t flatten a curve if 
we don’t know when the curve started. 


How about it never started? 


Giving them what they want 

An investigation by German news outlet Welt Am Sonntag (World on 
Sunday) revealed how in March, 2020, the German government 
gathered together ‘leading scientists from several research institutes 
and universities’ and ‘together, they were to produce a [modelling] 


paper that would serve as legitimization for further tough political 
measures’. The Cult agenda was justified by computer modelling not 
based on evidence or reality; it was specifically constructed to justify 
the Cult demand for lockdowns all over the world to destroy the 
independent livelihoods of the global population. All these 
modellers and everyone responsible for the ‘Covid’ hoax have a date 
with a trial like those in Nuremberg after World War Two when 
Nazis faced the consequences of their war crimes. These corrupt- 
beyond-belief ‘modellers’ wrote the paper according to government 
instructions and it said that that if lockdown measures were lifted 
then up to one million Germans would die from ‘Covid-19’ adding 
that some would die ‘agonizingly at home, gasping for breath’ 
unable to be treated by hospitals that couldn’t cope. All lies. No 
matter — it gave the Cult all that it wanted. What did long-time 
government ‘modeller’ Neil Ferguson say? If the UK and the United 
States didn’t lockdown half a million would die in Britain and 2.2 
million Americans. Anyone see a theme here? ‘Modellers’ are such a 
crucial part of the lockdown strategy that we should look into their 
background and follow the money. Researcher Rosemary Frei 
produced an excellent article headlined “The Modelling-paper 
Mafiosi’. She highlights a guy called John Edmunds, a British 
epidemiologist, and professor in the Faculty of Epidemiology and 
Population Health at the London School of Hygiene & Tropical 
Medicine. He studied at Imperial College. Edmunds is a member of 
government ‘Covid’ advisory bodies which have been dictating 
policy, the New and Emerging Respiratory Virus Threats Advisory 
Group (NERVTAG) and the Scientific Advisory Group for 
Emergencies (SAGE). 

Ferguson, another member of NERVTAG and SAGE, led the way 
with the original ‘virus’ and Edmunds has followed in the ‘variant’ 
stage and especially the so-called UK or Kent variant known as the 
‘Variant of Concern’ (VOC) B.1.1.7. He said in a co-written report for 
the Centre for Mathematical modelling of Infectious Diseases at the 
London School of Hygiene and Tropical Medicine, with input from 
the Centre’s ‘Covid-19’ Working Group, that there was ‘a realistic 


possibility that VOC B.1.1.7 is associated with an increased risk of 
death compared to non-VOC viruses’. Fear, fear, fear, get the 
vaccine, fear, fear, fear, get the vaccine. Rosemary Frei reveals that 
almost all the paper’s authors and members of the modelling centre’s 
‘Covid-19’ Working Group receive funding from the Bill and 
Melinda Gates Foundation and/or the associated Gates-funded 
Wellcome Trust. The paper was published by e-journal Medr xiv 
which only publishes papers not peer-reviewed and the journal was 
established by an organisation headed by Facebook’s Mark 
Zuckerberg and his missus. What a small world it is. Frei discovered 
that Edmunds is on the Scientific Advisory Board of the Coalition for 
Epidemic Preparedness Innovations (CEPI) which was established 
by the Bill and Melinda Gates Foundation, Klaus Schwab’s Davos 
World Economic Forum and Big Pharma giant Wellcome. CEPI was 
‘launched in Davos [in 2017] to develop vaccines to stop future 
epidemics’, according to its website. ‘Our mission is to accelerate the 
development of vaccines against emerging infectious diseases and 
enable equitable access to these vaccines for people during 
outbreaks.’ What kind people they are. Rosemary Frei reveals that 
Public Health England (PHE) director Susan Hopkins is an author of 
her organisation’s non-peer-reviewed reports on ‘new variants’. 
Hopkins is a professor of infectious diseases at London’s Imperial 
College which is gifted tens of millions of dollars a year by the Bill 
and Melinda Gates Foundation. Gates-funded modelling disaster 
Neil Ferguson also co-authors Public Health England reports and he 
spoke in December, 2020, about the potential danger of the B.1.1.7. 
‘UK variant’ promoted by Gates-funded modeller John Edmunds. 
When I come to the ‘Covid vaccines’ the ‘new variants’ will be 
shown for what they are — bollocks. 


Connections, connections 

All these people and modellers are lockdown-obsessed or, put 
another way, they demand what the Cult demands. Edmunds said in 
January, 2021, that to ease lockdowns too soon would be a disaster 
and they had to ‘vaccinate much, much, much more widely than the 


elderly’. Rosemary Frei highlights that Edmunds is married to 
Jeanne Pimenta who is described in a LinkedIn profile as director of 
epidemiology at GlaxoSmithKline (GSK) and she held shares in the 
company. Patrick Vallance, co-chair of SAGE and the government's 
Chief Scientific Adviser, is a former executive of GSK and has a 
deferred bonus of shares in the company worth £600,000. GSK has 
serious business connections with Bill Gates and is collaborating 
with mRNA-~’vaccine’ company CureVac to make ‘vaccines’ for the 
new variants that Edmunds is talking about. GSK is planning a 
‘Covid vaccine’ with drug giant Sanofi. Puppet Prime Minister Boris 
Johnson announced in the spring of 2021 that up to 60 million 
vaccine doses were to be made at the GSK facility at Barnard Castle 
in the English North East. Barnard Castle, with a population of just 
6,000, was famously visited in breach of lockdown rules in April, 
2020, by Johnson aide Dominic Cummings who said that he drove 
there ‘to test his eyesight’ before driving back to London. Cummings 
would be better advised to test his integrity — not that it would take 
long. The GSK facility had nothing to do with his visit then although 
I’m sure Patrick Vallance would have been happy to arrange an 
introduction and some tea and biscuits. Ruthless psychopath Gates 
has made yet another fortune from vaccines in collaboration with Big 
Pharma companies and gushes at the phenomenal profits to be made 
from vaccines — more than a 20-to-1 return as he told one 
interviewer. Gates also tweeted in December, 2019, with the 
foreknowledge of what was coming: ‘What's next for our 
foundation? I’m particularly excited about what the next year could 
mean for one of the best buys in global health: vaccines.’ 


Modeller John Edmunds is a big promotor of vaccines as all these 
people appear to be. He’s the dean of the London School of Hygiene 
& Tropical Medicine’s Faculty of Epidemiology and Population 
Health which is primarily funded by the Bill and Melinda Gates 
Foundation and the Gates-established and funded GAVI vaccine 
alliance which is the Gates vehicle to vaccinate the world. The 
organisation Doctors Without Borders has described GAVI as being 
‘aimed more at supporting drug-industry desires to promote new 


products than at finding the most efficient and sustainable means for 
fighting the diseases of poverty’. But then that’s why the psychopath 
Gates created it. John Edmunds said in a video that the London 
School of Hygiene & Tropical Medicine is involved in every aspect of 
vaccine development including large-scale clinical trials. He 
contends that mathematical modelling can show that vaccines 
protect individuals and society. That’s on the basis of shit in and shit 
out, I take it. Edmunds serves on the UK Vaccine Network as does 
Ferguson and the government's foremost “Covid’ adviser, the grim- 
faced, dark-eyed Chris Whitty. The Vaccine Network says it works 
‘to support the government to identify and shortlist targeted 
investment opportunities for the most promising vaccines and 
vaccine technologies that will help combat infectious diseases with 
epidemic potential, and to address structural issues related to the 
UK’s broader vaccine infrastructure’. Ferguson is acting Director of 
the Imperial College Vaccine Impact Modelling Consortium which 
has funding from the Bill and Melina Gates Foundation and the 
Gates-created GAVI ‘vaccine alliance’. Anyone wonder why these 
characters see vaccines as the answer to every problem? Ferguson is 
wildly enthusiastic in his support for GAVI’s campaign to vaccine 
children en masse in poor countries. You would expect someone like 
Gates who has constantly talked about the need to reduce the 
population to want to fund vaccines to keep more people alive. I’m 
sure that’s why he does it. The John Edmunds London School of 
Hygiene & Tropical Medicine (LSHTM) has a Vaccines 
Manufacturing Innovation Centre which develops, tests and 
commercialises vaccines. Rosemary Frei writes: 


The vaccines centre also performs affiliated activities like combating ‘vaccine hesitancy’. The 
latter includes the Vaccine Confidence Project. The project’s stated purpose is, among other 
things, ‘to provide analysis and guidance for early response and engagement with the public 
to ensure sustained confidence in vaccines and immunisation’. The Vaccine Confidence 
Project’s director is LSHTM professor Heidi Larson. For more than a decade she’s been 
researching how to combat vaccine hesitancy. 


How the bloody hell can blokes like John Edmunds and Neil 
Ferguson with those connections and financial ties model ‘virus’ case 


and death projections for the government and especially in a way 
that gives their paymasters like Gates exactly what they want? It’s 
insane, but this is what you find throughout the world. 


‘Covid' is not dangerous, oops, wait, yes itis 

Only days before Ferguson’s nightmare scenario made Jackboot 
Johnson take Britain into a China-style lockdown to save us from a 
deadly ‘virus’ the UK government website gov.uk was reporting 
something very different to Ferguson on a page of official 


government guidance for ‘high consequence infectious diseases 
(HCID)’. It said this about ‘Covid-19’: 


As of 19 March 2020, COVID-19 is no longer considered to be a high consequence infectious 
diseases (HCID) in the UK [my emphasis]. The 4 nations public health HCID group made an 
interim recommendation in January 2020 to classify COVID-19 as an HCID. This was based 
on consideration of the UK HCID criteria about the virus and the disease with information 
available during the early stages of the outbreak. 


Now that more is known about COVID-19, the public health bodies in the UK have reviewed 
the most up to date information about COVID-19 against the UK HCID criteria. They have 
determined that several features have now changed; in particular, more information is 
available about mortality rates (low overall), and there is now greater clinical awareness and a 
specific and sensitive laboratory test, the availability of which continues to increase. The 
Advisory Committee on Dangerous Pathogens (ACDP) is also of the opinion that COVID-19 
should no longer be classified as an HCID. 


Soon after the government had been exposed for downgrading the 
risk they upgraded it again and everyone was back to singing from 
the same Cult hymn book. Ferguson and his fellow Gates clones 
indicated that lockdowns and restrictions would have to continue 
until a Gates-funded vaccine was developed. Gates said the same 
because Ferguson and his like were repeating the Gates script which 
is the Cult script. ‘Flatten the curve’ became an ongoing nightmare of 
continuing lockdowns with periods in between of severe restrictions 
in pursuit of destroying independent incomes and had nothing to do 
with protecting health about which the Cult gives not a shit. Why 
wouldn't Ferguson be pushing a vaccine ‘solution’ when he’s owned 
by vaccine-obsessive Gates who makes a fortune from them and 


when Ferguson heads the Vaccine Impact Modelling Consortium at 
Imperial College funded by the Gates Foundation and GAVI, the 
‘vaccine alliance’, created by Gates as his personal vaccine 
promotion operation? To compound the human catastrophe that 
Ferguson’s ‘models’ did so much to create he was later exposed for 
breaking his own lockdown rules by having sexual liaisons with his 
married girlfriend Antonia Staats at his home while she was living at 
another location with her husband and children. Staats was a 
‘climate’ activist and senior campaigner at the Soros-funded Avaaz 
which I wouldn’t trust to tell me that grass is green. Ferguson had to 
resign as a government advisor over this hypocrisy in May, 2020, but 
after a period of quiet he was back being quoted by the ridiculous 
media on the need for more lockdowns and a vaccine rollout. Other 
government-advising ‘scientists’ from Imperial College’ held the fort 
in his absence and said lockdown could be indefinite until a vaccine 
was found. The Cult script was being sung by the payrolled choir. I 
said there was no intention of going back to ‘normal’ when the 
‘vaccine’ came because the ‘vaccine’ is part of a very different agenda 
that I will discuss in Human 2.0. Why would the Cult want to let the 
world go back to normal when destroying that normal forever was 
the whole point of what was happening? House arrest, closing 
businesses and schools through lockdown, (un)social distancing and 
masks all followed the Ferguson fantasy models. Again as I 
predicted (these people are so predictable) when the ‘vaccine’ 
arrived we were told that house arrest, lockdown, (un)social 
distancing and masks would still have to continue. I will deal with 
the masks in the next chapter because they are of fundamental 
importance. 


Where's the ‘pandemic? 

Any mildly in-depth assessment of the figures revealed what was 
really going on. Cult-funded and controlled organisations still have 
genuine people working within them such is the number involved. 
So it is with Genevieve Briand, assistant program director of the 
Applied Economics master’s degree program at Johns Hopkins 


University. She analysed the impact that ‘Covid-1% had on deaths 
from all causes in the United States using official data from the CDC 
for the period from early February to early September, 2020. She 
found that allegedly ‘Covid’ related-deaths exceeded those from 
heart disease which she found strange with heart disease always the 
biggest cause of fatalities. Her research became even more significant 
when she noted the sudden decline in 2020 of all non-’Covid’ deaths: 
‘This trend is completely contrary to the pattern observed in all 
previous years ... the total decrease in deaths by other causes almost 
exactly equals the increase in deaths by Covid-19.” This was such a 
game, set and match in terms of what was happening that Johns 
Hopkins University deleted the article on the grounds that it “was 
being used to support false and dangerous inaccuracies about the 
impact of the pandemic’. No — because it exposed the scam from 
official CDC figures and this was confirmed when those figures were 
published in January, 2021. Here we can see the effect of people 
dying from heart attacks, cancer, road accidents and gunshot 
wounds — anything — having ‘Covid-19’ on the death certificate along 
with those diagnosed from ‘symptoms’ who had even not tested 
positive with a test not testing for the ‘virus’. Iam not kidding with 
the gunshot wounds, by the way. Brenda Bock, coroner in Grand 
County, Colorado, revealed that two gunshot victims tested positive 
for the ‘virus’ within the previous 30 days and were therefore 
classified as ‘Covid deaths’. Bock said: “These two people had tested 
positive for Covid, but that’s not what killed them. A gunshot 
wound is what killed them.’ She said she had not even finished her 
investigation when the state listed the gunshot victims as deaths due 
to the ‘virus’. The death and case figures for ‘Covid-19’ are an 
absolute joke and yet they are repeated like parrots by the media, 
politicians and alleged medical ‘experts’. The official Cult narrative 
is the only show in town. 

Genevieve Briand found that deaths from all causes were not 
exceptional in 2020 compared with previous years and a Spanish 
magazine published figures that said the same about Spain which 
was a ‘Covid’ propaganda hotspot at one point. Discovery Salud, a 


health and medicine magazine, quoted government figures which 
showed how 17,000 fewer people died in Spain in 2020 than in 2019 
and more than 26,000 fewer than in 2018. The age-standardised 
mortality rate for England and Wales when age distribution is taken 
into account was significantly lower in 2020 than the 1970s, 80s and 
90s, and was only the ninth highest since 2000. Where is the 
‘pandemic’? 

Post mortems and autopsies virtually disappeared for ‘Covid’ 
deaths amid claims that ‘virus-infected’ bodily fluids posed a risk to 
those carrying out the autopsy. This was rejected by renowned 
German pathologist and forensic doctor Klaus Puschel who said that 
he and his staff had by then done 150 autopsies on ‘Covid’ patients 
with no problems at all. He said they were needed to know why 
some ‘Covid’ patients suffered blood clots and not severe respiratory 
infections. The ‘virus’ is, after all, called SARS or ‘severe acute 
respiratory syndrome’. I highlighted in the spring of 2020 this 
phenomenon and quoted New York intensive care doctor Cameron 
Kyle-Sidell who posted a soon deleted YouTube video to say that 
they had been told to prepare to treat an infectious disease called 
‘Covid-19’, but that was not what they were dealing with. Instead he 
likened the lung condition of the most severely ill patients to what 
you would expect with cabin depressurisation in a plane at 30,000 
feet or someone dropped on the top of Everest without oxygen or 
acclimatisation. I have never said this is not happening to a small 
minority of alleged ‘Covid’ patients — I am saying this is not caused 
by a phantom ‘contagious virus’. Indeed Kyle-Sidell said that 
‘Covid-19’ was not the disease they were told was coming their way. 
‘We are operating under a medical paradigm that is untrue,’ he said, 
and he believed they were treating the wrong disease: “These people 
are being slowly starved of oxygen.’ Patients would take off their 
oxygen masks in a state of fear and stress and while they were blue 
in the face on the brink of death. They did not look like patients 
dying of pneumonia. You can see why they don’t want autopsies 
when their virus doesn’t exist and there is another condition in some 
people that they don’t wish to be uncovered. I should add here that 


the 5G system of millimetre waves was being rapidly introduced 
around the world in 2020 and even more so now as they fire 5G at 
the Earth from satellites. At 60 gigahertz within the 5G range that 
frequency interacts with the oxygen molecule and stops people 
breathing in sufficient oxygen to be absorbed into the bloodstream. 
They are installing 5G in schools and hospitals. The world is not 
mad or anything. 5G can cause major changes to the lungs and blood 
as I detail in The Answer and these consequences are labelled ‘Covid- 
19’, the alleged symptoms of which can be caused by 5G and other 
electromagnetic frequencies as cells respond to radiation poisoning. 


The ‘Covid death’ scam 

Dr Scott Jensen, a Minnesota state senator and medical doctor, 
exposed ‘Covid’ Medicare payment incentives to hospitals and death 
certificate manipulation. He said he was sent a seven-page document 
by the US Department of Health ‘coaching’ him on how to fill out 
death certificates which had never happened before. The document 
said that he didn’t need to have a laboratory test for ‘Covid-19’ to 
put that on the death certificate and that shocked him when death 
certificates are supposed to be about facts. Jensen described how 
doctors had been ‘encouraged, if not pressured’ to make a diagnosis 
of ‘Covid-19’ if they thought it was probable or ‘presumed’. No 
positive test was necessary — not that this would have mattered 
anyway. He said doctors were told to diagnose ‘Covid’ by symptoms 
when these were the same as colds, allergies, other respiratory 
problems, and certainly with influenza which ‘disappeared’ in the 
‘Covid’ era. A common sniffle was enough to get the dreaded 
verdict. Ontario authorities decreed that a single care home resident 
with one symptom from a long list must lead to the isolation of the 
entire home. Other courageous doctors like Jensen made the same 
point about death figure manipulation and how deaths by other 
causes were falling while ‘Covid-19 deaths’ were rising at the same 
rate due to re-diagnosis. Their videos rarely survive long on 
YouTube with its Cult-supporting algorithms courtesy of CEO Susan 
Wojcicki and her bosses at Google. Figure-tampering was so glaring 


and ubiquitous that even officials were letting it slip or outright 
saying it. UK chief scientific adviser Patrick Vallance said on one 
occasion that ‘Covid’ on the death certificate doesn’t mean “Covid’ 
was the cause of death (so why the hell is it there?) and we had the 
rare sight of a BBC reporter telling the truth when she said: 
‘Someone could be successfully treated for Covid, in say April, 
discharged, and then in June, get run over by a bus and die ... That 
person would still be counted as a Covid death in England.’ Yet the 
BBC and the rest of the world media went on repeating the case and 
death figures as if they were real. Illinois Public Health Director Dr 
Ngozi Ezike revealed the deceit while her bosses must have been 
clenching their buttocks: 


If you were in a hospice and given a few weeks to live and you were then found to have 
Covid that would be counted as a Covid death. [There might be] a clear alternate cause, but it 
is still listed as a Covid death. So everyone listed as a Covid death doesn’t mean that was the 
cause of the death, but that they had Covid at the time of death. 


Yes, a ‘Covid virus’ never shown to exist and tested for with a test 
not testing for the ‘virus’. In the first period of the pandemic hoax 
through the spring of 2020 the process began of designating almost 
everything a ‘Covid’ death and this has continued ever since. I sat in 
a restaurant one night listening to a loud conversation on the next 
table where a family was discussing in bewilderment how a relative 
who had no symptoms of ‘Covid’, and had died of a long-term 
problem, could have been diagnosed a death by the ‘virus’. I could 
understand their bewilderment. If they read this book they will 
know why this medical fraud has been perpetrated the world over. 


Some media truth shock 

The media ignored the evidence of death certificate fraud until 
eventually one columnist did speak out when she saw it first-hand. 
Bel Mooney is a long-time national newspaper journalist in Britain 
currently working for the Daily Mail. Her article on February 19th, 
2021, carried this headline: ‘My dad Ted passed three Covid tests 


and died of a chronic illness yet he’s officially one of Britain’s 120,000 
victims of the virus and is far from alone ... so how many more are 
there?’ She told how her 99-year-old father was in a care home with 
a long-standing chronic obstructive pulmonary disease and vascular 
dementia. Maybe, but he was still aware enough to tell her from the 
start that there was no ‘virus’ and he refused the ‘vaccine’ for that 
reason. His death was not unexpected given his chronic health 
problems and Mooney said she was shocked to find that “‘Covid-19’ 
was declared the cause of death on his death certificate. She said this 
was a ‘bizarre and unacceptable untruth’ for a man with long-time 
health problems who had tested negative twice at the home for the 
‘virus’. I was also shocked by this story although not by what she 
said. I had been highlighting the death certificate manipulation for 
ten months. It was the confirmation that a professional full-time 
journalist only realised this was going on when it affected her 
directly and neither did she know that whether her dad tested 
positive or negative was irrelevant with the test not testing for the 
‘virus’. Where had she been? She said she did not believe in 
‘conspiracy theories’ without knowing I’m sure that this and 
‘conspiracy theorists’ were terms put into widespread circulation by 
the CIA in the 1960s to discredit those who did not accept the 
ridiculous official story of the Kennedy assassination. A blanket 
statement of ‘I don’t believe in conspiracy theories’ is always bizarre. 
The dictionary definition of the term alone means the world is 
drowning in conspiracies. What she said was even more daft when 
her dad had just been affected by the ‘Covid’ conspiracy. Why else 
does she think that ‘Covid-19’ was going on the death certificates of 
people who died of something else? 

To be fair once she saw from personal experience what was 
happening she didn’t mince words. Mooney was called by the care 
home on the morning of February 9th to be told her father had died 
in his sleep. When she asked for the official cause of death what 
came back was ‘Covid-19’. Mooney challenged this and was told 
there had been deaths from Covid on the dementia floor (confirmed 
by a test not testing for the ‘virus’) so they considered it ‘reasonable 


to assume’. ‘But doctor,’ Mooney rightly protested, ‘an assumption 
isn’t a diagnosis.’ She said she didn’t blame the perfectly decent and 
sympathetic doctor — ‘he was just doing his job’. Sorry, but that’s 
bullshit. He wasn’t doing his job at all. He was putting a false cause of 
death on the death certificate and that is a criminal offence for which 
he should be brought to account and the same with the millions of 
doctors worldwide who have done the same. They were not doing 
their job they were following orders and that must not wash at new 
Nuremberg trials any more than it did at the first ones. Mooney’s 
doctor was ‘assuming’ (presuming) as he was told to, but ‘just 
following orders’ makes no difference to his actions. A doctor’s job is 
to serve the patient and the truth, not follow orders, but that’s what 
they have done all over the world and played a central part in 
making the ‘Covid’ hoax possible with all its catastrophic 
consequences for humanity. Shame on them and they must answer 
for their actions. Mooney said her disquiet worsened when she 
registered her father’s death by telephone and was told by the 
registrar there had been very many other cases like hers where ‘the 
deceased’ had not tested positive for ‘Covid’ yet it was recorded as 
the cause of death. The test may not matter, but those involved at 
their level think it matters and it shows a callous disregard for 
accurate diagnosis. The pressure to do this is coming from the top of 
the national ‘health’ pyramids which in turn obey the World Health 
Organization which obeys Gates and the Cult. Mooney said the 
registrar agreed that this must distort the national figures adding 
that ‘the strangest thing is that every winter we record countless 
deaths from flu, and this winter there have been none. Not one!’ She 
asked if the registrar thought deaths from flu were being 
misdiagnosed and lumped together with ‘Covid’ deaths. The answer 
was a ‘puzzled yes’. Mooney said that the funeral director said the 
same about ‘Covid’ deaths which had nothing to do with ‘Covid’. 
They had lost count of the number of families upset by this and 
other funeral companies in different countries have had the same 
experience. Mooney wrote: 


The nightly shroud-waving and shocking close-ups of pain imposed on us by the TV news 
bewildered and terrified the population into eager compliance with lockdowns. We were 
invited to ‘save the NHS’ and to grieve for strangers — the real-life loved ones behind those 
shocking death counts. Why would the public imagine what | now fear, namely that the way 
Covid-19 death statistics are compiled might make the numbers seem greater than they are? 


Oh, just a little bit — like 100 percent. 


Mooney asked why a country would wish to skew its mortality 
figures by wrongly certifying deaths? What had been going on? 
Well, if you don’t believe in conspiracies you will never find the 
answer which is that it’s a conspiracy. She did, however, describe 
what she had discovered as a ‘national scandal’. In reality it’s a 
global scandal and happening everywhere. Pillars of this conspiracy 
were all put into place before the button was pressed with the 
Drosten PCR protocol and high amplifications to produce the cases 
and death certificate changes to secure illusory ‘Covid’ deaths. 
Mooney notes that normally two doctors were needed to certify a 
death, with one having to know the patient, and how the rules were 
changed in the spring of 2020 to allow one doctor to do this. In the 
same period “Covid deaths’ were decreed to be all cases where 
Covid-19 was put on the death certificate even without a positive test 
or any symptoms. Mooney asked: ‘How many of the 30,851 (as of 
January 15) care home resident deaths with Covid-19 on the 
certificate (32.4 per cent of all deaths so far) were based on an 
assumption, like that of my father? And what has that done to our 
national psyche?’ All of them is the answer to the first question and it 
has devastated and dismantled the national psyche, actually the 
global psyche, on a colossal scale. In the UK case and death data is 
compiled by organisations like Public Health England (PHE) and the 
Office for National Statistics (ONS). Mooney highlights the insane 
policy of counting a death from any cause as ‘Covid-19% if this 
happens within 28 days of a positive test (with a test not testing for 
the ‘virus’) and she points out that ONS statistics reflect deaths 
‘involving Covid’ ‘or due to Covid’ which meant in practice any 


death where ‘Covid-19’ was mentioned on the death certificate. She 
described the consequences of this fraud: 


Most people will accept the narrative they are fed, so panicky governments here and in 
Europe witnessed the harsh measures enacted in totalitarian China and jumped into 
lockdown. Headlines about Covid deaths tolled like the knell that would bring doomsday to 
us all. Fear stalked our empty streets. Politicians parroted the frankly ridiculous aim of ‘zero 
Covid’ and shut down the economy, while most British people agreed that lockdown was 
essential and (astonishingly to me, as a patriotic Brit) even wanted more restrictions. 


For what? Lies on death certificates? Never mind the grim toll of lives ruined, suicides, schools 
closed, rising inequality, depression, cancelled hospital treatments, cancer patients in a torture 
of waiting, poverty, economic devastation, loneliness, families kept apart, and so on. How 
many lives have been lost as a direct result of lockdown? 


She said that we could join in a national chorus of shock and horror 
at reaching the 120,000 death toll which was surely certain to have 
been totally skewed all along, but what about the human cost of 
lockdown justified by these ‘death figures’? The British Medical 
Journal had reported a 1,493 percent increase in cases of children 
taken to Great Ormond Street Hospital with abusive head injuries 
alone and then there was the effect on families: 


Perhaps the most shocking thing about all this is that families have been kept apart — and 
obeyed the most irrational, changing rules at the whim of government — because they 
believed in the statistics. They succumbed to fear, which his generation rejected in that war 
fought for freedom. Dad (God rest his soul) would be angry. And so am I. 


Another theme to watch is that in the winter months when there 
are more deaths from all causes they focus on ‘Covid’ deaths and in 
the summer when the British Lung Foundation says respiratory 
disease plummets by 80 percent they rage on about ‘cases’. Either 
way fascism on population is always the answer. 


Nazi eugenics in the 21st century 

Elderly people in care homes have been isolated from their families 
month after lonely month with no contact with relatives and 
grandchildren who were banned from seeing them. We were told 


that lockdown fascism was to ‘protect the vulnerable’ like elderly 
people. At the same time Do Not Resuscitate (DNR) orders were 
placed on their medical files so that if they needed resuscitation it 
wasn’t done and “Covid-19’ went on their death certificates. Old 
people were not being ‘protected’ they were being culled — 
murdered in truth. DNR orders were being decreed for disabled and 
young people with learning difficulties or psychological problems. 
The UK Care Quality Commission, a non-departmental body of the 
Department of Health and Social Care, found that 34 percent of 
those working in health and social care were pressured into placing 
‘do not attempt cardiopulmonary resuscitation’ orders on ‘Covid’ 
patients who suffered from disabilities and learning difficulties 
without involving the patient or their families in the decision. UK 
judges ruled that an elderly woman with dementia should have the 
DNA-manipulating ‘Covid vaccine’ against her son’s wishes and that 
aman with severe learning difficulties should have the jab despite 
his family’s objections. Never mind that many had already died. The 
judiciary always supports doctors and government in fascist 
dictatorships. They wouldn’t dare do otherwise. A horrific video was 
posted showing fascist officers from Los Angeles police forcibly 
giving the ‘Covid’ shot to women with special needs who were 
screaming that they didn’t want it. The same fascists are seen giving 
the jab to a sleeping elderly woman in a care home. This is straight 
out of the Nazi playbook. Hitler’s Nazis committed mass murder of 
the mentally ill and physically disabled throughout Germany and 
occupied territories in the programme that became known as Aktion 
T4, or just T4. Sabbatian-controlled Hitler and his grotesque crazies 
set out to kill those they considered useless and unnecessary. The 
Reich Committee for the Scientific Registering of Hereditary and 
Congenital Illnesses registered the births of babies identified by 
physicians to have ‘defects’. By 1941 alone more than 5,000 children 
were murdered by the state and it is estimated that in total the 
number of innocent people killed in Aktion T4 was between 275,000 
and 300,000. Parents were told their children had been sent away for 
‘special treatment’ never to return. It is rather pathetic to see claims 
about plans for new extermination camps being dismissed today 


when the same force behind current events did precisely that 80 
years ago. Margaret Sanger was a Cult operative who used ‘birth 
control’ to sanitise her programme of eugenics. Organisations she 
founded became what is now Planned Parenthood. Sanger proposed 
that ‘the whole dysgenic population would have its choice of 
segregation or sterilization’. These included epileptics, ‘feeble- 
minded’, and prostitutes. Sanger opposed charity because it 
perpetuated ‘human waste’. She reveals the Cult mentality and if 
anyone thinks that extermination camps are a ‘conspiracy theory’ 
their naivety is touching if breathtakingly stupid. 

If you don’t believe that doctors can act with callous disregard for 
their patients it is worth considering that doctors and medical staff 
agreed to put government-decreed DNR orders on medical files and 
do nothing when resuscitation is called for. I don’t know what you 
call such people in your house. In mine they are Nazis from the Josef 
Mengele School of Medicine. Phenomenal numbers of old people 
have died worldwide from the effects of lockdown, depression, lack 
of treatment, the ‘vaccine’ (more later) and losing the will to live. A 
common response at the start of the manufactured pandemic was to 
remove old people from hospital beds and transfer them to nursing 
homes. The decision would result in a mass cull of elderly people in 
those homes through lack of treatment — not ‘Covid’. Care home 
whistleblowers have told how once the ‘Covid’ era began doctors 
would not come to their homes to treat patients and they were 
begging for drugs like antibiotics that often never came. The most 
infamous example was ordered by New York governor Andrew 
Cuomo, brother of a moronic CNN host, who amazingly was given 
an Emmy Award for his handling of the ‘Covid crisis’ by the 
ridiculous Wokers that hand them out. Just how ridiculous could be 
seen in February, 2021, when a Department of Justice and FBI 
investigation began into how thousands of old people in New York 
died in nursing homes after being discharged from hospital to make 
way for ‘Covid’ patients on Cuomo’s say-so — and how he and his 
staff covered up these facts. This couldn’t have happened to a nicer 
psychopath. Even then there was a ‘Covid’ spin. Reports said that 


thousands of old people who tested positive for “Covid’ in hospital 
were transferred to nursing homes to both die of ‘Covid’ and 
transmit it to others. No — they were in hospital because they were ill 
and the fact that they tested positive with a test not testing for the 
‘virus’ is irrelevant. They were ill often with respiratory diseases 
ubiquitous in old people near the end of their lives. Their transfer 
out of hospital meant that their treatment stopped and many would 
go on to die. 


They're old. Who gives a damn? 


I have exposed in the books for decades the Cult plan to cull the 
world’s old people and even to introduce at some point what they 
call a ‘demise pill’ which at a certain age everyone would take and 
be out of here by law. In March, 2021, Spain legalised euthanasia and 
assisted suicide following the Netherlands, Belgium, Luxembourg 
and Canada on the Tiptoe to the demise pill. Treatment of old people 
by many ‘care’ homes has been a disgrace in the ‘Covid’ era. There 
are many, many, caring staff — I know some. There have, however, 
been legions of stories about callous treatment of old people and 
their families. Police were called when families came to take their 
loved ones home in the light of isolation that was killing them. They 
became prisoners of the state. Care home residents in insane, fascist 
Ontario, Canada, were not allowed to leave their room once the 
‘Covid’ hoax began. UK staff have even wheeled elderly people 
away from windows where family members were talking with them. 
Oriana Criscuolo from Stockport in the English North West dropped 
off some things for her 80-year-old father who has Parkinson’s 
disease and dementia and she wanted to wave to him through a 
ground-floor window. She was told that was ‘illegal’. When she went 
anyway they closed the curtains in the middle of the day. Oriana 
said: 


It’s just unbelievable. | cannot understand how care home staff — people who are being paid 
to care — have become so uncaring. Their behaviour is inhumane and cruel. It’s beyond belief. 


She was right and this was not a one-off. What a way to end your life 
in such loveless circumstances. UK registered nurse Nicky Millen, a 
proper old school nurse for 40 years, said that when she started her 
career care was based on dignity, choice, compassion and empathy. 
Now she said ‘the things that are important to me have gone out of 
the window.’ She was appalled that people were dying without their 
loved ones and saying goodbye on iPads. Nicky described how a 
distressed 89-year-old lady stroked her face and asked her ‘how 
many paracetamol would it take to finish me off’. Life was no longer 
worth living while not seeing her family. Nicky said she was 
humiliated in front of the ward staff and patients for letting the lady 
stroke her face and giving her a cuddle. Such is the dehumanisation 
that the ‘Covid’ hoax has brought to the surface. Nicky worked in 
care homes where patients told her they were being held prisoner. ‘I 
want to live until I die’, one said to her. ‘I had a lady in tears because 
she hadn’t seen her great-grandson.’ Nicky was compassionate old 
school meeting psychopathic New Normal. She also said she had 
worked on a “Covid’ ward with no ‘Covid’ patients. Jewish writer 
Shai Held wrote an article in March, 2020, which was headlined “The 
Staggering, Heartless Cruelty Toward the Elderly’. What he 
described was happening from the earliest days of lockdown. He 
said ‘the elderly’ were considered a group and not unique 
individuals (the way of the Woke). Shai Held said: 


Notice how the all-too-familiar rhetoric of dehumanization works: ‘The elderly’ are bunched 
together as a faceless mass, all of them considered culprits and thus effectively deserving of 
the suffering the pandemic will inflict upon them. Lost entirely is the fact that the elderly are 
individual human beings, each with a distinctive face and voice, each with hopes and 
dreams, memories and regrets, friendships and marriages, loves lost and loves sustained. 


‘The elderly’ have become another dehumanised group for which 
anything goes and for many that has resulted in cold disregard for 
their rights and their life. The distinctive face that Held talks about is 
designed to be deleted by masks until everyone is part of a faceless 
mass. 


‘War-zone’ hospitals myth 

Again and again medical professionals have told me what was really 
going on and how hospitals ‘overrun like war zones’ according to 
the media were virtually empty. The mantra from medical 
whistleblowers was please don’t use my name or my career is Over. 
Citizen journalists around the world sneaked into hospitals to film 
evidence exposing the ‘war-zone’ lie. They really were largely empty 
with closed wards and operating theatres. I met a hospital worker in 
my town on the Isle of Wight during the first lockdown in 2020 who 
said the only island hospital had never been so quiet. Lockdown was 
justified by the psychopaths to stop hospitals being overrun. At the 
same time that the island hospital was near-empty the military 
arrived here to provide extra beds. It was all propaganda to ramp up 
the fear to ensure compliance with fascism as were never-used 
temporary hospitals with thousands of beds known as Nightingales 
and never-used make-shift mortuaries opened by the criminal UK 
government. A man who helped to install those extra island beds 
attributed to the army said they were never used and the hospital 
was empty. Doctors and nurses ‘stood around talking or on their 
phones, wandering down to us to see what we were doing’. There 
were no masks or social distancing. He accused the useless local 
island paper, the County Press, of ‘pumping the fear as if our hospital 
was overrun and we only have one so it should have been’. He 
described ambulances parked up with crews outside in deck chairs. 
When his brother called an ambulance he was told there was a two- 
hour backlog which he called ‘bullshit’. An old lady on the island fell 
‘and was in a bad way’, but a caller who rang for an ambulance was 
told the situation wasn’t urgent enough. Ambulance stations were 
working under capacity while people would hear ambulances with 
sirens blaring driving through the streets. When those living near 
the stations realised what was going on they would follow them as 
they left, circulated around an urban area with the sirens going, and 
then came back without stopping. All this was to increase levels of 
fear and the same goes for the ‘ventilator shortage crisis’ that cost 
tens of millions for hastily produced ventilators never to be used. 


Ambulance crews that agreed to be exploited in this way for fear 
propaganda might find themselves a mirror. I wish them well with 
that. Empty hospitals were the obvious consequence of treatment 
and diagnoses of non-’Covid’ conditions cancelled and those 
involved handed a death sentence. People have been dying at home 
from undiagnosed and untreated cancer, heart disease and other life- 
threatening conditions to allow empty hospitals to deal with a 
‘pandemic’ that wasn’t happening. 


‘War-zones’ have been laying off nursing staff, even doctors where 
they can. There was no work for them. Lockdown was justified by 
saving lives and protecting the vulnerable they were actually killing 
with DNR orders and preventing empty hospitals being ‘overrun’. In 
Britain the mantra of stay at home to ‘save the NHS’ was everywhere 
and across the world the same story was being sold when it was all 
lies. Two California doctors, Dan Erickson and Artin Massihi at 
Accelerated Urgent Care in Bakersfield, held a news conference in 
April, 2020, to say that intensive care units in California were ‘empty, 
essentially’, with hospitals shutting floors, not treating patients and 
laying off doctors. The California health system was working at 
minimum capacity ‘getting rid of doctors because we just don’t have 
the volume’. They said that people with conditions such as heart 
disease and cancer were not coming to hospital out of fear of “Covid- 
19’. Their video was deleted by Susan Wojcicki’s Cult-owned 
YouTube after reaching five million views. Florida governor Ron 
Desantis, who rejected the severe lockdowns of other states and is 
being targeted for doing so, said that in March, 2020, every US 
governor was given models claiming they would run out of hospital 
beds in days. That was never going to happen and the ‘modellers’ 
knew it. Deceit can be found at every level of the system. Urgent 
children’s operations were cancelled including fracture repairs and 
biopsies to spot cancer. Eric Nicholls, a consultant paediatrician, said 
‘this is obviously concerning and we need to return to normal 
operating and to increase capacity as soon as possible’. Psychopaths 


in power were rather less concerned because they are psychopaths. 
Deletion of urgent care and diagnosis has been happening all over 
the world and how many kids and others have died as a result of the 
actions of these cold and heartless lunatics dictating ‘health’ policy? 
The number must be stratospheric. Richard Sullivan, professor of 
cancer and global health at King’s College London, said people 
feared “Covid’ more than cancer such was the campaign of fear. 
‘Years of lost life will be quite dramatic’, Sullivan said, with ‘a huge 
amount of avoidable mortality’. Sarah Woolnough, executive 
director for policy at Cancer Research UK, said there had been a 75 
percent drop in urgent referrals to hospitals by family doctors of 
people with suspected cancer. Sullivan said that ‘a lot of services 
have had to scale back — we’ve seen a dramatic decrease in the 
amount of elective cancer surgery’. Lockdown deaths worldwide has 
been absolutely fantastic with the New York Post reporting how data 
confirmed that ‘lockdowns end more lives than they save’: 


There was a sharp decline in visits to emergency rooms and an increase in fatal heart attacks 
because patients didn’t receive prompt treatment. Many fewer people were screened for 
cancer. Social isolation contributed to excess deaths from dementia and Alzheimer’s. 


Researchers predicted that the social and economic upheaval would lead to tens of thousands 
of “deaths of despair” from drug overdoses, alcoholism and suicide. As unemployment surged 
and mental-health and substance-abuse treatment programs were interrupted, the reported 
levels of anxiety, depression and suicidal thoughts increased dramatically, as did alcohol sales 
and fatal drug overdoses. 


This has been happening while nurses and other staff had so much 
time on their hands in the ‘war-zones’ that Tic-Tok dancing videos 
began appearing across the Internet with medical staff dancing 
around in empty wards and corridors as people died at home from 
causes that would normally have been treated in hospital. 


Mentions in dispatches 

One brave and truth-committed whistleblower was Louise 
Hampton, a call handler with the UK NHS who made a viral 
Internet video saying she had done ‘fuck all’ during the ‘pandemic’ 


which was ‘a load of bollocks’. She said that ‘Covid-19’ was 
rebranded flu and of course she lost her job. This is what happens in 
the medical and endless other professions now when you tell the 
truth. Louise filmed inside ‘war-zone’ accident and emergency 
departments to show they were empty and I mean empty as in no 
one there. The mainstream media could have done the same and 
blown the gaff on the whole conspiracy. They haven't to their eternal 
shame. Not that most ‘journalists’ seem capable of manifesting 
shame as with the psychopaths they slavishly repeat without 
question. The relative few who were admitted with serious health 
problems were left to die alone with no loved ones allowed to see 
them because of ‘Covid’ rules and they included kids dying without 
the comfort of mum and dad at their bedside while the evil behind 
this couldn’t give a damn. It was all good fun to them. A Scottish 
NHS staff nurse publicly quit in the spring of 2021 saying: ‘I can no 
longer be part of the lies and the corruption by the government.’ She 
said hospitals ‘aren’t full, the beds aren’t full, beds have been shut, 
wards have been shut’. Hospitals were never busy throughout 
‘Covid’. The staff nurse said that Nicola Sturgeon, tragically the 
leader of the Scottish government, was on television saying save the 
hospitals and the NHS — ‘but the beds are empty’ and ‘we've not 
seen flu, we always see flu every year’. She wrote to government and 
spoke with her union Unison (the unions are Cult-compromised and 
useless, but nothing changed. Many of her colleagues were scared of 
losing their jobs if they spoke out as they wanted to. She said 
nursing staff were being affected by wearing masks all day and ‘my 
head is splitting every shift from wearing a mask’. The NHS is part 
of the fascist tyranny and must be dismantled so we can start again 
with human beings in charge. (Ironically, hospitals were reported to 
be busier again when official “Covid’ cases fell in spring/summer of 
2021 and many other conditions required treatment at the same time 
as the fake vaccine rollout.) 

I will cover the ‘Covid vaccine’ scam in detail later, but it is 
another indicator of the sickening disregard for human life that Iam 
highlighting here. The DNA-manipulating concoctions do not fulfil 


the definition of a ‘vaccine’, have never been used on humans before 
and were given only emergency approval because trials were not 
completed and they continued using the unknowing public. The 
result was what a NHS senior nurse with responsibility for ‘vaccine’ 
procedure said was ‘genocide’. She said the ‘vaccines’ were not 
‘vaccines’. They had not been shown to be safe and claims about 
their effectiveness by drug companies were ‘poetic licence’. She 
described what was happening as a ‘horrid act of human 
annihilation’. The nurse said that management had instigated a 
policy of not providing a Patient Information Leaflet (PIL) before 
people were ‘vaccinated’ even though health care professionals are 
supposed to do this according to protocol. Patients should also be 
told that they are taking part in an ongoing clinical trial. Her 
challenges to what is happening had seen her excluded from 
meetings and ridiculed in others. She said she was told to “watch my 
step ... or I would find myself surplus to requirements’. The nurse, 
who spoke anonymously in fear of her career, said she asked her 
NHS manager why he/she was content with taking part in genocide 
against those having the ‘vaccines’. The reply was that everyone had 
to play their part and to ‘put up, shut up, and get it done’. 
Government was ‘leaning heavily’ on NHS management which was 
clearly leaning heavily on staff. This is how the global ‘medical’ 
hierarchy operates and it starts with the Cult and its World Health 
Organization. 

She told the story of a doctor who had the Pfizer jab and when 
questioned had no idea what was in it. The doctor had never read 
the literature. We have to stop treating doctors as intellectual giants 
when so many are moral and medical pygmies. The doctor did not 
even know that the ‘vaccines’ were not fully approved or that their 
trials were ongoing. They were, however, asking their patients if 
they minded taking part in follow-ups for research purposes — yes, 
the ongoing clinical trial. The nurse said the doctor’s ignorance was 
not rare and she had spoken to a hospital consultant who had the jab 
without any idea of the background or that the ‘trials’ had not been 
completed. Nurses and pharmacists had shown the same ignorance. 


‘My NHS colleagues have forsaken their duty of care, broken their 
code of conduct — Hippocratic Oath — and have been brainwashed 
just the same as the majority of the UK public through propaganda 
.... She said she had not been able to recruit a single NHS colleague, 
doctor, nurse or pharmacist to stand with her and speak out. Her 
union had refused to help. She said that if the genocide came to light 
she would not hesitate to give evidence at a Nuremberg-type trial 
against those in power who could have affected the outcomes but 
didn’t. 


To put the nonsense into perspective let’s say the ‘virus’ does exist 
and let’s go completely crazy and accept that the official 
manipulated figures for cases and deaths are accurate. Even then a 
study by Stanford University epidemiologist Dr John Ioannidis 
published on the World Health Organization website produced an 
average infection to fatality rate of ... 0.23 percent! Ioannidis said: ‘If 
one could sample equally from all locations globally, the median 
infection fatality rate might even be substantially lower than the 
0.23% observed in my analysis.’ For healthy people under 70 it was 
... 0.05 percent! This compares with the 3.4 percent claimed by the 
Cult-owned World Health Organization when the hoax was first 
played and maximum fear needed to be generated. An updated 
Stanford study in April, 2021, put the ‘infection’ to ‘fatality’ rate at 
just 0.15 percent. Another team of scientists led by Megan O'Driscoll 
and Henrik Salje studied data from 45 countries and published their 
findings on the Nature website. For children and young people the 
figure is so small it virtually does not register although authorities 
will be hyping dangers to the young when they introduce DNA- 
manipulating ‘vaccines’ for children. The O’Driscoll study produced 
an average infection-fatality figure of 0.003 for children from birth to 
four; 0.001 for 5 to 14; 0.003 for 15 to 19; and it was still only 0.456 up 
to 64. To claim that children must be ‘vaccinated’ to protect them 
from ‘Covid’ is an obvious lie and so there must be another reason 
and there is. What’s more the average age of a ‘Covid’ death is akin 


to the average age that people die in general. The average age of 
death in England is about 80 for men and 83 for women. The average 
age of death from alleged ‘Covid’ is between 82 and 83. California 
doctors, Dan Erickson and Artin Massihi, said at their April media 
conference that projection models of millions of deaths had been 
‘woefully inaccurate’. They produced detailed figures showing that 
Californians had a 0.03 chance of dying from ‘Covid’ based on the 
number of people who tested positive (with a test not testing for the 
‘virus’). Erickson said there was a 0.1 percent chance of dying from 
‘Covid’ in the state of New York, not just the city, and a 0.05 percent 
chance in Spain, a centre of ‘Covid-19 hysteria at one stage. The 
Stanford studies supported the doctors’ data with fatality rate 
estimates of 0.23 and 0.15 percent. How close are these figures to my 
estimate of zero? Death-rate figures claimed by the World Health 
Organization at the start of the hoax were some 15 times higher. The 
California doctors said there was no justification for lockdowns and 
the economic devastation they caused. Everything they had ever 
learned about quarantine was that you quarantine the sick and not 
the healthy. They had never seen this before and it made no medical 
sense. 


Why in the in the light of all this would governments and medical 
systems the world over say that billions must go under house arrest; 
lose their livelihood; in many cases lose their mind, their health and 
their life; force people to wear masks dangerous to health and 
psychology; make human interaction and even family interaction a 
criminal offence; ban travel; close restaurants, bars, watching live 
sport, concerts, theatre, and any activity involving human 
togetherness and discourse; and closing schools to isolate children 
from their friends and cause many to commit suicide in acts of 
hopelessness and despair? The California doctors said lockdown 
consequences included increased child abuse, partner abuse, 
alcoholism, depression, and other impacts they were seeing every 
day. Who would do that to the entire human race if not mentally-ill 
psychopaths of almost unimaginable extremes like Bill Gates? We 
must face the reality of what we are dealing with and come out of 


denial. Fascism and tyranny are made possible only by the target 
population submitting and acquiescing to fascism and tyranny. The 
whole of human history shows that to be true. Most people naively 
and unquestioning believed what they were told about a ‘deadly 
virus’ and meekly and weakly submitted to house arrest. Those who 
didn’t believe it — at least in total — still submitted in fear of the 
consequences of not doing so. For the rest who wouldn’t submit 
draconian fines have been imposed, brutal policing by psychopaths 
for psychopaths, and condemnation from the meek and weak who 
condemn the Pushbackers on behalf of the very force that has them, 
too, in its gunsights. ‘Pathetic’ does not even begin to suffice. 
Britain’s brainless ‘Health’ Secretary Matt Hancock warned anyone 
lying to border officials about returning from a list of ‘hotspot’ 
countries could face a jail sentence of up to ten years which is more 
than for racially-aggravated assault, incest and attempting to have 
sex with a child under 13. Hancock is a lunatic, but he has the state 
apparatus behind him in a Cult-led chain reaction and the same with 
UK “Vaccine Minister’ Nadhim Zahawi, a prominent member of the 
mega-Cult secret society, Le Cercle, which featured in my earlier 
books. The Cult enforces its will on governments and medical 
systems; government and medical systems enforce their will on 
business and police; business enforces its will on staff who enforce it 
on customers; police enforce the will of the Cult on the population 
and play their essential part in creating a world of fascist control that 
their own children and grandchildren will have to live in their entire 
lives. It is a hierarchical pyramid of imposition and acquiescence 
and, yes indeedy, of clinical insanity. 

Does anyone bright enough to read this book have to ask what the 
answer is? I think not, but I will reveal it anyway in the fewest of 
syllables: Tell the psychos and their moronic lackeys to fuck off and 
let’s get on with our lives. We are many — They are few. 


CHAPTER SEVEN 
War on your mind 


One believes things because one has been conditioned to believe 
them 
Aldous Huxley, Brave New World 


have described the ‘Covid’ hoax as a ‘Psyop’ and that is true in 

every sense and on every level in accordance with the definition of 
that term which is psychological warfare. Break down the ‘Covid 
pandemic’ to the foundation themes and it is psychological warfare 
on the human individual and collective mind. 

The same can be said for the entire human belief system involving 
every subject you can imagine. Huxley was right in his contention 
that people believe what they are conditioned to believe and this 
comes from the repetition throughout their lives of the same 
falsehoods. They spew from government, corporations, media and 
endless streams of ‘experts’ telling you what the Cult wants you to 
believe and often believing it themselves (although far from always). 
‘Experts’ are rewarded with ‘prestigious’ jobs and titles and as 
agents of perceptual programming with regular access to the media. 
The Cult has to control the narrative — control information — or they 
lose control of the vital, crucial, without-which-they-cannot-prevail 
public perception of reality. The foundation of that control today is 
the Internet made possible by the Defense Advanced Research 
Projects Agency (DARPA), the incredibly sinister technological arm 
of the Pentagon. The Internet is the result of military technology. 


DARPA openly brags about establishing the Internet which has been 
a long-term project to lasso the minds of the global population. I 
have said for decades the plan is to control information to such an 
extreme that eventually no one would see or hear anything that the 
Cult does not approve. We are closing in on that end with ferocious 
censorship since the ‘Covid’ hoax began and in my case it started 
back in the 1990s in terms of books and speaking venues. I had to 
create my own publishing company in 1995 precisely because no one 
else would publish my books even then. I think they’re all still 
running. 


Cult Internet 

To secure total control of information they needed the Internet in 
which pre-programmed algorithms can seek out ‘unclean’ content 
for deletion and even stop it being posted in the first place. The Cult 
had to dismantle print and non-Internet broadcast media to ensure 
the transfer of information to the appropriate-named ‘Web’ — a 
critical expression of the Cult web. We’ve seen the ever-quickening 
demise of traditional media and control of what is left by a tiny 
number of corporations operating worldwide. Independent 
journalism in the mainstream is already dead and never was that 
more obvious than since the turn of 2020. The Cult wants all 
information communicated via the Internet to globally censor and 
allow the plug to be pulled any time. Lockdowns and forced 
isolation has meant that communication between people has been 
through electronic means and no longer through face-to-face 
discourse and discussion. Cult psychopaths have targeted the bars, 
restaurants, sport, venues and meeting places in general for this 
reason. None of this is by chance and it’s to stop people gathering in 
any kind of privacy or number while being able to track and monitor 
all Internet communications and block them as necessary. Even 
private messages between individuals have been censored by these 
fascists that control Cult fronts like Facebook, Twitter, Google and 
YouTube which are all officially run by Sabbatian place-people and 
from the background by higher-level Sabbatian place people. 


Facebook, Google, Amazon and their like were seed-funded and 
supported into existence with money-no-object infusions of funds 
either directly or indirectly from DARPA and CIA technology arm 
In-Q-Tel. The Cult plays the long game and prepares very carefully 
for big plays like ‘Covid’. Amazon is another front in the 
psychological war and pretty much controls the global market in 
book sales and increasingly publishing. Amazon’s limitless funds 
have deleted fantastic numbers of independent publishers to seize 
global domination on the way to deciding which books can be sold 
and circulated and which cannot. Moves in that direction are already 
happening. Amazon’s leading light Jeff Bezos is the grandson of 
Lawrence Preston Gise who worked with DARPA predecessor 
ARPA. Amazon has big connections to the CIA and the Pentagon. 
The plan I have long described went like this: 


1. Employ military technology to establish the Internet. 


2. Sell the Internet as a place where people can freely communicate without censorship and 
allow that to happen until the Net becomes the central and irreversible pillar of human 
society. If the Internet had been highly censored from the start many would have rejected it. 


3. Fund and manipulate major corporations into being to control the circulation of 
information on your Internet using cover stories about geeks in garages to explain how they 
came about. Give them unlimited funds to expand rapidly with no need to make a profit for 
years while non-Cult companies who need to balance the books cannot compete. You know 
that in these circumstances your Googles, YouTubes, Facebooks and Amazons are going to 
secure near monopolies by either crushing or buying up the opposition. 


4. Allow freedom of expression on both the Internet and communication platforms to draw 
people in until the Internet is the central and irreversible pillar of human society and your 
communication corporations have reached a stage of near monopoly domination. 


5. Then unleash your always-planned frenzy of censorship on the basis of ‘where else are 
you going to go?’ and continue to expand that until nothing remains that the Cult does not 
want its human targets to see. 


The process was timed to hit the “Covid’ hoax to ensure the best 
chance possible of controlling the narrative which they knew they 
had to do at all costs. They were, after all, about to unleash a ‘deadly 
virus’ that didn’t really exist. If you do that in an environment of 
free-flowing information and opinion you would be dead in the 


water before you could say Gates is a psychopath. The network was 
in place through which the Cult-created-and-owned World Health 
Organization could dictate the ‘Covid’ narrative and response policy 
slavishly supported by Cult-owned Internet communication giants 
and mainstream media while those telling a different story were 
censored. Google, YouTube, Facebook and Twitter openly 
announced that they would do this. What else would we expect from 
Cult-owned operations like Facebook which former executives have 
confirmed set out to make the platform more addictive than 
cigarettes and coldly manipulates emotions of its users to sow 
division between people and groups and scramble the minds of the 
young? If Zuckerberg lives out the rest of his life without going to 
jail for crimes against humanity, and most emphatically against the 
young, it will be a travesty of justice. Still, no matter, cause and effect 
will catch up with him eventually and the same with Sergey Brin 
and Larry Page at Google with its CEO Sundar Pichai who fix the 
Google search results to promote Cult narratives and hide the 
opposition. Put the same key words into Google and other search 
engines like DuckDuckGo and you will see how different results can 
be. Wikipedia is another intensely biased ‘encyclopaedia’ which 
skews its content to the Cult agenda. YouTube links to Wikipedia’s 
version of ‘Covid’ and ‘climate change’ on video pages in which 
experts in their field offer a different opinion (even that is 
increasingly rare with Wojcicki censorship). Into this “Covid’ silence- 
them network must be added government media censors, sorry 
‘regulators’, such as Ofcom in the UK which imposed tyrannical 
restrictions on British broadcasters that had the effect of banning me 
from ever appearing. Just to debate with me about my evidence and 
views on ‘Covid’ would mean breaking the fascistic impositions of 
Ofcom and its CEO career government bureaucrat Melanie Dawes. 
Gutless British broadcasters tremble at the very thought of fascist 
Ofcom. 


The reason for the ‘Covid’ catastrophe in all its facets and forms can 
be seen by whom and what is driving the policies worldwide in such 
a coordinated way. Decisions are not being made to protect health, 
but to target psychology. The dominant group guiding and 
‘advising’ government policy are not medical professionals. They are 
psychologists and behavioural scientists. Every major country has its 
own version of this phenomenon and I'll use the British example to 
show how it works. In many ways the British version has been 
affecting the wider world in the form of the huge behaviour 
manipulation network in the UK which operates in other countries. 
The network involves private companies, government, intelligence 
and military. The Cabinet Office is at the centre of the government 
‘Covid’ Psyop and part-owns, with ‘innovation charity’ Nesta, the 
Behavioural Insights Team (BIT) which claims to be independent of 
government but patently isn’t. The BIT was established in 2010 and 
its job is to manipulate the psyche of the population to acquiesce to 
government demands and so much more. It is also known as the 
‘Nudge Unit’, a name inspired by the 2009 book by two ultra- 
Zionists, Cass Sunstein and Richard Thaler, called Nudge: Improving 
Decisions About Health, Wealth, and Happiness. The book, as with the 
Behavioural Insights Team, seeks to ‘nudge’ behaviour (manipulate 
it) to make the public follow patterns of action and perception that 
suit those in authority (the Cult). Sunstein is so skilled at this that he 
advises the World Health Organization and the UK Behavioural 
Insights Team and was Administrator of the White House Office of 
Information and Regulatory Affairs in the Obama administration. 
Biden appointed him to the Department of Homeland Security — 
another ultra-Zionist in the fold to oversee new immigration laws 
which is another policy the Cult wants to control. Sunstein is 
desperate to silence anyone exposing conspiracies and co-authored a 
2008 report on the subject in which suggestions were offered to ban 
‘conspiracy theorizing’ or impose ‘some kind of tax, financial or 
otherwise, on those who disseminate such theories’. I guess a 
psychiatrist’s chair is out of the question? 


Sunstein’s mate Richard Thaler, an ‘academic affiliate’ of the UK 
Behavioural Insights Team, is a proponent of ‘behavioural 
economics’ which is defined as the study of ‘the effects of 
psychological, cognitive, emotional, cultural and social factors on the 
decisions of individuals and institutions’. Study the effects so they 
can be manipulated to be what you want them to be. Other leading 
names in the development of behavioural economics are ultra- 
Zionists Daniel Kahneman and Robert J. Shiller and they, with 
Thaler, won the Nobel Memorial Prize in Economic Sciences for their 
work in this field. The Behavioural Insights Team is operating at the 
heart of the UK government and has expanded globally through 
partnerships with several universities including Harvard, Oxford, 
Cambridge, University College London (UCL) and Pennsylvania. 
They claim to have ‘trained’ (reframed) 20,000 civil servants and run 
more than 750 projects involving 400 randomised controlled trials in 
dozens of countries’ as another version of mind reframers Common 
Purpose. BIT works from its office in New York with cities and their 
agencies, as well as other partners, across the United States and 
Canada — this is a company part-owned by the British government 
Cabinet Office. An executive order by President Cult-servant Obama 
established a US Social and Behavioral Sciences Team in 2015. They 
all have the same reason for being and that’s to brainwash the 
population directly and by brainwashing those in positions of 
authority. 


‘Covid’ mind game 

Another prime aspect of the UK mind-control network is the 
‘independent’ [joke] Scientific Pandemic Insights Group on 
Behaviours (SPI-B) which ‘provides behavioural science advice 
aimed at anticipating and helping people adhere to interventions 
that are recommended by medical or epidemiological experts’. That 
means manipulating public perception and behaviour to do 
whatever government tells them to do. It’s disgusting and if they 
really want the public to be ‘safe’ this lot should all be under lock 
and key. According to the government website SPI-B consists of 


‘behavioural scientists, health and social psychologists, 
anthropologists and historians’ and advises the Whitty-Vallance-led 
Scientific Advisory Group for Emergencies (SAGE) which in turn 
advises the government on ‘the science’ (it doesn’t) and ‘Covid’ 
policy. When politicians say they are being guided by ‘the science’ 
this is the rabble in each country they are talking about and that 
‘science’ is dominated by behaviour manipulators to enforce 
government fascism through public compliance. The Behaviour 
Insight Team is headed by psychologist David Solomon Halpern, a 
visiting professor at King’s College London, and connects with a 
national and global web of other civilian and military organisations 
as the Cult moves towards its goal of fusing them into one fascistic 
whole in every country through its ‘Fusion Doctrine’. The behaviour 
manipulation network involves, but is not confined to, the Foreign 
Office; National Security Council; government communications 
headquarters (GCHQ); MI5; MI6; the Cabinet Office-based Media 
Monitoring Unit; and the Rapid Response Unit which ‘monitors 
digital trends to spot emerging issues; including misinformation and 
disinformation; and identifies the best way to respond’. 

There is also the 77th Brigade of the UK military which operates 
like the notorious Israeli military’s Unit 8200 in manipulating 
information and discussion on the Internet by posing as members of 
the public to promote the narrative and discredit those who 
challenge it. Here we have the military seeking to manipulate 
domestic public opinion while the Nazis in government are fine with 
that. Conservative Member of Parliament Tobias Ellwood, an 
advocate of lockdown and control through ‘vaccine passports’, is a 
Lieutenant Colonel reservist in the 77th Brigade which connects with 
the military operation jHub, the ‘innovation centre’ for the Ministry 
of Defence and Strategic Command. jHub has also been involved 
with the civilian National Health Service (NHS) in ‘symptom 
tracing’ the population. The NHS is a key part of this mind control 
network and produced a document in December, 2020, explaining to 
staff how to use psychological manipulation with different groups 
and ages to get them to have the DNA-manipulating ‘Covid vaccine’ 


that’s designed to cumulatively rewrite human genetics. The 
document, called ‘Optimising Vaccination Roll Out — Do’s and Dont’s 
for all messaging, documents and “communications” in the widest 
sense’, was published by NHS England and the NHS Improvement 
Behaviour Change Unit in partnership with Public Health England 
and Warwick Business School. I hear the mantra about ‘save the 
NHS’ and ‘protect the NHS’ when we need to scrap the NHS and 
start again. The current version is far too corrupt, far too anti-human 
and totally compromised by Cult operatives and their assets. UK 
government broadcast media censor Ofcom will connect into this 
web — as will the BBC with its tremendous Ofcom influence — to 
control what the public see and hear and dictate mass perception. 
Nuremberg trials must include personnel from all these 
organisations. 


The fear factor 

The ‘Covid’ hoax has led to the creation of the UK Cabinet Office- 
connected Joint Biosecurity Centre (JBC) which is officially described 
as providing ‘expert advice on pandemics’ using its independent [all 
Cult operations are ‘independent’] analytical function to provide 
real-time analysis about infection outbreaks to identify and respond 
to outbreaks of Covid-19’. Another role is to advise the government 
on a response to spikes in infections — ‘for example by closing 
schools or workplaces in local areas where infection levels have 
risen’. Put another way, promoting the Cult agenda. The Joint 
Biosecurity Centre is modelled on the Joint Terrorism Analysis 
Centre which analyses intelligence to set ‘terrorism threat levels’ and 
here again you see the fusion of civilian and military operations and 
intelligence that has led to military intelligence producing 
documents about ‘vaccine hesitancy’ and how it can be combated. 
Domestic civilian matters and opinions should not be the business of 
the military. The Joint Biosecurity Centre is headed by Tom Hurd, 
director general of the Office for Security and Counter-Terrorism 
from the establishment-to-its-fingertips Hurd family. His father is 
former Foreign Secretary Douglas Hurd. How coincidental that Tom 


Hurd went to the elite Eton College and Oxford University with 
Boris Johnson. Imperial College with its ridiculous computer 
modeller Neil Ferguson will connect with this gigantic web that will 
itself interconnect with similar set-ups in other major and not so 
major countries. Compared with this Cult network the politicians, be 
they Boris Johnson, Donald Trump or Joe Biden, are bit-part players 
‘following the science’. The network of psychologists was on the 
‘Covid’ case from the start with the aim of generating maximum fear 
of the ‘virus’ to ensure compliance by the population. A government 
behavioural science group known as SPI-B produced a paper in 
March, 2020, for discussion by the main government science 
advisory group known as SAGE. It was headed ‘Options for 
increasing adherence to social distancing measures’ and it said the 
following in a section headed ‘Persuasion’: 


e A substantial number of people still do not feel sufficiently 
personally threatened; it could be that they are reassured by the 
low death rate in their demographic group, although levels of 
concern may be rising. Having a good understanding of the risk 
has been found to be positively associated with adoption of 
COVID-19 social distancing measures in Hong Kong. 


e The perceived level of personal threat needs to be increased 
among those who are complacent, using hard-hitting evaluation 
of options for increasing social distancing emotional messaging. 
To be effective this must also empower people by making clear 
the actions they can take to reduce the threat. 


¢ Responsibility to others: There seems to be insufficient 
understanding of, or feelings of responsibility about, people’s role 
in transmitting the infection to others ... Messaging about actions 
need to be framed positively in terms of protecting oneself and 
the community, and increase confidence that they will be effective. 


¢ Some people will be more persuaded by appeals to play by the 
rules, some by duty to the community, and some to personal risk. 


All these different approaches are needed. The messaging also 
needs to take account of the realities of different people’s lives. 
Messaging needs to take account of the different motivational 
levers and circumstances of different people. 


All this could be achieved the SPI-B psychologists said by using the 
media to increase the sense of personal threat which translates as terrify 
the shit out of the population, including children, so they all do what 
we want. That’s not happened has it? Those excuses for ‘journalists’ 
who wouldn’t know journalism if it bit them on the arse (the great 
majority) have played their crucial part in serving this Cult- 
government Psyop to enslave their own kids and grandkids. How 
they live with themselves I have no idea. The psychological war has 
been underpinned by constant government ‘Covid’ propaganda in 
almost every television and radio ad break, plus the Internet and 
print media, which has pounded out the fear with taxpayers footing 
the bill for their own programming. The result has been people 
terrified of a ‘virus’ that doesn’t exist or one with a tiny fatality rate 
even if you believe it does. People walk down the street and around 
the shops wearing face-nappies damaging their health and 
psychology while others report those who refuse to be that naive to 
the police who turn up in their own face-nappies. I had a cameraman 
come to my flat and he was so frightened of ‘Covid’ he came in 
wearing a mask and refused to shake my hand in case he caught 
something. He had — naiveitis — and the thought that he worked in 
the mainstream media was both depressing and made his behaviour 
perfectly explainable. The fear which has gripped the minds of so 
many and frozen them into compliance has been carefully cultivated 
by these psychologists who are really psychopaths. If lives get 
destroyed and a lot of young people commit suicide it shows our 
plan is working. SPI-B then turned to compulsion on the public to 
comply. ‘With adequate preparation, rapid change can be achieved’, 
it said. Some countries had introduced mandatory self-isolation on a 
wide scale without evidence of major public unrest and a large 
majority of the UK’s population appeared to be supportive of more 
coercive measures with 64 percent of adults saying they would 


support putting London under a lockdown (watch the ‘polls’ which 
are designed to make people believe that public opinion is in favour 
or against whatever the subject in hand). 


For ‘aggressive protective measures’ to be effective, the SPI-B 
paper said, special attention should be devoted to those population 
groups that are more at risk. Translated from the Orwellian this 
means making the rest of population feel guilty for not protecting 
the ‘vulnerable’ such as old people which the Cult and its agencies 
were about to kill on an industrial scale with lockdown, lack of 
treatment and the Gates ‘vaccine’. Psychopath psychologists sold 
their guilt-trip so comprehensively that Los Angeles County 
Supervisor Hilda Solis reported that children were apologising (from 
a distance) to their parents and grandparents for bringing ‘Covid’ 
into their homes and getting them sick. ‘... These apologies are just 
some of the last words that loved ones will ever hear as they die 
alone,’ she said. Gut-wrenchingly Solis then used this childhood 
tragedy to tell children to stay at home and ‘keep your loved ones 
alive’. Imagine heaping such potentially life-long guilt on a kid when 
it has absolutely nothing to do with them. These people are deeply 
disturbed and the psychologists behind this even more so. 


Uncivil war — divide and rule 

Professional mind-controllers at SPI-B wanted the media to increase 
a sense of responsibility to others (do as you're told) and promote 
‘positive messaging’ for those actions while in contrast to invoke 
‘social disapproval’ by the unquestioning, obedient, community of 
anyone with a mind of their own. Again the compliant Goebbels-like 
media obliged. This is an old, old, trick employed by tyrannies the 
world over throughout human history. You get the target population 
to keep the target population in line — your line. SPI-B said this could 
‘play an important role in preventing anti-social behaviour or 
discouraging failure to enact pro-social behaviour’. For ‘anti-social’ 
in the Orwellian parlance of SPI-B see any behaviour that 
government doesn’t approve. SPI-B recommendations said that 
‘social disapproval’ should be accompanied by clear messaging and 


promotion of strong collective identity — hence the government and 
celebrity mantra of ‘we're all in this together’. Sure we are. The mind 
doctors have such contempt for their targets that they think some 
clueless comedian, actor or singer telling them to do what the 
government wants will be enough to win them over. We have had 
UK comedian Lenny Henry, actor Michael Caine and singer Elton 
John wheeled out to serve the propagandists by urging people to 
have the DNA-manipulating “Covid’ non-’vaccine’. The role of 
Henry and fellow black celebrities in seeking to coax a ‘vaccine’ 
reluctant black community into doing the government's will was 
especially stomach-turning. An emotion-manipulating script and 
carefully edited video featuring these black ‘celebs’ was such an 
insult to the intelligence of black people and where’s the self-respect 
of those involved selling their souls to a fascist government agenda? 
Henry said he heard black people’s ‘legitimate worries and 
concerns’, but people must “trust the facts’ when they were doing 
exactly that by not having the ‘vaccine’. They had to include the 
obligatory reference to Black Lives Matter with the line ... ‘Don’t let 
coronavirus cost even more black lives — because we matter’. My 
god, it was pathetic. ‘I know the vaccine is safe and what it does.’ 
How? ‘I’m a comedian and it says so in my script.’ 


SPI-B said social disapproval needed to be carefully managed to 
avoid victimisation, scapegoating and misdirected criticism, but they 
knew that their ‘recommendations’ would lead to exactly that and 
the media were specifically used to stir-up the divide-and-conquer 
hostility. Those who conform like good little baa, baas, are praised 
while those who have seen through the tidal wave of lies are 
‘Covidiots’. The awake have been abused by the fast asleep for not 
conforming to fascism and impositions that the awake know are 
designed to endanger their health, dehumanise them, and tear 
asunder the very fabric of human society. We have had the curtain- 
twitchers and morons reporting neighbours and others to the face- 
nappied police for breaking ‘Covid rules’ with fascist police 
delighting in posting links and phone numbers where this could be 
done. The Cult cannot impose its will without a compliant police 


and military or a compliant population willing to play their part in 
enslaving themselves and their kids. The words of a pastor in Nazi 
Germany are so appropriate today: 


First they came for the socialists and | did not speak out because | was not a socialist. 


Then they came for the trade unionists and | did not speak out because | was not a trade 
unionist. 


Then they came for the Jews and | did not speak out because | was not a Jew. 


Then they came for me and there was no one left to speak for me. 


Those who don’t learn from history are destined to repeat it and so 
many are. 


‘Covid' rules: Rewiring the mind 

With the background laid out to this gigantic national and global 
web of psychological manipulation we can put ‘Covid’ rules into a 
clear and sinister perspective. Forget the claims about protecting 
health. ‘Covid’ rules are about dismantling the human mind, 
breaking the human spirit, destroying self-respect, and then putting 
Humpty Dumpty together again as a servile, submissive slave. Social 
isolation through lockdown and distancing have devastating effects 
on the human psyche as the psychological psychopaths well know 
and that’s the real reason for them. Humans need contact with each 
other, discourse, closeness and touch, or they eventually, and 
literarily, go crazy. Masks, which I will address at some length, 
fundamentally add to the effects of isolation and the Cult agenda to 
dehumanise and de-individualise the population. To do this while 
knowing — in fact seeking — this outcome is the very epitome of evil 
and psychologists involved in this are the epitome of evil. They must 
like all the rest of the Cult demons and their assets stand trial for 
crimes against humanity on a scale that defies the imagination. 
Psychopaths in uniform use isolation to break enemy troops and 
agents and make them subservient and submissive to tell what they 
know. The technique is rightly considered a form of torture and 


torture is most certainly what has been imposed on the human 
population. 

Clinically-insane American psychologist Harry Harlow became 
famous for his isolation experiments in the 1950s in which he 
separated baby monkeys from their mothers and imprisoned them 
for months on end in a metal container or ‘pit of despair’. They soon 
began to show mental distress and depression as any idiot could 
have predicted. Harlow put other monkeys in steel chambers for 
three, six or twelve months while denying them any contact with 
animals or humans. He said that the effects of total social isolation 
for six months were ‘so devastating and debilitating that we had 
assumed initially that twelve months of isolation would not produce 
any additional decrement’; but twelve months of isolation ‘almost 
obliterated the animals socially’. This is what the Cult and its 
psychopaths are doing to you and your children. Even monkeys in 
partial isolation in which they were not allowed to form 
relationships with other monkeys became ‘aggressive and hostile, 
not only to others, but also towards their own bodies’. We have seen 
this in the young as a consequence of lockdown. UK government 
psychopaths launched a public relations campaign telling people not 
to hug each other even after they received the ‘Covid-19 vaccine’ 
which we were told with more lies would allow a return to ‘normal 
life’. A government source told The Telegraph: ‘It will be along the 
lines that it is great that you have been vaccinated, but if you are 
going to visit your family and hug your grandchildren there is a 
chance you are going to infect people you love.’ The source was 
apparently speaking from a secure psychiatric facility. Janet Lord, 
director of Birmingham University’s Institute of Inflammation and 
Ageing, said that parents and grandparents should avoid hugging 
their children. Well, how can I put it, Ms Lord? Fuck off. Yep, that'll 
do. 


Destroying the kids — where are the parents? 
Observe what has happened to people enslaved and isolated by 
lockdown as suicide and self-harm has soared worldwide, 


particularly among the young denied the freedom to associate with 
their friends. A study of 49,000 people in English-speaking countries 
concluded that almost half of young adults are at clinical risk of 
mental health disorders. A national survey in America of 1,000 
currently enrolled high school and college students found that 5 
percent reported attempting suicide during the pandemic. Data from 
the US CDC’s National Syndromic Surveillance Program from 
January 1st to October 17th, 2020, revealed a 31 percent increase in 
mental health issues among adolescents aged 12 to 17 compared 
with 2019. The CDC reported that America in general suffered the 
biggest drop in life expectancy since World War Two as it fell by a 
year in the first half of 2020 as a result of ‘deaths of despair’ — 
overdoses and suicides. Deaths of despair have leapt by more than 
20 percent during lockdown and include the highest number of fatal 
overdoses ever recorded in a single year — 81,000. Internet addiction 
is another consequence of being isolated at home which lowers 
interest in physical activities as kids fall into inertia and what's the 
point? Children and young people are losing hope and giving up on 
life, sometimes literally. A 14-year-old boy killed himself in 
Maryland because he had ‘given up’ when his school district didn’t 
reopen; an 11-year-old boy shot himself during a zoom class; a 
teenager in Maine succumbed to the isolation of the ‘pandemic’ 
when he ended his life after experiencing a disrupted senior year at 
school. Children as young as nine have taken their life and all these 
stories can be repeated around the world. Careers are being 
destroyed before they start and that includes those in sport in which 
promising youngsters have not been able to take part. The plan of 
the psycho-psychologists is working all right. Researchers at 
Cambridge University found that lockdowns cause significant harm 
to children’s mental health. Their study was published in the 
Archives of Disease in Childhood, and followed 168 children aged 
between 7 and 11. The researchers concluded: 


During the UK lockdown, children’s depression symptoms have increased substantially, 
relative to before lockdown. The scale of this effect has direct relevance for the continuation 
of different elements of lockdown policy, such as complete or partial school closures ... 


... Specifically, we observed a statistically significant increase in ratings of depression, with a 
medium-to-large effect size. Our findings emphasise the need to incorporate the potential 
impact of lockdown on child mental health in planning the ongoing response to the global 
pandemic and the recovery from it. 


Not a chance when the Cult’s psycho-psychologists were getting 
exactly what they wanted. The UK’s Royal College of Paediatrics and 
Child Health has urged parents to look for signs of eating disorders 
in children and young people after a three to four fold increase. 
Specialists say the ‘pandemic’ is a major reason behind the rise. You 
don’t say. The College said isolation from friends during school 
closures, exam cancellations, loss of extra-curricular activities like 
sport, and an increased use of social media were all contributory 
factors along with fears about the virus (psycho-psychologists 
again), family finances, and students being forced to quarantine. 
Doctors said young people were becoming severely ill by the time 
they were seen with ‘Covid’ regulations reducing face-to-face 
consultations. Nor is it only the young that have been devastated by 
the psychopaths. Like all bullies and cowards the Cult is targeting 
the young, elderly, weak and infirm. A typical story was told by a 
British lady called Lynn Parker who was not allowed to visit her 
husband in 2020 for the last ten and half months of his life ‘when he 
needed me most’ between March 20th and when he died on 
December 19th. This vacates the criminal and enters the territory of 
evil. The emotional impact on the immune system alone is immense 
as are the number of people of all ages worldwide who have died as 
a result of Cult-demanded, Gates-demanded, lockdowns. 


Isolation is torture 


The experience of imposing solitary confinement on millions of 
prisoners around the world has shown how a large percentage 
become ‘actively psychotic and/or acutely suicidal’. Social isolation 
has been found to trigger ‘a specific psychiatric syndrome, 
characterized by hallucinations; panic attacks; overt paranoia; 
diminished impulse control; hypersensitivity to external stimuli; and 
difficulties with thinking, concentration and memory’. Juan Mendez, 


a United Nations rapporteur (investigator), said that isolation is a 
form of torture. Research has shown that even after isolation 
prisoners find it far more difficult to make social connections and I 
remember chatting to a shop assistant after one lockdown who told 
me that when her young son met another child again he had no idea 
how to act or what to do. Hannah Flanagan, Director of Emergency 
Services at Journey Mental Health Center in Dane County, 
Wisconsin, said: ‘The specificity about Covid social distancing and 
isolation that we’ve come across as contributing factors to the 
suicides are really new to us this year.’ But they are not new to those 
that devised them. They are getting the effect they want as the 
population is psychologically dismantled to be rebuilt in a totally 
different way. Children and the young are particularly targeted. 
They will be the adults when the full-on fascist Al-controlled 
technocracy is planned to be imposed and they are being prepared 
to meekly submit. At the same time older people who still have a 
memory of what life was like before — and how fascist the new 
normal really is — are being deleted. You are going to see efforts to 
turn the young against the old to support this geriatric genocide. 
Hannah Flanagan said the big increase in suicide in her county 
proved that social isolation is not only harmful, but deadly. Studies 
have shown that isolation from others is one of the main risk factors 
in suicide and even more so with women. Warnings that lockdown 
could create a ‘perfect storm’ for suicide were ignored. After all this 
was one of the reasons for lockdown. Suicide, however, is only the 
most extreme of isolation consequences. There are many others. Dr 
Dhruv Khullar, assistant professor of healthcare policy at Weill 
Cornell Medical College, said in a New York Times article in 2016 long 
before the fake ‘pandemic’: 


A wave of new research suggests social separation is bad for us. Individuals with less social 
connection have disrupted sleep patterns, altered immune systems, more inflammation and 
higher levels of stress hormones. One recent study found that isolation increases the risk of 
heart disease by 29 percent and stroke by 32 percent. Another analysis that pooled data from 
70 studies and 3.4 million people found that socially isolated individuals had a 30 percent 
higher risk of dying in the next seven years, and that this effect was largest in middle age. 


Loneliness can accelerate cognitive decline in older adults, and isolated individuals are twice 
as likely to die prematurely as those with more robust social interactions. These effects start 
early: Socially isolated children have significantly poorer health 20 years later, even after 
controlling for other factors. All told, loneliness is as important a risk factor for early death as 
obesity and smoking. 


There you have proof from that one article alone four years before 
2020 that those who have enforced lockdown, social distancing and 
isolation knew what the effect would be and that is even more so 
with professional psychologists that have been driving the policy 
across the globe. We can go back even further to the years 2000 and 
2003 and the start of a major study on the effects of isolation on 
health by Dr Janine Gronewold and Professor Dirk M. Hermann at 
the University Hospital in Essen, Germany, who analysed data on 
4,316 people with an average age of 59 who were recruited for the 
long-term research project. They found that socially isolated people 
are more than 40 percent more likely to have a heart attack, stroke, 
or other major cardiovascular event and nearly 50 percent more 
likely to die from any cause. Given the financial Armageddon 
unleashed by lockdown we should note that the study found a 
relationship between increased cardiovascular risk and lack of 
financial support. After excluding other factors social isolation was 
still connected to a 44 percent increased risk of cardiovascular 
problems and a 47 percent increased risk of death by any cause. Lack 
of financial support was associated with a 30 percent increase in the 
risk of cardiovascular health events. Dr Gronewold said it had been 
known for some time that feeling lonely or lacking contact with close 
friends and family can have an impact on physical health and the 
study had shown that having strong social relationships is of high 
importance for heart health. Gronewold said they didn’t understand 
yet why people who are socially isolated have such poor health 
outcomes, but this was obviously a worrying finding, particularly 
during these times of prolonged social distancing. Well, it can be 
explained on many levels. You only have to identify the point in the 
body where people feel loneliness and missing people they are 
parted from — it’s in the centre of the chest where they feel the ache 
of loneliness and the ache of missing people. ‘My heart aches for 


you’ ... ‘My heart aches for some company.’ I will explain this more 
in the chapter Escaping Wetiko, but when you realise that the body 
is the mind — they are expressions of each other — the reason why 
state of the mind dictates state of the body becomes clear. 


American psychologist Ranjit Powar was highlighting the effects 
of lockdown isolation as early as April, 2020. She said humans have 
evolved to be social creatures and are wired to live in interactive 
groups. Being isolated from family, friends and colleagues could be 
unbalancing and traumatic for most people and could result in short 
or even long-term psychological and physical health problems. An 
increase in levels of anxiety, aggression, depression, forgetfulness 
and hallucinations were possible psychological effects of isolation. 
‘Mental conditions may be precipitated for those with underlying 
pre-existing susceptibilities and show up in many others without 
any pre-condition.” Powar said personal relationships helped us cope 
with stress and if we lost this outlet for letting off steam the result 
can be a big emotional void which, for an average person, was 
difficult to deal with. ‘Just a few days of isolation can cause 
increased levels of anxiety and depression’ — so what the hell has 
been the effect on the global population of 18 months of this at the 
time of writing? Powar said: ‘Add to it the looming threat of a 
dreadful disease being repeatedly hammered in through the media 
and you have a recipe for many shades of mental and physical 
distress.’ For those with a house and a garden it is easy to forget that 
billions have had to endure lockdown isolation in tiny overcrowded 
flats and apartments with nowhere to go outside. The psychological 
and physical consequences of this are unimaginable and with lunatic 
and abusive partners and parents the consequences have led to 
tremendous increases in domestic and child abuse and alcoholism as 
people seek to shut out the horror. Ranjit Powar said: 


Staying in a confined space with family is not all a rosy picture for everyone. It can be 
extremely oppressive and claustrophobic for large low-income families huddled together in 
small single-room houses. Children here are not lucky enough to have many board/electronic 
games or books to keep them occupied. 


Add to it the deep insecurity of running out of funds for food and basic necessities. On the 
other hand, there are people with dysfunctional family dynamics, such as domineering, 
abusive or alcoholic partners, siblings or parents which makes staying home a period of trial. 
Incidence of suicide and physical abuse against women has shown a worldwide increase. 
Heightened anxiety and depression also affect a person’s immune system, making them more 
susceptible to illness. 


To think that Powar’s article was published on April 11th, 2020. 


Six-feet fantasy 

Social (unsocial) distancing demanded that people stay six feet or 
two metres apart. UK government advisor Robert Dingwall from the 
New and Emerging Respiratory Virus Threats Advisory Group said 
in a radio interview that the two-metre rule was ‘conjured up out of 
nowhere’ and was not based on science. No, it was not based on 
medical science, but it didn’t come out of nowhere. The distance 
related to psychological science. Six feet/two metres was adopted in 
many countries and we were told by people like the criminal 
Anthony Fauci and his ilk that it was founded on science. Many 
schools could not reopen because they did not have the space for six- 
feet distancing. Then in March, 2021, after a year of six-feet ‘science’, 
a study published in the Journal of Infectious Diseases involving more 
than 500,000 students and almost 100,000 staff over 16 weeks 
revealed no significant difference in “‘Covid’ cases between six feet 
and three feet and Fauci changed his tune. Now three feet was okay. 
There is no difference between six feet and three inches when there is 
no ‘virus’ and they got away with six feet for psychological reasons 
for as long as they could. I hear journalists and others talk about 
‘unintended consequences’ of lockdown. They are not unintended at 
all; they have been coldly-calculated for a specific outcome of human 
control and that’s why super-psychopaths like Gates have called for 
them so vehemently. Super-psychopath psychologists have 
demanded them and psychopathic or clueless, spineless, politicians 
have gone along with them by ‘following the science’. But it’s not 
science at all. ‘Science’ is not what is; it’s only what people can be 
manipulated to believe it is. The whole ‘Covid’ catastrophe is 


founded on mind control. Three word or three statement mantras 
issued by the UK government are a well-known mind control 
technique and so we’ve had ‘Stay home/protect the NHS/save lives’, 
‘Stay alert/control the virus/save lives’ and ‘hands/face/space’. One 
of the most vocal proponents of extreme ‘Covid’ rules in the UK has 
been Professor Susan Michie, a member of the British Communist 
Party, who is not a medical professional. Michie is the director of the 
Centre for Behaviour Change at University College London. She is a 
behavioural psychologist and another filthy rich ‘Marxist’ who praised 
China’s draconian lockdown. She was known by fellow students at 
Oxford University as ‘Stalin’s nanny’ for her extreme Marxism. 
Michie is an influential member of the UK government’s Scientific 
Advisory Group for Emergencies (SAGE) and behavioural 
manipulation groups which have dominated ‘Covid’ policy. She is a 
consultant adviser to the World Health Organization on ‘Covid-19’ 
and behaviour. Why the hell are lockdowns anything to do with her 
when they are claimed to be about health? Why does a behavioural 
psychologist from a group charged with changing the behaviour of 
the public want lockdown, human isolation and mandatory masks? 
Does that question really need an answer? Michie absolutely has to 
explain herself before a Nuremberg court when humanity takes back 
its world again and even more so when you see the consequences of 
masks that she demands are compulsory. This is a Michie classic: 


The benefits of getting primary school children to wear masks is that regardless of what little 
degree of transmission is occurring in those age groups it could help normalise the practice. 
Young children wearing masks may be more likely to get their families to accept masks. 


Those words alone should carry a prison sentence when you 
ponder on the callous disregard for children involved and what a 
statement it makes about the mind and motivations of Susan Michie. 
What a lovely lady and what she said there encapsulates the 
mentality of the psychopaths behind the ‘Covid’ horror. Let us 
compare what Michie said with a countrywide study in Germany 
published at researchsquare.com involving 25,000 school children 
and 17,854 health complaints submitted by parents. Researchers 


found that masks are harming children physically, psychologically, 
and behaviourally with 24 health issues associated with mask 
wearing. They include: shortness of breath (29.7%); dizziness 
(26.4%); increased headaches (53%); difficulty concentrating (50%); 
drowsiness or fatigue (37%); and malaise (42%). Nearly a third of 
children experienced more sleep issues than before and a quarter 
developed new fears. Researchers found health issues and other 
impairments in 68 percent of masked children covering their faces 
for an average of 4.5 hours a day. Hundreds of those taking part 
experienced accelerated respiration, tightness in the chest, weakness, 
and short-term impairment of consciousness. A reminder of what 
Michie said again: 


The benefits of getting primary school children to wear masks is that regardless of what little 
degree of transmission is occurring in those age groups it could help normalise the practice. 
Young children wearing masks may be more likely to get their families to accept masks. 


Psychopaths in government and psychology now have children and 
young people — plus all the adults — wearing masks for hours on end 
while clueless teachers impose the will of the psychopaths on the 
young they should be protecting. What the hell are parents doing? 


We have some schools already imposing on students microchipped 
buzzers that activate when they get ‘too close’ to their pals in the 
way they do with lab rats. How apt. To the Cult and its brain-dead 
servants our children are lab rats being conditioned to be 
unquestioning, dehumanised slaves for the rest of their lives. 
Children and young people are being weaned and frightened away 
from the most natural human instincts including closeness and 
touch. I have tracked in the books over the years how schools were 
banning pupils from greeting each other with a hug and the whole 
Cult-induced Me Too movement has terrified men and boys from a 
relaxed and natural interaction with female friends and work 
colleagues to the point where many men try never to be in a room 


alone with a woman that’s not their partner. Airhead celebrities have 
as always played their virtue-signalling part in making this happen 
with their gross exaggeration. For every monster like Harvey 
Weinstein there are at least tens of thousands of men that don’t treat 
women like that; but everyone must be branded the same and policy 
changed for them as well as the monster. Iam going to be using the 
word ‘dehumanise’ many times in this chapter because that is what 
the Cult is seeking to do and it goes very deep as we shall see. Don’t 
let them kid you that social distancing is planned to end one day. 
That’s not the idea. We are seeing more governments and companies 
funding and producing wearable gadgets to keep people apart and 
they would not be doing that if this was meant to be short-term. A 
tech start-up company backed by GCHQ, the British Intelligence and 
military surveillance headquarters, has created a social distancing 
wrist sensor that alerts people when they get too close to others. The 
CIA has also supported tech companies developing similar devices. 
The wearable sensor was developed by Tended, one of a number of 
start-up companies supported by GCHQ (see the CIA and DARPA). 
The device can be worn on the wrist or as a tag on the waistband and 
will vibrate whenever someone wearing the device breaches social 
distancing and gets anywhere near natural human contact. The 
company had a lucky break in that it was developing a distancing 
sensor when the ‘Covid’ hoax arrived which immediately provided a 
potentially enormous market. How fortunate. The government in 
big-time Cult-controlled Ontario in Canada is investing $2.5 million 
in wearable contact tracing technology that ‘will alert users if they 
may have been exposed to the Covid-19 in the workplace and will 
beep or vibrate if they are within six feet of another person’. 
Facedrive Inc., the technology company behind this, was founded in 
2016 with funding from the Ontario Together Fund and obviously 
they, too, had a prophet on the board of directors. The human 
surveillance and control technology is called TraceSCAN and would 
be worn by the human cyborgs in places such as airports, 
workplaces, construction sites, care homes and ... schools. 


I emphasise schools with children and young people the prime 
targets. You know what is planned for society as a whole if you keep 
your eyes on the schools. They have always been places where the 
state program the next generation of slaves to be its compliant 
worker-ants — or Woker-ants these days; but in the mist of the 
‘Covid’ madness they have been transformed into mind laboratories 
on a scale never seen before. Teachers and head teachers are just as 
programmed as the kids — often more so. Children are kept apart 
from human interaction by walk lanes, classroom distancing, 
staggered meal times, masks, and the rolling-out of buzzer systems. 
Schools are now physically laid out as a laboratory maze for lab-rats. 
Lunatics at a school in Anchorage, Alaska, who should be 
prosecuted for child abuse, took away desks and forced children to 
kneel (know your place) on a mat for five hours a day while wearing 
a mask and using their chairs as a desk. How this was supposed to 
impact on a ‘virus’ only these clinically insane people can tell you 
and even then it would be clap-trap. The school banned recess 
(interaction), art classes (creativity), and physical exercise (getting 
body and mind moving out of inertia). Everyone behind this outrage 
should be in jail or better still a mental institution. The behavioural 
manipulators are all for this dystopian approach to schools. 
Professor Susan Michie, the mind-doctor and British Communist 
Party member, said it was wrong to say that schools were safe. They 
had to be made so by ‘distancing’, masks and ventilation (sitting all 
day in the cold). I must ask this lady round for dinner on a night I 
know I am going to be out and not back for weeks. She probably 
wouldn't be able to make it, anyway, with all the visits to her own 
psychologist she must have block-booked. 


Masking identity 

I know how shocking it must be for you that a behaviour 
manipulator like Michie wants everyone to wear masks which have 
long been a feature of mind-control programs like the infamous 
MKwUltra in the United States, but, there we are. We live and learn. I 
spent many years from 1996 to right across the millennium 


researching mind control in detail on both sides of the Atlantic and 
elsewhere. I met a large number of mind-control survivors and 
many had been held captive in body and mind by MKUltra. MK 
stands for mind-control, but employs the German spelling in 
deference to the Nazis spirited out of Germany at the end of World 
War Two by Operation Paperclip in which the US authorities, with 
help from the Vatican, transported Nazi mind-controllers and 
engineers to America to continue their work. Many of them were 
behind the creation of NASA and they included Nazi scientist and 
SS officer Wernher von Braun who swapped designing V-2 rockets to 
bombard London with designing the Saturn V rockets that powered 
the NASA moon programme’s Apollo craft. I think I may have 
mentioned that the Cult has no borders. Among Paperclip escapees 
was Josef Mengele, the Angel of Death in the Nazi concentration 
camps where he conducted mind and genetic experiments on 
children often using twins to provide a control twin to measure the 
impact of his ‘work’ on the other. If you want to observe the Cult 
mentality in all its extremes of evil then look into the life of Mengele. 
I have met many people who suffered mercilessly under Mengele in 
the United States where he operated under the name Dr Greene and 
became a stalwart of MKUltra programming and torture. Among his 
locations was the underground facility in the Mojave Desert in 
California called the China Lake Naval Weapons Station which is 
almost entirely below the surface. My books The Biggest Secret, 
Children of the Matrix and The Perception Deception have the detailed 
background to MKultra. 


The best-known MKultra survivor is American Cathy O’Brien. I 
first met her and her late partner Mark Phillips at a conference in 
Colorado in 1996. Mark helped her escape and deprogram from 
decades of captivity in an offshoot of MKUltra known as Project 
Monarch in which ‘sex slaves’ were provided for the rich and 
famous including Father George Bush, Dick Cheney and the 
Clintons. Read Cathy and Mark’s book Trance-Formation of America 
and if you are new to this you will be shocked to the core. I read it in 
1996 shortly before, with the usual synchronicity of my life, I found 


myself given a book table at the conference right next to hers. 
MkKUltra never ended despite being very publicly exposed (only a 
small part of it) in the 1970s and continues in other guises. I am still 
in touch with Cathy. She contacted me during 2020 after masks 
became compulsory in many countries to tell me how they were 
used as part of MKUltra programming. I had been observing “Covid 
regulations’ and the relationship between authority and public for 
months. I saw techniques that I knew were employed on individuals 
in MKUltra being used on the global population. I had read many 
books and manuals on mind control including one called Silent 
Weapons for Quiet Wars which came to light in the 1980s and was a 
guide on how to perceptually program on a mass scale. ‘Silent 
Weapons’ refers to mind-control. I remembered a line from the 
manual as governments, medical authorities and law enforcement 
agencies have so obviously talked to — or rather at — the adult 
population since the ‘Covid’ hoax began as if they are children. The 
document said: 


If a person is spoken to by a T.V. advertiser as if he were a twelve-year-old, then, due to 
suggestibility, he will, with a certain probability, respond or react to that suggestion with the 
uncritical response of a twelve-year-old and will reach in to his economic reservoir and 
deliver its energy to buy that product on impulse when he passes it in the store. 


That’s why authority has spoken to adults like children since all this 
began. 


Why did Michael Jackson wear masks? 

Every aspect of the ‘Covid’ narrative has mind-control as its central 
theme. Cathy O’Brien wrote an article for davidicke.com about the 
connection between masks and mind control. Her daughter Kelly 
who I first met in the 1990s was born while Cathy was still held 
captive in MKUltra. Kelly was forced to wear a mask as part of her 
programming from the age of two to dehumanise her, target her 
sense of individuality and reduce the amount of oxygen her brain 
and body received. Bingo. This is the real reason for compulsory 


masks, why they have been enforced en masse, and why they seek to 
increase the number they demand you wear. First one, then two, 
with one disgraceful alleged ‘doctor’ recommending four which is 
nothing less than a death sentence. Where and how often they must 
be worn is being expanded for the purpose of mass mind control 
and damaging respiratory health which they can call ‘Covid-19’. 
Canada’s government headed by the man-child Justin Trudeau, says 
it’s fine for children of two and older to wear masks. An insane 
‘study’ in Italy involving just 47 children concluded there was no 
problem for babies as young as four months wearing them. Even after 
people were ‘vaccinated’ they were still told to wear masks by the 
criminal that is Anthony Fauci. Cathy wrote that mandating masks 
is allowing the authorities literally to control the air we breathe 
which is what was done in MKUltra. You might recall how the 
singer Michael Jackson wore masks and there is a reason for that. He 
was subjected to MKUltra mind control through Project Monarch 
and his psyche was scrambled by these simpletons. Cathy wrote: 


In MKUltra Project Monarch mind control, Michael Jackson had to wear a mask to silence his 
voice so he could not reach out for help. Remember how he developed that whisper voice 
when he wasn’t singing? Masks control the mind from the outside in, like the redefining of 
words is doing. By controlling what we can and cannot say for fear of being labeled racist or 
beaten, for example, it ultimately controls thought that drives our words and ultimately actions 
(or lack thereof). 


Likewise, a mask muffles our speech so that we are not heard, which controls voice ... words 
... mind. This is Mind Control. Masks are an obvious mind control device, and | am disturbed 
so many people are complying on a global scale. Masks depersonalize while making a person 
feel as though they have no voice. It is a barrier to others. People who would never choose to 
comply but are forced to wear a mask in order to keep their job, and ultimately their family 
fed, are compromised. They often feel shame and are subdued. People have stopped talking 
with each other while media controls the narrative. 


The ‘no voice’ theme has often become literal with train 
passengers told not to speak to each other in case they pass on the 
‘virus’, singing banned for the same reason and bonkers California 
officials telling people riding roller coasters that they cannot shout 
and scream. Cathy said she heard every day from healed MKUltra 
survivors who cannot wear a mask without flashing back on ways 


their breathing was controlled — ‘from ball gags and penises to water 
boarding’. She said that through the years when she saw images of 
people in China wearing masks ‘due to pollution’ that it was really 
to control their oxygen levels. ‘I knew it was as much of a population 
control mechanism of depersonalisation as are burkas’, she said. 
Masks are another Chinese communist/fascist method of control that 
has been swept across the West as the West becomes China at 
lightning speed since we entered 2020. 


Mask-19 


There are other reasons for mandatory masks and these include 
destroying respiratory health to call it ‘Covid-19’ and stunting brain 
development of children and the young. Dr Margarite Griesz- 
Brisson MD, PhD, is a Consultant Neurologist and 
Neurophysiologist and the Founder and Medical Director of the 
London Neurology and Pain Clinic. Her CV goes down the street 
and round the corner. She is clearly someone who cares about people 
and won't parrot the propaganda. Griesz-Brisson has a PhD in 
pharmacology, with special interest in neurotoxicology, 
environmental medicine, neuroregeneration and neuroplasticity (the 
way the brain can change in the light of information received). She 
went public in October, 2020, with a passionate warning about the 
effects of mask-wearing laws: 


The reinhalation of our exhaled air will without a doubt create oxygen deficiency and a 
flooding of carbon dioxide. We know that the human brain is very sensitive to oxygen 
deprivation. There are nerve cells for example in the hippocampus that can’t be longer than 3 
minutes without oxygen — they cannot survive. The acute warning symptoms are headaches, 
drowsiness, dizziness, issues in concentration, slowing down of reaction time — reactions of 
the cognitive system. 


Oh, I know, let’s tell bus, truck and taxi drivers to wear them and 
people working machinery. How about pilots, doctors and police? 
Griesz-Brisson makes the important point that while the symptoms 
she mentions may fade as the body readjusts this does not alter the 
fact that people continue to operate in oxygen deficit with long list of 


potential consequences. She said it was well known that 
neurodegenerative diseases take years or decades to develop. ‘If 
today you forget your phone number, the breakdown in your brain 
would have already started 20 or 30 years ago.’ She said 
degenerative processes in your brain are getting amplified as your 
oxygen deprivation continues through wearing a mask. Nerve cells 
in the brain are unable to divide themselves normally in these 
circumstances and lost nerve cells will no longer be regenerated. 
‘What is gone is gone.’ Now consider that people like shop workers 
and schoolchildren are wearing masks for hours every day. What in 
the name of sanity is going to be happening to them? ‘I do not wear 
a mask, I need my brain to think’, Griesz-Brisson said, ‘I want to 
have a clear head when I deal with my patients and not be ina 
carbon dioxide-induced anaesthesia’. If you are told to wear a mask 
anywhere ask the organisation, police, store, whatever, for their risk 
assessment on the dangers and negative effects on mind and body of 
enforcing mask-wearing. They won't have one because it has never 
been done not even by government. All of them must be subject to 
class-action lawsuits as the consequences come to light. They don’t 
do mask risk assessments for an obvious reason. They know what 
the conclusions would be and independent scientific studies that 
have been done tell a horror story of consequences. 


‘Masks are criminal 

Dr Griesz-Brisson said that for children and adolescents, masks are 
an absolute no-no. They had an extremely active and adaptive 
immune system and their brain was incredibly active with so much 
to learn. “The child’s brain, or the youth’s brain, is thirsting for 
oxygen.’ The more metabolically active an organ was, the more 
oxygen it required; and in children and adolescents every organ was 
metabolically active. Griesz-Brisson said that to deprive a child’s or 
adolescent's brain of oxygen, or to restrict it in any way, was not only 
dangerous to their health, it was absolutely criminal. ‘Oxygen 
deficiency inhibits the development of the brain, and the damage 
that has taken place as a result CANNOT be reversed.’ Mind 


manipulators of MKUltra put masks on two-year-olds they wanted 
to neurologically rewire and you can see why. Griesz-Brisson said a 
child needs the brain to learn and the brain needs oxygen to 
function. ‘We don’t need a clinical study for that. This is simple, 
indisputable physiology.’ Consciously and purposely induced 
oxygen deficiency was an absolutely deliberate health hazard, and 
an absolute medical contraindication which means that ‘this drug, 
this therapy, this method or measure should not be used, and is not 
allowed to be used’. To coerce an entire population to use an 
absolute medical contraindication by force, she said, there had to be 
definite and serious reasons and the reasons must be presented to 
competent interdisciplinary and independent bodies to be verified 
and authorised. She had this warning of the consequences that were 
coming if mask wearing continued: 


When, in ten years, dementia is going to increase exponentially, and the younger generations 
couldn’t reach their god-given potential, it won’t help to say ‘we didn’t need the masks’. | 
know how damaging oxygen deprivation is for the brain, cardiologists know how damaging it 
is for the heart, pulmonologists know how damaging it is for the lungs. Oxygen deprivation 
damages every single organ. Where are our health departments, our health insurance, our 
medical associations? It would have been their duty to be vehemently against the lockdown 
and to stop it and stop it from the very beginning. 


Why do the medical boards issue punishments to doctors who give people exemptions? Does 
the person or the doctor seriously have to prove that oxygen deprivation harms people? What 
kind of medicine are our doctors and medical associations representing? Who is responsible 
for this crime? The ones who want to enforce it? The ones who let it happen and play along, 
or the ones who don’t prevent it? 


All of the organisations and people she mentions there either 
answer directly to the Cult or do whatever hierarchical levels above 
them tell them to do. The outcome of both is the same. ‘It’s not about 
masks, it’s not about viruses, it’s certainly not about your health’, 
Griesz-Brisson said. ‘It is about much, much more. I am not 
participating. Iam not afraid.’ They were taking our air to breathe 
and there was no unfounded medical exemption from face masks. 
Oxygen deprivation was dangerous for every single brain. It had to 
be the free decision of every human being whether they want to 


wear a mask that was absolutely ineffective to protect themselves 
from a virus. She ended by rightly identifying where the 
responsibility lies for all this: 


The imperative of the hour is personal responsibility. We are responsible for what we think, 
not the media. We are responsible for what we do, not our superiors. We are responsible for 
our health, not the World Health Organization. And we are responsible for what happens in 
our country, not the government. 


Halle-bloody-lujah. 


But surgeons wear masks, right? 

Independent studies of mask-wearing have produced a long list of 
reports detailing mental, emotional and physical dangers. What a 
definition of insanity to see police officers imposing mask-wearing 
on the public which will cumulatively damage their health while the 
police themselves wear masks that will cumulatively damage their 
health. It’s utter madness and both public and police do this because 
‘the government says so’ — yes a government of brain-donor idiots 
like UK Health Secretary Matt Hancock reading the ‘follow the 
science’ scripts of psychopathic, lunatic psychologists. The response 
you get from Stockholm syndrome sufferers defending the very 
authorities that are destroying them and their families is that 
‘surgeons wear masks’. This is considered the game, set and match 
that they must work and don’t cause oxygen deficit. Well, actually, 
scientific studies have shown that they do and oxygen levels are 
monitored in operating theatres to compensate. Surgeons wear 
masks to stop spittle and such like dropping into open wounds — not 
to stop ‘viral particles’ which are so miniscule they can only be seen 
through an electron microscope. Holes in the masks are significantly 
bigger than ‘viral particles’ and if you sneeze or cough they will 
breach the mask. I watched an incredibly disingenuous ‘experiment’ 
that claimed to prove that masks work in catching ‘virus’ material 
from the mouth and nose. They did this with a slow motion camera 
and the mask did block big stuff which stayed inside the mask and 


against the face to be breathed in or cause infections on the face as 
we have seen with many children. ‘Viral particles’, however, would 
never have been picked up by the camera as they came through the 
mask when they are far too small to be seen. The ‘experiment’ was 
therefore disingenuous and useless. 


Studies have concluded that wearing masks in operating theatres 
(and thus elsewhere) make no difference to preventing infection 
while the opposite is true with toxic shite building up in the mask 
and this had led to an explosion in tooth decay and gum disease 
dubbed by dentists ‘mask mouth’. You might have seen the Internet 
video of a furious American doctor urging people to take off their 
masks after a four-year-old patient had been rushed to hospital the 
night before and nearly died with a lung infection that doctors 
sourced to mask wearing. A study in the journal Cancer Discovery 
found that inhalation of harmful microbes can contribute to 
advanced stage lung cancer in adults and long-term use of masks 
can help breed dangerous pathogens. Microbiologists have said 
frequent mask wearing creates a moist environment in which 
microbes can grow and proliferate before entering the lungs. The 
Canadian Agency for Drugs and Technologies in Health, or CADTH, 
a Canadian national organisation that provides research and 
analysis to healthcare decision-makers, said this as long ago as 2013 
in a report entitled ‘Use of Surgical Masks in the Operating Room: A 
Review of the Clinical Effectiveness and Guidelines’. It said: 


¢ No evidence was found to support the use of surgical face masks 
to reduce the frequency of surgical site infections 


¢ No evidence was found on the effectiveness of wearing surgical 
face masks to protect staff from infectious material in the 
operating room. 

¢ Guidelines recommend the use of surgical face masks by staff in 
the operating room to protect both operating room staff and 
patients (despite the lack of evidence). 


We were told that the world could go back to ‘normal’ with the 
arrival of the ‘vaccines’. When they came, fraudulent as they are, the 
story changed as I knew that it would. We are in the midst of 
transforming ‘normal’, not going back to it. Mary Ramsay, head of 
immunisation at Public Health England, echoed the words of US 
criminal Anthony Fauci who said masks and other regulations must 
stay no matter if people are vaccinated. The Fauci idiot continued to 
wear two masks — different colours so both could be clearly seen — 
after he claimed to have been vaccinated. Senator Rand Paul told 
Fauci in one exchange that his double-masks were ‘theatre’ and he 
was right. It’s all theatre. Mary Ramsay back-tracked on the vaccine- 
return-to-normal theme when she said the public may need to wear 
masks and social-distance for years despite the jabs. ‘People have got 
used to those lower-level restrictions now, and [they] can live with 
them’, she said telling us what the idea has been all along. ‘The 
vaccine does not give you a pass, even if you have had it, you must 
continue to follow all the guidelines’ said a Public Health England 
statement which reneged on what we had been told before and 
made having the ‘vaccine’ irrelevant to ‘normality’ even by the 
official story. Spain’s fascist government trumped everyone by 
passing a law mandating the wearing of masks on the beach and 
even when swimming in the sea. The move would have devastated 
what's left of the Spanish tourist industry, posed potential breathing 
dangers to swimmers and had Northern European sunbathers 
walking around with their forehead brown and the rest of their face 
white as a sheet. The ruling was so crazy that it had to be retracted 
after pressure from public and tourist industry, but it confirmed 
where the Cult wants to go with masks and how clinically insane 
authority has become. The determination to make masks permanent 
and hide the serious dangers to body and mind can be seen in the 
censorship of scientist Professor Denis Rancourt by Bill Gates- 
funded academic publishing website ResearchGate over his papers 
exposing the dangers and uselessness of masks. Rancourt said: 


ResearchGate today has permanently locked my account, which | have had since 2015. Their 
reasons graphically show the nature of their attack against democracy, and their corruption of 


science ... By their obscene non-logic, a scientific review of science articles reporting on 
harms caused by face masks has a ‘potential to cause harm’. No criticism of the psychological 
device (face masks) is tolerated, if the said criticism shows potential to influence public policy. 


This is what happens in a fascist world. 


Where are the ‘greens (again)? 

Other dangers of wearing masks especially regularly relate to the 
inhalation of minute plastic fibres into the lungs and the deluge of 
discarded masks in the environment and oceans. Estimates 
predicted that more than 1.5 billion disposable masks will end up in 
the world’s oceans every year polluting the water with tons of plastic 
and endangering marine wildlife. Studies project that humans are 
using 129 billion face masks each month worldwide — about three 
million a minute. Most are disposable and made from plastic, non- 
biodegradable microfibers that break down into smaller plastic 
particles that become widespread in ecosystems. They are littering 
cities, clogging sewage channels and turning up in bodies of water. I 
have written in other books about the immense amounts of 
microplastics from endless sources now being absorbed into the 
body. Rolf Halden, director of the Arizona State University (ASU) 
Biodesign Center for Environmental Health Engineering, was the 
senior researcher in a 2020 study that analysed 47 human tissue 
samples and found microplastics in all of them. ‘We have detected 
these chemicals of plastics in every single organ that we have 
investigated’, he said. I wrote in The Answer about the world being 
deluged with microplastics. A study by the Worldwide Fund for 
Nature (WWE) found that people are consuming on average every 
week some 2,000 tiny pieces of plastic mostly through water and also 
through marine life and the air. Every year humans are ingesting 
enough microplastics to fill a heaped dinner plate and in a life-time 
of 79 years it is enough to fill two large waste bins. Marco 
Lambertini, WWF International director general said: ‘Not only are 
plastics polluting our oceans and waterways and killing marine life — 
it’s in all of us and we can’t escape consuming plastics,’ American 


geologists found tiny plastic fibres, beads and shards in rainwater 
samples collected from the remote slopes of the Rocky Mountain 
National Park near Denver, Colorado. Their report was headed: ‘It is 
raining plastic.’ Rachel Adams, senior lecturer in Biomedical Science 
at Cardiff Metropolitan University, said that among health 
consequences are internal inflammation and immune responses to a 
‘foreign body’. She further pointed out that microplastics become 
carriers of toxins including mercury, pesticides and dioxins (a 
known cause of cancer and reproductive and developmental 
problems). These toxins accumulate in the fatty tissues once they 
enter the body through microplastics. Now this is being 
compounded massively by people putting plastic on their face and 
throwing it away. 

Workers exposed to polypropylene plastic fibres known as ‘flock’ 
have developed ‘flock worker’s lung’ from inhaling small pieces of 
the flock fibres which can damage lung tissue, reduce breathing 
capacity and exacerbate other respiratory problems. Now ... 
commonly used surgical masks have three layers of melt-blown 
textiles made of ... polypropylene. We have billions of people 
putting these microplastics against their mouth, nose and face for 
hours at a time day after day in the form of masks. How does 
anyone think that will work out? Imean — what could possibly go 
wrong? We posted a number of scientific studies on this at 
davidicke.com, but when I went back to them as I was writing this 
book the links to the science research website where they were 
hosted were dead. Anything that challenges the official narrative in 
any way is either censored or vilified. The official narrative is so 
unsupportable by the evidence that only deleting the truth can 
protect it. A study by Chinese scientists still survived — with the 
usual twist which it why it was still active, I guess. Yes, they found 
that virtually all the masks they tested increased the daily intake of 
microplastic fibres, but people should still wear them because the 
danger from the ‘virus’ was worse said the crazy ‘team’ from the 
Institute of Hydrobiology in Wuhan. Scientists first discovered 
microplastics in lung tissue of some patients who died of lung cancer 


in the 1990s. Subsequent studies have confirmed the potential health 
damage with the plastic degrading slowly and remaining in the 
lungs to accumulate in volume. Wuhan researchers used a machine 
simulating human breathing to establish that masks shed up to 
nearly 4,000 microplastic fibres in a month with reused masks 
producing more. Scientists said some masks are laced with toxic 
chemicals and a variety of compounds seriously restricted for both 
health and environmental reasons. They include cobalt (used in blue 
dye) and formaldehyde known to cause watery eyes, burning 
sensations in the eyes, nose, and throat, plus coughing, wheezing 
and nausea. No — that must be ‘Covid-19’. 


Mask ‘worms’ 

There is another and potentially even more sinister content of masks. 
Mostly new masks of different makes filmed under a microscope 
around the world have been found to contain strange black fibres or 
‘worms’ that appear to move or ‘crawl’ by themselves and react to 
heat and water. The nearest I have seen to them are the self- 
replicating fibres that are pulled out through the skin of those 
suffering from Morgellons disease which has been connected to the 
phenomena of ‘chemtrails’ which I will bring into the story later on. 
Morgellons fibres continue to grow outside the body and have a 
form of artificial intelligence. Black ‘worm’ fibres in masks have that 
kind of feel to them and there is a nanotechnology technique called 
‘worm micelles’ which carry and release drugs or anything else you 
want to deliver to the body. For sure the suppression of humanity by 
mind altering drugs is the Cult agenda big time and the more 
excuses they can find to gain access to the body the more 
opportunities there are to make that happen whether through 
‘vaccines’ or masks pushed against the mouth and nose for hours on 
end. 


So let us summarise the pros and cons of masks: 


Against masks: Breathing in your own carbon dioxide; depriving the 
body and brain of sufficient oxygen; build-up of toxins in the mask 
that can be breathed into the lungs and cause rashes on the face and 
‘mask-mouth’; breathing microplastic fibres and toxic chemicals into 
the lungs; dehumanisation and deleting individualisation by literally 
making people faceless; destroying human emotional interaction 
through facial expression and deleting parental connection with 
their babies which look for guidance to their facial expression. 


For masks: They don’t protect you from a ‘virus’ that doesn’t exist 
and even if it did ‘viral’ particles are so minute they are smaller than 
the holes in the mask. 


Governments, police, supermarkets, businesses, transport 
companies, and all the rest who seek to impose masks have done no 
risk assessment on their consequences for health and psychology 
and are now open to group lawsuits when the impact becomes clear 
with a cumulative epidemic of respiratory and other disease. 
Authorities will try to exploit these effects and hide the real cause by 
dubbing them ‘Covid-19’. Can you imagine setting out to force the 
population to wear health-destroying masks without doing any 
assessment of the risks? It is criminal and it is evil, but then how 
many people targeted in this way, who see their children told to 
wear them all day at school, have asked for a risk assessment? 
Billions can’t be imposed upon by the few unless the billions allow it. 
Oh, yes, with just a tinge of irony, 85 percent of all masks made 
worldwide come from China. 


‘Covid’ rules include the use of toxic sanitisers and again the health 
consequences of constantly applying toxins to be absorbed through 
the skin is obvious to any level of Renegade Mind. America’s Food 
and Drug Administration (FDA) said that sanitisers are drugs and 
issued a warning about 75 dangerous brands which contain 


methanol used in antifreeze and can cause death, kidney damage 
and blindness. The FDA circulated the following warning even for 
those brands that it claims to be safe: 


Store hand sanitizer out of the reach of pets and children, and children should use it only with 
adult supervision. Do not drink hand sanitizer. This is particularly important for young 
children, especially toddlers, who may be attracted by the pleasant smell or brightly colored 
bottles of hand sanitizer. 


Drinking even a small amount of hand sanitizer can cause alcohol poisoning in children. 
(However, there is no need to be concerned if your children eat with or lick their hands after 
using hand sanitizer.) During this coronavirus pandemic, poison control centers have had an 
increase in calls about accidental ingestion of hand sanitizer, so it is important that adults 
monitor young children’s use. 


Do not allow pets to swallow hand sanitizer. If you think your pet has eaten something 
potentially dangerous, call your veterinarian or a pet poison control center right away. Hand 
sanitizer is flammable and should be stored away from heat and flames. When using hand 
sanitizer, rub your hands until they feel completely dry before performing activities that may 
involve heat, sparks, static electricity, or open flames. 


There you go, perfectly safe, then, and that’s without even a mention 
of the toxins absorbed through the skin. Come on kids — sanitise 
your hands everywhere you go. It will save you from the ‘virus’. Put 
all these elements together of the ‘Covid’ normal and see how much 
health and psychology is being cumulatively damaged, even 
devastated, to ‘protect your health’. Makes sense, right? They are 
only imposing these things because they care, right? Right? 


Submitting to insanity 

Psychological reframing of the population goes very deep and is 
done in many less obvious ways. I hear people say how 
contradictory and crazy ‘Covid’ rules are and how they are ever 
changing. This is explained away by dismissing those involved as 
idiots. It is a big mistake. The Cult is delighted if its cold calculation 
is perceived as incompetence and idiocy when it is anything but. Oh, 
yes, there are idiots within the system — lots of them — but they are 
administering the Cult agenda, mostly unknowingly. They are not 
deciding and dictating it. The bulwark against tyranny is self- 


respect, always has been, always will be. It is self-respect that has 
broken every tyranny in history. By its very nature self-respect will 
not bow to oppression and its perpetrators. There is so little self- 
respect that it’s always the few that overturn dictators. Many may 
eventually follow, but the few with the iron spines (self-respect) kick 
it off and generate the momentum. The Cult targets self-respect in 
the knowledge that once this has gone only submission remains. 
Crazy, contradictory, ever-changing ‘Covid’ rules are systematically 
applied by psychologists to delete self-respect. They want you to see 
that the rules make no sense. It is one thing to decide to do 
something when you have made the choice based on evidence and 
logic. You still retain your self-respect. It is quite another when you 
can see what you are being told to do is insane, ridiculous and 
makes no sense, and yet you still do it. Your self-respect is 
extinguished and this has been happening as ever more obviously 
stupid and nonsensical things have been demanded and the great 
majority have complied even when they can see they are stupid and 
nonsensical. 

People walk around in face-nappies knowing they are damaging 
their health and make no difference to a ‘virus’. They do it in fear of 
not doing it. I know it’s daft, but I’ll do it anyway. When that 
happens something dies inside of you and submissive reframing has 
begun. Next there’s a need to hide from yourself that you have 
conceded your self-respect and you convince yourself that you have 
not really submitted to fear and intimidation. You begin to believe 
that you are complying with craziness because it’s the right thing to 
do. When first you concede your self-respect of 2+2 = 4 to 2+2 =5 you 
know you are compromising your self-respect. Gradually to avoid 
facing that fact you begin to believe that 2+2=5. You have been 
reframed and I have been watching this process happening in the 
human psyche on an industrial scale. The Cult is working to break 
your spirit and one of its major tools in that war is humiliation. I 
read how former American soldier Bradley Manning (later Chelsea 
Manning after a sex-change) was treated after being jailed for 
supplying WikiLeaks with documents exposing the enormity of 


government and elite mendacity. Manning was isolated in solitary 
confinement for eight months, put under 24-hour surveillance, 
forced to hand over clothing before going to bed, and stand naked 
for every roll call. This is systematic humiliation. The introduction of 
anal swab ‘Covid’ tests in China has been done for the same reason 
to delete self-respect and induce compliant submission. Anal swabs 
are mandatory for incoming passengers in parts of China and 
American diplomats have said they were forced to undergo the 
indignity which would have been calculated humiliation by the 
Cult-owned Chinese government that has America in its sights. 


Government-people: An abusive relationship 

Spirit-breaking psychological techniques include giving people hope 
and apparent respite from tyranny only to take it away again. This 
happened in the UK during Christmas, 2020, when the psycho- 
psychologists and their political lackeys announced an easing of 
restrictions over the holiday only to reimpose them almost 
immediately on the basis of yet another lie. There is a big 
psychological difference between getting used to oppression and 
being given hope of relief only to have that dashed. Psychologists 
know this and we have seen the technique used repeatedly. Then 
there is traumatising people before you introduce more extreme 
regulations that require compliance. A perfect case was the 
announcement by the dark and sinister Whitty and Vallance in the 
UK that ‘new data’ predicted that 4,000 could die every day over the 
winter of 2020/2021 if we did not lockdown again. I think they call it 
lying and after traumatising people with that claim out came 
Jackboot Johnson the next day with new curbs on human freedom. 
Psychologists know that a frightened and traumatised mind 
becomes suggestable to submission and behaviour reframing. 
Underpinning all this has been to make people fearful and 
suspicious of each other and see themselves as a potential danger to 
others. In league with deleted self-respect you have the perfect 
psychological recipe for self-loathing. The relationship between 
authority and public is now demonstrably the same as that of 


subservience to an abusive partner. These are signs of an abusive 
relationship explained by psychologist Leslie Becker-Phelps: 


Psychological and emotional abuse: Undermining a partner’s 
self-worth with verbal attacks, name-calling, and belittling. 
Humiliating the partner in public, unjustly accusing them of having 
an affair, or interrogating them about their every behavior. Keeping 
partner confused or off balance by saying they were just kidding or 
blaming the partner for ‘making’ them act this way ... Feigning in 
public that they care while turning against them in private. This 
leads to victims frequently feeling confused, incompetent, unworthy, 
hopeless, and chronically self-doubting. [Apply these techniques to 
how governments have treated the population since New Year, 2020, 
and the parallels are obvious. ] 


Physical abuse: The abuser might physically harm their partner in 
a range of ways, such as grabbing, hitting, punching, or shoving 
them. They might throw objects at them or harm them with a 
weapon. [Observe the physical harm imposed by masks, lockdown, 
and so on.] 


Threats and intimidation: One way abusers keep their partners in 
line is by instilling fear. They might be verbally threatening, or give 
threatening looks or gestures. Abusers often make it known that 
they are tracking their partner’s every move. They might destroy 
their partner’s possessions, threaten to harm them, or threaten to 
harm their family members. Not surprisingly, victims of this abuse 
often feel anxiety, fear, and panic. [No words necessary. ] 


Isolation: Abusers often limit their partner’s activities, forbidding 
them to talk or interact with friends or family. They might limit 
access to a car or even turn off their phone. All of this might be done 
by physically holding them against their will, but is often 
accomplished through psychological abuse and intimidation. The 
more isolated a person feels, the fewer resources they have to help 
gain perspective on their situation and to escape from it. [No words 
necessary. | 


Economic abuse: Abusers often make their partners beholden to 
them for money by controlling access to funds of any kind. They 
might prevent their partner from getting a job or withhold access to 
money they earn from a job. This creates financial dependency that 
makes leaving the relationship very difficult. [See destruction of 
livelihoods and the proposed meagre ‘guaranteed income’ so long as 
you do whatever you are told.] 


Using children: An abuser might disparage their partner’s 
parenting skills, tell their children lies about their partner, threaten 
to take custody of their children, or threaten to harm their children. 
These tactics instil fear and often elicit compliance. [See reframed 
social service mafia and how children are being mercilessly abused 
by the state over ‘Covid’ while their parents look on too frightened 
to do anything. ] 

A further recurring trait in an abusive relationship is the abused 
blaming themselves for their abuse and making excuses for the 
abuser. We have the public blaming each other for lockdown abuse 
by government and many making excuses for the government while 
attacking those who challenge the government. How often we have 
heard authorities say that rules are being imposed or reimposed only 
because people have refused to ‘behave’ and follow the rules. We 
don’t want to do it — it’s you. 

Renegade Minds are an antidote to all of these things. They will 
never concede their self-respect no matter what the circumstances. 
Even when apparent humiliation is heaped upon them they laugh in 
its face and reflect back the humiliation on the abuser where it 
belongs. Renegade Minds will never wear masks they know are only 
imposed to humiliate, suppress and damage both physically and 
psychologically. Consequences will take care of themselves and they 
will never break their spirit or cause them to concede to tyranny. UK 
newspaper columnist Peter Hitchens was one of the few in the 
mainstream media to speak out against lockdowns and forced 
vaccinations. He then announced he had taken the jab. He wanted to 
see family members abroad and he believed vaccine passports were 
inevitable even though they had not yet been introduced. Hitchens 


has a questioning and critical mind, but not a Renegade one. If he 
had no amount of pressure would have made him concede. Hitchens 
excused his action by saying that the battle has been lost. Renegade 
Minds never accept defeat when freedom is at stake and even if they 
are the last one standing the self-respect of not submitting to tyranny 
is more important than any outcome or any consequence. 

That’s why Renegade Minds are the only minds that ever changed 
anything worth changing. 


CHAPTER EIGHT 
‘Reframing insanity 


Insanity is relative. It depends on who has who locked in what cage 
Ray Bradbury 


eframing’ a mind means simply to change its perception and 

behaviour. This can be done subconsciously to such an extent 
that subjects have no idea they have been ‘reframed’ while to any 
observer changes in behaviour and attitudes are obvious. 


Human society is being reframed on a ginormous scale since the 
start of 2020 and here we have the reason why psychologists rather 
than doctors have been calling the shots. Ask most people who have 
succumbed to ‘Covid’ reframing if they have changed and most will 
say ‘no’; but they have and fundamentally. The Cult’s long-game has 
been preparing for these times since way back and crucial to that has 
been to prepare both population and officialdom mentally and 
emotionally. To use the mind-control parlance they had to reframe 
the population with a mentality that would submit to fascism and 
reframe those in government and law enforcement to impose 
fascism or at least go along with it. The result has been the fact- 
deleted mindlessness of “Wokeness’ and officialdom that has either 
enthusiastically or unquestioningly imposed global tyranny 
demanded by reframed politicians on behalf of psychopathic and 
deeply evil cultists. ‘Cognitive reframing’ identifies and challenges 
the way someone sees the world in the form of situations, 
experiences and emotions and then restructures those perceptions to 
view the same set of circumstances in a different way. This can have 


benefits if the attitudes are personally destructive while on the other 
side it has the potential for individual and collective mind control 
which the subject has no idea has even happened. 

Cognitive therapy was developed in the 1960s by Aaron T. Beck 
who was born in Rhode Island in 1921 as the son of Jewish 
immigrants from the Ukraine. He became interested in the 
techniques as a treatment for depression. Beck’s daughter Judith S. 
Beck is prominent in the same field and they founded the Beck 
Institute for Cognitive Behavior Therapy in Philadelphia in 1994. 
Cognitive reframing, however, began to be used worldwide by those 
with a very dark agenda. The Cult reframes politicians to change 
their attitudes and actions until they are completely at odds with 
what they once appeared to stand for. The same has been happening 
to government administrators at all levels, law enforcement, military 
and the human population. Cultists love mind control for two main 
reasons: It allows them to control what people think, do and say to 
secure agenda advancement and, by definition, it calms their 
legendary insecurity and fear of the unexpected. I have studied mind 
control since the time I travelled America in 1996. I may have been 
talking to next to no one in terms of an audience in those years, but 
my goodness did I gather a phenomenal amount of information and 
knowledge about so many things including the techniques of mind 
control. I have described this in detail in other books going back to 
The Biggest Secret in 1998. I met a very large number of people 
recovering from MKuUltra and its offshoots and successors and I 
began to see how these same techniques were being used on the 
population in general. This was never more obvious than since the 
‘Covid’ hoax began. 


Reframing the enforcers 

I have observed over the last two decades and more the very clear 
transformation in the dynamic between the police, officialdom and 
the public. I tracked this in the books as the relationship mutated 
from one of serving the public to seeing them as almost the enemy 
and certainly a lower caste. There has always been a class divide 


based on income and always been some psychopathic, corrupt, and 
big-I-am police officers. This was different. Wholesale change was 
unfolding in the collective dynamic; it was less about money and far 
more about position and perceived power. An us-and-them was 
emerging. Noses were lifted skyward by government administration 
and law enforcement and their attitude to the public they were 
supposed to be serving changed to one of increasing contempt, 
superiority and control. The transformation was so clear and 
widespread that it had to be planned. Collective attitudes and 
dynamics do not change naturally and organically that quickly on 
that scale. I then came across an organisation in Britain called 
Common Purpose created in the late 1980s by Julia Middleton who 
would work in the office of Deputy Prime Minister John Prescott 
during the long and disastrous premiership of war criminal Tony 
Blair. When Blair speaks the Cult is speaking and the man should 
have been in jail a long time ago. Common Purpose proclaims itself 
to be one of the biggest ‘leadership development’ organisations in 
the world while functioning as a charity with all the financial benefits 
which come from that. It hosts ‘leadership development’ courses and 
programmes all over the world and claims to have ‘brought 
together’ what it calls ‘leaders’ from more than 100 countries on six 
continents. The modus operandi of Common Purpose can be 
compared with the work of the UK government's reframing network 
that includes the Behavioural Insights Team ‘nudge unit’ and 
‘Covid’ reframing specialists at SPI-B. WikiLeaks described 
Common Purpose long ago as ‘a hidden virus in our government 
and schools’ which is unknown to the general public: ‘It recruits and 
trains “leaders” to be loyal to the directives of Common Purpose and 
the EU, instead of to their own departments, which they then 
undermine or subvert, the NHS [National Health Service] being an 
example.’ This is a vital point to understand the ‘Covid’ hoax. The 
NHS, and its equivalent around the world, has been utterly reframed 
in terms of administrators and much of the medical personnel with 
the transformation underpinned by recruitment policies. The 
outcome has been the criminal and psychopathic behaviour of the 


NHS over ‘Covid’ and we have seen the same in every other major 
country. WikiLeaks said Common Purpose trainees are ‘learning to 
rule without regard to democracy’ and to usher in a police state 
(current events explained). Common Purpose operated like a ‘glue’ 
and had members in the NHS, BBC, police, legal profession, church, 
many of Britain’s 7,000 quangos, local councils, the Civil Service, 
government ministries and Parliament, and controlled many RDA’s 
(Regional Development Agencies). Here we have one answer for 
how and why British institutions and their like in other countries 
have changed so negatively in relation to the public. This further 
explains how and why the beyond-disgraceful reframed BBC has 
become a propaganda arm of ‘Covid’ fascism. They are all part of a 
network pursuing the same goal. 

By 2019 Common Purpose was quoting a figure of 85,000 ‘leaders’ 
that had attended its programmes. These ‘students’ of all ages are 
known as Common Purpose ‘graduates’ and they consist of 
government, state and local government officials and administrators, 
police chiefs and officers, and a whole range of others operating 
within the national, local and global establishment. Cressida Dick, 
Commissioner of the London Metropolitan Police, is the Common 
Purpose graduate who was the ‘Gold Commander’ that oversaw 
what can only be described as the murder of Brazilian electrician 
Jean Charles de Menezes in 2005. He was held down by 
psychopathic police and shot seven times in the head by a 
psychopathic lunatic after being mistaken for a terrorist when he 
was just a bloke going about his day. Dick authorised officers to 
pursue and keep surveillance on de Menezes and ordered that he be 
stopped from entering the underground train system. Police 
psychopaths took her at her word clearly. She was ‘disciplined’ for 
this outrage by being promoted — eventually to the top of the ‘Met’ 
police where she has been a disaster. Many Chief Constables 
controlling the police in different parts of the UK are and have been 
Common Purpose graduates. I have heard the ‘graduate’ network 
described as a sort of Mafia or secret society operating within the 
fabric of government at all levels pursuing a collective policy 


ingrained at Common Purpose training events. Founder Julia 
Middleton herself has said: 


Locally and internationally, Common Purpose graduates will be ‘lighting small fires’ to create 
change in their organisations and communities ... The Common Purpose effect is best 
illustrated by the many stories of small changes brought about by leaders, who themselves 
have changed. 


A Common Purpose mission statement declared: 


Common Purpose aims to improve the way society works by expanding the vision, decision- 
making ability and influence of all kinds of leaders. The organisation runs a variety of 
educational programmes for leaders of all ages, backgrounds and sectors, in order to provide 
them with the inspirational, information and opportunities they need to change the world. 


Yes, but into what? Since 2020 the answer has become clear. 


NLP and the Delphi technique 

Common Purpose would seem to be a perfect name or would 
common programming be better? One of the foundation methods of 
reaching ‘consensus’ (group think) is by setting the agenda theme 
and then encouraging, cajoling or pressuring everyone to agree a 
‘consensus’ in line with the core theme promoted by Common 
Purpose. The methodology involves the ‘Delphi technique’, or an 
adaption of it, in which opinions are expressed that are summarised 
by a ‘facilitator or change agent’ at each stage. Participants are 
‘encouraged’ to modify their views in the light of what others have 
said. Stage by stage the former individual opinions are merged into 
group consensus which just happens to be what Common Purpose 
wants them to believe. A key part of this is to marginalise anyone 
refusing to concede to group think and turn the group against them 
to apply pressure to conform. We are seeing this very technique used 
on the general population to make ‘Covid’ group-thinkers hostile to 
those who have seen through the bullshit. People can be reframed by 
using perception manipulation methods such as Neuro-Linguistic 
Programming (NLP) in which you change perception with the use of 


carefully constructed language. An NLP website described the 
technique this way: 


... A method of influencing brain behaviour (the ‘neuro’ part of the phrase) through the use of 
language (the ‘linguistic’ part) and other types of communication to enable a person to 
‘recode’ the way the brain responds to stimuli (that’s the ‘programming’) and manifest new 
and better behaviours. Neuro-Linguistic Programming often incorporates hypnosis and self- 
hypnosis to help achieve the change (or ‘programming’) that is wanted. 


British alternative media operation UKColumn has done very 
detailed research into Common Purpose over a long period. I quoted 
co-founder and former naval officer Brian Gerrish in my book 
Remember Who You Are, published in 2011, as saying the following 
years before current times: 


It is interesting that many of the mothers who have had children taken by the State speak of 
the Social Services people being icily cool, emotionless and, as two ladies said in slightly 
different words, ‘... like little robots’. We know that NLP is cumulative, so people can be 
given small imperceptible doses of NLP in a course here, another in a few months, next year 
etc. In this way, major changes are accrued in their personality, but the day by day change is 
almost unnoticeable. 


In these and other ways ‘graduates’ have had their perceptions 
uniformly reframed and they return to their roles in the institutions 
of government, law enforcement, legal profession, military, 
‘education’, the UK National Health Service and the whole swathe of 
the establishment structure to pursue a common agenda preparing 
for the ‘post-industrial’, “post-democratic’ society. I say ‘preparing’ 
but we are now there. ‘Post-industrial’ is code for the Great Reset 
and ‘post-democratic’ is ‘Covid’ fascism. UKColumn has spoken to 
partners of those who have attended Common Purpose ‘training’. 
They have described how personalities and attitudes of ‘graduates’ 
changed very noticeably for the worse by the time they had 
completed the course. They had been ‘reframed’ and told they are 
the ‘leaders’ — the special ones — who know better than the 
population. There has also been the very demonstrable recruitment 
of psychopaths and narcissists into government administration at all 


levels and law enforcement. If you want psychopathy hire 
psychopaths and you get a simple cause and effect. If you want 
administrators, police officers and ‘leaders’ to perceive the public as 
lesser beings who don’t matter then employ narcissists. These 
personalities are identified using ‘psychometrics’ that identifies 
knowledge, abilities, attitudes and personality traits, mostly through 
carefully-designed questionnaires and tests. As this policy has 
passed through the decades we have had power-crazy, power- 
trippers appointed into law enforcement, security and government 
administration in preparation for current times and the dynamic 
between public and law enforcement/officialdom has been 
transformed. UKColumn’s Brian Gerrish said of the narcissistic 
personality: 


Their love of themselves and power automatically means that they will crush others who get 
in their way. | received a major piece of the puzzle when a friend pointed out that when they 
made public officials re-apply for their own jobs several years ago they were also required to 
do psychometric tests. This was undoubtedly the start of the screening process to get ‘their’ 
sort of people in post. 


How obvious that has been since 2020 although it was clear what 
was happening long before if people paid attention to the changing 
public-establishment dynamic. 


Change agents 

At the centre of events in ‘Covid’ Britain is the National Health 
Service (NHS) which has behaved disgracefully in slavishly 
following the Cult agenda. The NHS management structure is awash 
with Common Purpose graduates or ‘change agents’ working to a 
common cause. Helen Bevan, a Chief of Service Transformation at 
the NHS Institute for Innovation and Improvement, co-authored a 
document called ‘Towards a million change agents, a review of the 
social movements literature: implications for large scale change in 
the NHS’. The document compared a project management approach 
to that of change and social movements where ‘people change 


themselves and each other — peer to peer’. Two definitions given for 
a ‘social movement’ were: 


A group of people who consciously attempt to build a radically new social 
order; involves people of a broad range of social backgrounds; and deploys 
politically confrontational and socially disruptive tactics - Cyrus 
Zirakzadeh 1997 


Collective challenges, based on common purposes and social solidarities, in 
sustained interaction with elites, opponents, and authorities — Sidney 
Tarrow 1994 


Helen Bevan wrote another NHS document in which she defined 
‘framing’ as ‘the process by which leaders construct, articulate and 
put across their message in a powerful and compelling way in order 
to win people to their cause and call them to action’. I think I could 
come up with another definition that would be rather more accurate. 
The National Health Service and institutions of Britain and the wider 
world have been taken over by reframed ‘change agents’ and that 
includes everything from the United Nations to national 
governments, local councils and social services which have been 
kidnapping children from loving parents on an extraordinary and 
gathering scale on the road to the end of parenthood altogether. 
Children from loving homes are stolen and kidnapped by the state 
and put into the ‘care’ (inversion) of the local authority through 
council homes, foster parents and forced adoption. At the same time 
children are allowed to be abused without response while many are 
under council ‘care’. UKColumn highlighted the Common Purpose 
connection between South Yorkshire Police and Rotherham council 
officers in the case of the scandal in that area of the sexual 
exploitation of children to which the authorities turned not one blind 
eye, but both: 


We were alarmed to discover that the Chief Executive, the Strategic Director of Children and 
Young People’s Services, the Manager for the Local Strategic Partnership, the Community 
Cohesion Manager, the Cabinet Member for Cohesion, the Chief Constable and his 
predecessor had all attended Leadership training courses provided by the pseudo-charity 
Common Purpose. 


Once ‘change agents’ have secured positions of hire and fire within 
any organisation things start to move very quickly. Personnel are 
then hired and fired on the basis of whether they will work towards 
the agenda the change agent represents. If they do they are rapidly 
promoted even though they may be incompetent. Those more 
qualified and skilled who are pre-Common Purpose ‘old school’ see 
their careers stall and even disappear. This has been happening for 
decades in every institution of state, police, ‘health’ and social 
services and all of them have been transformed as a result in their 
attitudes to their jobs and the public. Medical professions, including 
nursing, which were once vocations for the caring now employ 
many cold, callous and couldn’t give a shit personality types. The 
UKColumn investigation concluded: 


By blurring the boundaries between people, professions, public and private sectors, 
responsibility and accountability, Common Purpose encourages ‘graduates’ to believe that as 
new selected leaders, they can work together, outside of the established political and social 
structures, to achieve a paradigm shift or CHANGE — so called ‘Leading Beyond Authority’. In 
doing so, the allegiance of the individual becomes ‘reframed’ on CP colleagues and their 
NETWORK. 


Nowhere has this process been more obvious than in the police 
where recruitment of psychopaths and development of 
unquestioning mind-controlled group-thinkers have transformed 
law enforcement into a politically-correct ‘Woke’ joke and a travesty 
of what should be public service. Today they wear their face-nappies 
like good little gofers and enforce ‘Covid’ rules which are fascism 
under another name. Alongside the specifically-recruited 
psychopaths we have software minds incapable of free thought. 
Brian Gerrish again: 


An example is the policeman who would not get on a bike for a press photo because he had 
not done the cycling proficiency course. Normal people say this is political correctness gone 
mad. Nothing could be further from the truth. The policeman has been reframed, and in his 

reality it is perfect common sense not to get on the bike ‘because he hasn’t done the cycling 
course’. 


Another example of this is where the police would not rescue a boy from a pond until they 
had taken advice from above on the ‘risk assessment’. A normal person would have arrived, 
perhaps thought of the risk for a moment, and dived in. To the police now ‘reframed’, they 
followed ‘normal’ procedure. 


There are shocking cases of reframed ambulance crews doing the 
same. Sheer unthinking stupidity of London Face-Nappies headed 
by Common Purpose graduate Cressida Dick can be seen in their 
behaviour at a vigil in March, 2021, for a murdered woman, Sarah 
Everard. A police officer had been charged with the crime. Anyone 
with a brain would have left the vigil alone in the circumstances. 
Instead they ‘manhandled’ women to stop them breaking ‘Covid 
rules’ to betray classic reframing. Minds in the thrall of perception 
control have no capacity for seeing a situation on its merits and 
acting accordingly. ‘Rules is rules’ is their only mind-set. My father 
used to say that rules and regulations are for the guidance of the 
intelligent and the blind obedience of the idiot. Most of the 
intelligent, decent, coppers have gone leaving only the other kind 
and a few old school for whom the job must be a daily nightmare. 
The combination of psychopaths and rule-book software minds has 
been clearly on public display in the ‘Covid’ era with automaton 
robots in uniform imposing fascistic ‘Covid’ regulations on the 
population without any personal initiative or judging situations on 
their merits. There are thousands of examples around the world, but 
I’ll make my point with the infamous Derbyshire police in the 
English East Midlands — the ones who think pouring dye into beauty 
spots and using drones to track people walking in the countryside 
away from anyone is called ‘policing’. To them there are rules 
decreed by the government which they have to enforce and in their 
bewildered state a group gathering in a closed space and someone 
walking alone in the countryside are the same thing. It is beyond 
idiocy and enters the realm of clinical insanity. 


Police officers in Derbyshire said they were ‘horrified’ — horrified — 
to find 15 to 20 ‘irresponsible’ kids playing a football match at a 
closed leisure centre ‘in breach of coronavirus restrictions’. When 
they saw the police the kids ran away leaving their belongings 
behind and the reframed men and women of Derbyshire police were 
seeking to establish their identities with a view to fining their 
parents. The most natural thing for youngsters to do — kicking a ball 
about — is turned into a criminal activity and enforced by the 
moronic software programs of Derbyshire police. You find the same 
mentality in every country. These barely conscious ‘horrified’ officers 
said they had to take action because ‘we need to ensure these rules 
are being followed’ and ‘it is of the utmost importance that you 
ensure your children are following the rules and regulations for 
Covid-19’. Had any of them done ten seconds of research to see if 
this parroting of their masters’ script could be supported by any 
evidence? Nope. Reframed people don’t think — others think for 
them and that’s the whole idea of reframing. I have seen police 
officers one after the other repeating without question word for 
word what officialdom tells them just as I have seen great swathes of 
the public doing the same. Ask either for ‘their’ opinion and out 
spews what they have been told to think by the official narrative. 
Police and public may seem to be in different groups, but their 
mentality is the same. Most people do whatever they are told in fear 
not doing so or because they believe what officialdom tells them; 
almost the entirety of the police do what they are told for the same 
reason. Ultimately it’s the tiny inner core of the global Cult that’s 
telling both what to do. 

So Derbyshire police were ‘horrified’. Oh, really? Why did they 
think those kids were playing football? It was to relieve the 
psychological consequences of lockdown and being denied human 
contact with their friends and interaction, touch and discourse vital 
to human psychological health. Being denied this month after month 
has dismantled the psyche of many children and young people as 
depression and suicide have exploded. Were Derbyshire police 
horrified by that? Are you kidding? Reframed people don’t have those 


mental and emotional processes that can see how the impact on the 
psychological health of youngsters is far more dangerous than any 
‘virus’ even if you take the mendacious official figures to be true. The 
reframed are told (programmed) how to act and so they do. The 
Derbyshire Chief Constable in the first period of lockdown when the 
black dye and drones nonsense was going on was Peter Goodman. 
He was the man who severed the connection between his force and 
the Derbyshire Constabulary Male Voice Choir when he decided that 
it was not inclusive enough to allow women to join. The fact it was a 
male voice choir making a particular sound produced by male voices 
seemed to elude a guy who terrifyingly ran policing in Derbyshire. 
He retired weeks after his force was condemned as disgraceful by 
former Supreme Court Justice Jonathan Sumption for their 
behaviour over extreme lockdown impositions. Goodman was 
replaced by his deputy Rachel Swann who was in charge when her 
officers were ‘horrified’. The police statement over the boys 
committing the hanging-offence of playing football included the line 
about the youngsters being ‘irresponsible in the times we are all 
living through’ missing the point that the real relevance of the ‘times 
we are all living through’ is the imposition of fascism enforced by 
psychopaths and reframed minds of police officers playing such a 
vital part in establishing the fascist tyranny that their own children 
and grandchildren will have to live in their entire lives. As a 
definition of insanity that is hard to beat although it might be run 
close by imposing masks on people that can have a serious effect on 
their health while wearing a face nappy all day themselves. Once 
again public and police do it for the same reason — the authorities tell 
them to and who are they to have the self-respect to say no? 


Wokers in uniform 

How reframed do you have to be to arrest a six-year-old and take him 
to court for picking a flower while waiting for a bus? Brain dead police 
and officialdom did just that in North Carolina where criminal 
proceedings happen regularly for children under nine. Attorney 
Julie Boyer gave the six-year-old crayons and a colouring book 


during the ‘flower’ hearing while the ‘adults’ decided his fate. 
County Chief District Court Judge Jay Corpening asked: ‘Should a 
child that believes in Santa Claus, the Easter Bunny and the tooth 
fairy be making life-altering decisions?’ Well, of course not, but 
common sense has no meaning when you have a common purpose 
and a reframed mind. Treating children in this way, and police 
operating in American schools, is all part of the psychological 
preparation for children to accept a police state as normal all their 
adult lives. The same goes for all the cameras and biometric tracking 
technology in schools. Police training is focused on reframing them 
as snowflake Wokers and this is happening in the military. Pentagon 
top brass said that ‘training sessions on extremism’ were needed for 
troops who asked why they were so focused on the Capitol Building 
riot when Black Lives Matter riots were ignored. What’s the 
difference between them some apparently and rightly asked. 
Actually, there is a difference. Five people died in the Capitol riot, 
only one through violence, and that was a police officer shooting an 
unarmed protestor. BLM riots killed at least 25 people and cost 
billions. Asking the question prompted the psychopaths and 
reframed minds that run the Pentagon to say that more ‘education’ 
(programming) was needed. Troop training is all based on 
psychological programming to make them fodder for the Cult — 
‘Military men are just dumb, stupid animals to be used as pawns in 
foreign policy’ as Cult-to-his-DNA former Secretary of State Henry 
Kissinger famously said. Governments see the police in similar terms 
and it’s time for those among them who can see this to defend the 
people and stop being enforcers of the Cult agenda upon the people. 
The US military, like the country itself, is being targeted for 
destruction through a long list of Woke impositions. Cult-owned 
gaga ‘President’ Biden signed an executive order when he took office 
to allow taxpayer money to pay for transgender surgery for active 
military personnel and veterans. Are you a man soldier? No, I’ma 
LGBTOQIA+ with a hint of Skoliosexual and Spectrasexual. Oh, good 
man. Bad choice of words you bigot. The Pentagon announced in 
March, 2021, the appointment of the first ‘diversity and inclusion 


officer’ for US Special Forces. Richard Torres-Estrada arrived with 
the publication of a ‘D&I Strategic Plan which will guide the 
enterprise-wide effort to institutionalize and sustain D&l’. If you 
think a Special Forces ‘Strategic Plan’ should have something to do 
with defending America you haven’t been paying attention. 
Defending Woke is now the military’s new role. Torres-Estrada has 
posted images comparing Donald Trump with Adolf Hitler and we 
can expect no bias from him as a representative of the supposedly 
non-political Pentagon. Cable news host Tucker Carlson said: ‘The 
Pentagon is now the Yale faculty lounge but with cruise missiles.’ 
Meanwhile Secretary of Defense Lloyd Austin, a board member of 
weapons-maker Raytheon with stock and compensation interests in 
October, 2020, worth $1.4 million, said he was purging the military 
of the ‘enemy within’ — anyone who isn’t Woke and supports Donald 
Trump. Austin refers to his targets as ‘racist extremists’ while in true 
Woke fashion being himself a racist extremist. Pentagon documents 
pledge to ‘eradicate, eliminate and conquer all forms of racism, 
sexism and homophobia’. The definitions of these are decided by 
‘diversity and inclusion committees’ peopled by those who see 
racism, sexism and homophobia in every situation and opinion. 
Woke (the Cult) is dismantling the US military and purging 
testosterone as China expands its military and gives its troops 
‘masculinity training’. How do we think that is going to end when 
this is all Cult coordinated? The US military, like the British military, 
is controlled by Woke and spineless top brass who just go along with 
it out of personal career interests. 


‘Woke’ means fast asleep 

Mind control and perception manipulation techniques used on 
individuals to create group-think have been unleashed on the global 
population in general. As a result many have no capacity to see the 
obvious fascist agenda being installed all around them or what 
‘Covid’ is really all about. Their brains are firewalled like a computer 
system not to process certain concepts, thoughts and realisations that 
are bad for the Cult. The young are most targeted as the adults they 


will be when the whole fascist global state is planned to be fully 
implemented. They need to be prepared for total compliance to 
eliminate all pushback from entire generations. The Cult has been 
pouring billions into taking complete control of ‘education’ from 
schools to universities via its operatives and corporations and not 
least Bill Gates as always. The plan has been to transform ‘education’ 
institutions into programming centres for the mentality of “Woke’. 
James McConnell, professor of psychology at the University of 
Michigan, wrote in Psychology Today in 1970: 


The day has come when we can combine sensory deprivation with drugs, hypnosis, and 
astute manipulation of reward and punishment, to gain almost absolute control over an 
individual’s behaviour. It should then be possible to achieve a very rapid and highly effective 
type of brainwashing that would allow us to make dramatic changes in a person’s behaviour 
and personality ... 


... We should reshape society so that we all would be trained from birth to want to do what 
society wants us to do. We have the techniques to do it... no-one owns his own personality 
you acquired, and there’s no reason to believe you should have the right to refuse to acquire a 
new personality if your old one is anti-social. 


This was the potential for mass brainwashing in 1970 and the 
mentality there displayed captures the arrogant psychopathy that 
drives it forward. I emphasise that not all young people have 
succumbed to Woke programming and those that haven’t are 
incredibly impressive people given that today’s young are the most 
perceptually-targeted generations in history with all the technology 
now involved. Vast swathes of the young generations, however, have 
fallen into the spell — and that’s what it is — of Woke. The Woke 
mentality and perceptual program is founded on inversion and you 
will appreciate later why that is so significant. Everything with Woke 
is inverted and the opposite of what it is claimed to be. Woke was a 
term used in African-American culture from the 1900s and referred 
to an awareness of social and racial justice. This is not the meaning 
of the modern version or ‘New Woke’ as I call it in The Answer. Oh, 
no, Woke today means something very different no matter how 
much Wokers may seek to hide that and insist Old Woke and New 


Woke are the same. See if you find any ‘awareness of social justice’ 
here in the modern variety: 


e¢ Woke demands ‘inclusivity’ while excluding anyone with a 
different opinion and calls for mass censorship to silence other 
views. 


e Woke claims to stand against oppression when imposing 
oppression is the foundation of all that it does. It is the driver of 
political correctness which is nothing more than a Cult invention 
to manipulate the population to silence itself. 


¢ Woke believes itself to be ‘liberal’ while pursuing a global society 
that can only be described as fascist (see ‘anti-fascist’ fascist 
Antifa). 


¢ Woke calls for ‘social justice’ while spreading injustice wherever it 
goes against the common ‘enemy’ which can be easily identified 
as a differing view. 


e Woke is supposed to be a metaphor for ‘awake’ when it is solid- 
gold asleep and deep in a Cult-induced coma that meets the 
criteria for ‘off with the fairies’. 


I state these points as obvious facts if people only care to look. I 
don’t do this with a sense of condemnation. We need to appreciate 
that the onslaught of perceptual programming on the young has 
been incessant and merciless. I can understand why so many have 
been reframed, or, given their youth, framed from the start to see the 
world as the Cult demands. The Cult has had access to their minds 
day after day in its ‘education’ system for their entire formative 
years. Perception is formed from information received and the Cult- 
created system is a life-long download of information delivered to 
elicit a particular perception, thus behaviour. The more this has 
expanded into still new extremes in recent decades and ever- 
increasing censorship has deleted other opinions and information 
why wouldn't that lead to a perceptual reframing on a mass scale? I 


have described already cradle-to-grave programming and in more 
recent times the targeting of young minds from birth to adulthood 
has entered the stratosphere. This has taken the form of skewing 
what is ‘taught’ to fit the Cult agenda and the omnipresent 
techniques of group-think to isolate non-believers and pressure them 
into line. There has always been a tendency to follow the herd, but 
we really are in anew world now in relation to that. We have parents 
who can see the ‘Covid’ hoax told by their children not to stop them 
wearing masks at school, being “Covid’ tested or having the ‘vaccine’ 
in fear of the peer-pressure consequences of being different. What is 
‘peer-pressure’ if not pressure to conform to group-think? Renegade 
Minds never group-think and always retain a set of perceptions that 
are unique to them. Group-think is always underpinned by 
consequences for not group-thinking. Abuse now aimed at those 
refusing DNA-manipulating ‘Covid vaccines’ are a potent example 
of this. The biggest pressure to conform comes from the very group 
which is itself being manipulated. ‘I am programmed to be part of a 
hive mind and so you must be.’ 


Woke control structures in ‘education’ now apply to every 
mainstream organisation. Those at the top of the ‘education’ 
hierarchy (the Cult) decide the policy. This is imposed on 
governments through the Cult network; governments impose it on 
schools, colleges and universities; their leadership impose the policy 
on teachers and academics and they impose it on children and 
students. At any level where there is resistance, perhaps from a 
teacher or university lecturer, they are targeted by the authorities 
and often fired. Students themselves regularly demand the dismissal 
of academics (increasingly few) at odds with the narrative that the 
students have been programmed to believe in. It is quite a thought 
that students who are being targeted by the Cult become so 
consumed by programmed group-think that they launch protests 
and demand the removal of those who are trying to push back 
against those targeting the students. Such is the scale of perceptual 
inversion. We see this with ‘Covid’ programming as the Cult 
imposes the rules via psycho-psychologists and governments on 


shops, transport companies and businesses which impose them on 
their staff who impose them on their customers who pressure 
Pushbackers to conform to the will of the Cult which is in the 
process of destroying them and their families. Scan all aspects of 
society and you will see the same sequence every time. 


Fact free Woke and hijacking the ‘left 

There is no more potent example of this than ‘Woke’, a mentality 
only made possible by the deletion of factual evidence by an 
‘education’ system seeking to produce an ever more uniform society. 
Why would you bother with facts when you don’t know any? 
Deletion of credible history both in volume and type is highly 
relevant. Orwell said: ‘Who controls the past controls the future: 
who controls the present controls the past.’ They who control the 
perception of the past control the perception of the future and they 
who control the present control the perception of the past through 
the writing and deleting of history. Why would you oppose the 
imposition of Marxism in the name of Wokeism when you don’t 
know that Marxism cost at least 100 million lives in the 20th century 
alone? Watch videos and read reports in which Woker generations 
are asked basic historical questions — it’s mind-blowing. A survey of 
2,000 people found that six percent of millennials (born 
approximately early1980s to early 2000s) believed the Second World 
War (1939-1945) broke out with the assassination of President 
Kennedy (in 1963) and one in ten thought Margaret Thatcher was 
British Prime Minister at the time. She was in office between 1979 
and 1990. We are in a post-fact society. Provable facts are no defence 
against the fascism of political correctness or Silicon Valley 
censorship. Facts don’t matter anymore as we have witnessed with 
the ‘Covid’ hoax. Sacrificing uniqueness to the Woke group-think 
religion is all you are required to do and that means thinking for 
yourself is the biggest Woke no, no. All religions are an expression of 
group-think and censorship and Woke is just another religion with 
an orthodoxy defended by group-think and censorship. Burned at 


the stake becomes burned on Twitter which leads back eventually to 
burned at the stake as Woke humanity regresses to ages past. 


The biggest Woke inversion of all is its creators and funders. I 
grew up in a traditional left of centre political household on a 
council estate in Leicester in the 1950s and 60s — you know, the left 
that challenged the power of wealth-hoarding elites and threats to 
freedom of speech and opinion. In those days students went on 
marches defending freedom of speech while today’s Wokers march 
for its deletion. What on earth could have happened? Those very 
elites (collectively the Cult) that we opposed in my youth and early 
life have funded into existence the antithesis of that former left and 
hijacked the ‘brand’ while inverting everything it ever stood for. We 
have a mentality that calls itself ‘liberal’ and ‘progressive’ while 
acting like fascists. Cult billionaires and their corporations have 
funded themselves into control of ‘education’ to ensure that Woke 
programming is unceasing throughout the formative years of 
children and young people and that non-Wokers are isolated (that 
word again) whether they be students, teachers or college professors. 
The Cult has funded into existence the now colossal global network 
of Woke organisations that have spawned and promoted all the 
‘causes’ on the Cult wish-list for global transformation and turned 
Wokers into demanders of them. Does anyone really think it’s a 
coincidence that the Cult agenda for humanity is a carbon (sorry) 
copy of the societal transformations desired by Woke?? These are 
only some of them: 


Political correctness: The means by which the Cult deletes all public 
debates that it knows it cannot win if we had the free-flow of 
information and evidence. 


Human-caused ‘climate change’: The means by which the Cult 
seeks to transform society into a globally-controlled dictatorship 
imposing its will over the fine detail of everyone’s lives ‘to save the 
planet’ which doesn’t actually need saving. 


Transgender obsession: Preparing collective perception to accept the 
‘new human’ which would not have genders because it would be 
created technologically and not through procreation. I'll have much 
more on this in Human 2.0. 


Race obsession: The means by which the Cult seeks to divide and 
rule the population by triggering racial division through the 
perception that society is more racist than ever when the opposite is 
the case. Is it perfect in that regard? No. But to compare today with 
the racism of apartheid and segregation brought to an end by the 
civil rights movement in the 1960s is to insult the memory of that 
movement and inspirations like Martin Luther King. Why is the 
‘anti-racism’ industry (which it is) so dominated by privileged white 
people? 


White supremacy: This is a label used by privileged white people to 
demonise poor and deprived white people pushing back on tyranny 
to marginalise and destroy them. White people are being especially 
targeted as the dominant race by number within Western society 
which the Cult seeks to transform in its image. If you want to change 
a society you must weaken and undermine its biggest group and 
once you have done that by using the other groups you next turn on 
them to do the same ... ‘Then they came for the Jews and I was not a 
Jew so I did nothing.’ 


Mass migration: The mass movement of people from the Middle 
East, Africa and Asia into Europe, from the south into the United 
States and from Asia into Australia are another way the Cult seeks to 
dilute the racial, cultural and political influence of white people on 
Western society. White people ask why their governments appear to 
be working against them while being politically and culturally 
biased towards incoming cultures. Well, here’s your answer. In the 
same way sexually ‘straight’ people, men and women, ask why the 


authorities are biased against them in favour of other sexualities. The 
answer is the same — that’s the way the Cult wants it to be for very 
sinister motives. 


These are all central parts of the Cult agenda and central parts of the 
Woke agenda and Woke was created and continues to be funded to 
an immense degree by Cult billionaires and corporations. If anyone 
begins to say ‘coincidence’ the syllables should stick in their throat. 


Billionaire ‘social justice warriors’ 

Joe Biden is a 100 percent-owned asset of the Cult and the Wokers’ 
man in the White House whenever he can remember his name and 
for however long he lasts with his rapidly diminishing cognitive 
function. Even walking up the steps of an aircraft without falling on 
his arse would appear to be a challenge. He’s not an empty-shell 
puppet or anything. From the minute Biden took office (or the Cult 
did) he began his executive orders promoting the Woke wish-list. 
You will see the Woke agenda imposed ever more severely because 
it’s really the Cult agenda. Woke organisations and activist networks 
spawned by the Cult are funded to the extreme so long as they 
promote what the Cult wants to happen. Woke is funded to promote 
‘social justice’ by billionaires who become billionaires by destroying 
social justice. The social justice mantra is only a cover for 
dismantling social justice and funded by billionaires that couldn't 
give a damn about social justice. Everything makes sense when you 
see that. One of Woke’s premier funders is Cult billionaire financier 
George Soros who said: ‘I am basically there to make money, I 
cannot and do not look at the social consequences of what I do.’ This 
is the same Soros who has given more than $32 billion to his Open 
Society Foundations global Woke network and funded Black Lives 
Matter, mass immigration into Europe and the United States, 
transgender activism, climate change activism, political correctness 
and groups targeting ‘white supremacy’ in the form of privileged 
white thugs that dominate Antifa. What a scam it all is and when 


you are dealing with the unquestioning fact-free zone of Woke 
scamming them is child’s play. All you need to pull it off in all these 
organisations are a few in-the-know agents of the Cult and an army 
of naive, reframed, uninformed, narcissistic, know-nothings 
convinced of their own self-righteousness, self-purity and virtue. 


Soros and fellow billionaires and billionaire corporations have 
poured hundreds of millions into Black Lives Matter and connected 
groups and promoted them to a global audience. None of this is 
motivated by caring about black people. These are the billionaires 
that have controlled and exploited a system that leaves millions of 
black people in abject poverty and deprivation which they do 
absolutely nothing to address. The same Cult networks funding 
BLM were behind the slave trade! Black Lives Matter hijacked a 
phrase that few would challenge and they have turned this laudable 
concept into a political weapon to divide society. You know that 
BLM is a fraud when it claims that Al] Lives Matter, the most 
inclusive statement of all, is ‘racist’. BLM and its Cult masters don’t 
want to end racism. To them it’s a means to an end to control all of 
humanity never mind the colour, creed, culture or background. 
What has destroying the nuclear family got to do with ending 
racism? Nothing — but that is one of the goals of BLM and also 
happens to be a goal of the Cult as I have been exposing in my books 
for decades. Stealing children from loving parents and giving 
schools ever more power to override parents is part of that same 
agenda. BLM is a Marxist organisation and why would that not be 
the case when the Cult created Marxism and BLM? Patrisse Cullors, a 
BLM co-founder, said in a 2015 video that she and her fellow 
organisers, including co-founder Alicia Garza, are ‘trained Marxists’. 
The lady known after marriage as Patrisse Khan-Cullors bought a 
$1.4 million home in 2021 in one of the whitest areas of California 
with a black population of just 1.6 per cent and has so far bought four 
high-end homes for a total of $3.2 million. How very Marxist. There 
must be a bit of spare in the BLM coffers, however, when Cult 
corporations and billionaires have handed over the best part of $100 
million. Many black people can see that Black Lives Matter is not 


working for them, but against them, and this is still more 
confirmation. Black journalist Jason Whitlock, who had his account 
suspended by Twitter for simply linking to the story about the 
‘Marxist’s’ home buying spree, said that BLM leaders are ‘making 
millions of dollars off the backs of these dead black men who they 
wouldn't spit on if they were on fire and alive’. 


Black Lies Matter 


Cult assets and agencies came together to promote BLM in the wake 
of the death of career criminal George Floyd who had been jailed a 
number of times including for forcing his way into the home of a 
black woman with others in a raid in which a gun was pointed at her 
stomach. Floyd was filmed being held in a Minneapolis street in 2020 
with the knee of a police officer on his neck and he subsequently 
died. It was an appalling thing for the officer to do, but the same 
technique has been used by police on peaceful protestors of 
lockdown without any outcry from the Woke brigade. As 
unquestioning supporters of the Cult agenda Wokers have 
supported lockdown and all the ‘Covid’ claptrap while attacking 
anyone standing up to the tyranny imposed in its name. Court 
documents would later include details of an autopsy on Floyd by 
County Medical Examiner Dr Andrew Baker who concluded that 
Floyd had taken a fatal level of the drug fentanyl. None of this 
mattered to fact-free, question-free, Woke. Floyd’s death was 
followed by worldwide protests against police brutality amid calls to 
defund the police. Throwing babies out with the bathwater is a 
Woke speciality. In the wake of the murder of British woman Sarah 
Everard a Green Party member of the House of Lords, Baroness 
Jones of Moulescoomb (Nincompoopia would have been better), 
called for a 6pm curfew for all men. This would be in breach of the 
Geneva Conventions on war crimes which ban collective 
punishment, but that would never have crossed the black and white 
Woke mind of Baroness Nincompoopia who would have been far 
too convinced of her own self-righteousness to compute such details. 
Many American cities did defund the police in the face of Floyd riots 


and after $15 million was deleted from the police budget in 
Washington DC under useless Woke mayor Muriel Bowser car- 
jacking alone rose by 300 percent and within six months the US 
capital recorded its highest murder rate in 15 years. The same 
happened in Chicago and other cities in line with the Cult/Soros 
plan to bring fear to streets and neighbourhoods by reducing the 
police, releasing violent criminals and not prosecuting crime. This is 
the mob-rule agenda that I have warned in the books was coming for 
so long. Shootings in the area of Minneapolis where Floyd was 
arrested increased by 2,500 percent compared with the year before. 
Defunding the police over George Floyd has led to a big increase in 
dead people with many of them black. Police protection for 
politicians making these decisions stayed the same or increased as 
you would expect from professional hypocrites. The Cult doesn’t 
actually want to abolish the police. It wants to abolish local control 
over the police and hand it to federal government as the 
psychopaths advance the Hunger Games Society. Many George 
Floyd protests turned into violent riots with black stores and 
businesses destroyed by fire and looting across America fuelled by 
Black Lives Matter. Woke doesn’t do irony. If you want civil rights 
you must loot the liquor store and the supermarket and make off 
with a smart TV. It’s the only way. 


It's not a race war - it's a class war 

Black people are patronised by privileged blacks and whites alike 
and told they are victims of white supremacy. I find it extraordinary 
to watch privileged blacks supporting the very system and bloodline 
networks behind the slave trade and parroting the same Cult-serving 
manipulative crap of their privileged white, often billionaire, 
associates. It is indeed not a race war but a class war and colour is 
just a diversion. Black Senator Cory Booker and black 
Congresswoman Maxine Waters, more residents of Nincompoopia, 
personify this. Once you tell people they are victims of someone else 
you devalue both their own responsibility for their plight and the 
power they have to impact on their reality and experience. Instead 


we have: ‘You are only in your situation because of whitey — turn on 
them and everything will change.’ It won’t change. Nothing changes 
in our lives unless we change it. Crucial to that is never seeing 
yourself as a victim and always as the creator of your reality. Life is a 
simple sequence of choice and consequence. Make different choices 
and you create different consequences. You have to make those 
choices — not Black Lives Matter, the Woke Mafia and anyone else 
that seeks to dictate your life. Who are they these Wokers, an 
emotional and psychological road traffic accident, to tell you what to 
do? Personal empowerment is the last thing the Cult and its Black 
Lives Matter want black people or anyone else to have. They claim to 
be defending the underdog while creating and perpetuating the 
underdog. The Cult’s worst nightmare is human unity and if they 
are going to keep blacks, whites and every other race under 
economic servitude and control then the focus must be diverted 
from what they have in common to what they can be manipulated to 
believe divides them. Blacks have to be told that their poverty and 
plight is the fault of the white bloke living on the street in the same 
poverty and with the same plight they are experiencing. The 
difference is that your plight black people is due to him, a white 
supremacist with ‘white privilege’ living on the street. Don’t unite as 
one human family against your mutual oppressors and suppressors 
— fight the oppressor with the white face who is as financially 
deprived as you are. The Cult knows that as its ‘Covid’ agenda 
moves into still new levels of extremism people are going to respond 
and it has been spreading the seeds of disunity everywhere to stop a 
united response to the evil that targets all of us. 


Racist attacks on ‘whiteness’ are getting ever more outrageous and 
especially through the American Democratic Party which has an 
appalling history for anti-black racism. Barack Obama, Joe Biden, 
Hillary Clinton and Nancy Pelosi all eulogised about Senator Robert 
Byrd at his funeral in 2010 after a nearly 60-year career in Congress. 
Byrd was a brutal Ku Klux Klan racist and a violent abuser of Cathy 
O’Brien in MKUltra. He said he would never fight in the military 
‘with a negro by my side’ and ‘rather I should die a thousand times, 


and see Old Glory trampled in the dirt never to rise again, than to 
see this beloved land of ours become degraded by race mongrels, a 
throwback to the blackest specimen from the wilds’. Biden called 
Byrd a ‘very close friend and mentor’. These ‘Woke’ hypocrites are 
not anti-racist they are anti-poor and anti-people not of their 
perceived class. Here is an illustration of the scale of anti-white 
racism to which we have now descended. Seriously Woke and 
moronic New York Times contributor Damon Young described 
whiteness as a ‘virus’ that ‘like other viruses will not die until there 
are no bodies left for it to infect’. He went on: ’... the only way to 
stop it is to locate it, isolate it, extract it, and kill it.’ Young can say 
that as a black man with no consequences when a white man saying 
the same in reverse would be facing a jail sentence. That’s racism. We 
had super-Woke numbskull senators Tammy Duckworth and Mazie 
Hirono saying they would object to future Biden Cabinet 
appointments if he did not nominate more Asian Americans and 
Pacific Islanders. Never mind the ability of the candidate what do 
they look like? Duckworth said: ‘I will vote for racial minorities and I 
will vote for LGBTQ, but anyone else I’m not voting for.’ Appointing 
people on the grounds of race is illegal, but that was not a problem 
for this ludicrous pair. They were on-message and that’s a free pass 
in any situation. 


White children are told at school they are intrinsically racist as they 
are taught the divisive ‘critical race theory’. This claims that the law 
and legal institutions are inherently racist and that race is a socially 
constructed concept used by white people to further their economic 
and political interests at the expense of people of colour. White is a 
‘virus’ as we've seen. Racial inequality results from ‘social, 
economic, and legal differences that white people create between 
races to maintain white interests which leads to poverty and 
criminality in minority communities’. I must tell that to the white 
guy sleeping on the street. The principal of East Side Community 
School in New York sent white parents a manifesto that called on 


them to become ‘white traitors’ and advocate for full “white 
abolition’. These people are teaching your kids when they urgently 
need a psychiatrist. The ‘school’ included a chart with ‘eight white 
identities’ that ranged from ‘white supremacist’ to ‘white abolition’ 
and defined the behaviour white people must follow to end ‘the 
regime of whiteness’. Woke blacks and their privileged white 
associates are acting exactly like the slave owners of old and Ku Klux 
Klan racists like Robert Byrd. They are too full of their own self- 
purity to see that, but it’s true. Racism is not a body type; it’s a state 
of mind that can manifest through any colour, creed or culture. 


Another racial fraud is ‘equity’. Not equality of treatment and 
opportunity — equity. It’s a term spun as equality when it means 
something very different. Equality in its true sense is a raising up 
while ‘equity’ is a race to the bottom. Everyone in the same level of 
poverty is ‘equity’. Keep everyone down - that’s equity. The Cult 
doesn’t want anyone in the human family to be empowered and 
BLM leaders, like all these ‘anti-racist’ organisations, continue their 
privileged, pampered existence by perpetuating the perception of 
gathering racism. When is the last time you heard an ‘anti-racist’ or 
‘anti-Semitism’ organisation say that acts of racism and 
discrimination have fallen? It’s not in the interests of their fund- 
raising and power to influence and the same goes for the 
professional soccer anti-racism operation, Kick It Out. Two things 
confirmed that the Black Lives Matter riots in the summer of 2020 
were Cult creations. One was that while anti-lockdown protests were 
condemned in this same period for ‘transmitting ‘Covid’ the 
authorities supported mass gatherings of Black Lives Matter 
supporters. I even saw self-deluding people claiming to be doctors 
say the two types of protest were not the same. No — the non-existent 
‘Covid’ was in favour of lockdowns and attacked those that 
protested against them while ‘Covid’ supported Black Lives Matter 
and kept well away from its protests. The whole thing was a joke 
and as lockdown protestors were arrested, often brutally, by 
reframed Face-Nappies we had the grotesque sight of police officers 
taking the knee to Black Lives Matter, a Cult-funded Marxist 


organisation that supports violent riots and wants to destroy the 
nuclear family and white people. 


He’s not white? Shucks! 

Woke obsession with race was on display again when ten people 
were shot dead in Boulder, Colorado, in March, 2021. Cult-owned 
Woke TV channels like CNN said the shooter appeared to be a white 
man and Wokers were on Twitter condemning ‘violent white men’ 
with the usual mantras. Then the shooter’s name was released as 
Ahmad Al Aliwi Alissa, an anti-Trump Arab-American, and the sigh 
of disappointment could be heard five miles away. Never mind that 
ten people were dead and what that meant for their families. Race 
baiting was all that mattered to these sick Cult-serving people like 
Barack Obama who exploited the deaths to further divide America 
on racial grounds which is his job for the Cult. This is the man that 
‘racist’ white Americans made the first black president of the United 
States and then gave him a second term. Not-very-bright Obama has 
become filthy rich on the back of that and today appears to have a 
big influence on the Biden administration. Even so he’s still a 
downtrodden black man and a victim of white supremacy. This 
disingenuous fraud reveals the contempt he has for black people 
when he puts on a Deep South Alabama accent whenever he talks to 
them, no, at them. 


Another BLM red flag was how the now fully-Woke (fully-Cult) 
and fully-virtue-signalled professional soccer authorities had their 
teams taking the knee before every match in support of Marxist 
Black Lives Matter. Soccer authorities and clubs displayed ‘Black 
Lives Matter’ on the players’ shirts and flashed the name on 
electronic billboards around the pitch. Any fans that condemned 
what is a Freemasonic taking-the-knee ritual were widely 
condemned as you would expect from the Woke virtue-signallers of 
professional sport and the now fully-Woke media. We have reverse 
racism in which you are banned from criticising any race or culture 
except for white people for whom anything goes — say what you like, 
no problem. What has this got to do with racial harmony and 


equality? We’ve had black supremacists from Black Lives Matter 
telling white people to fall to their knees in the street and apologise 
for their white supremacy. Black supremacists acting like white 
supremacist slave owners of the past couldn't breach their self- 
obsessed, race-obsessed sense of self-purity. Joe Biden appointed a 
race-obsessed black supremacist Kristen Clarke to head the Justice 
Department Civil Rights Division. Clarke claimed that blacks are 
endowed with ‘greater mental, physical and spiritual abilities’ than 
whites. If anyone reversed that statement they would be vilified. 
Clarke is on-message so no problem. She’s never seen a black-white 
situation in which the black figure is anything but a virtuous victim 
and she heads the Civil Rights Division which should treat everyone 
the same or it isn’t civil rights. Another perception of the Renegade 
Mind: If something or someone is part of the Cult agenda they will 
be supported by Woke governments and media no matter what. If 
they’re not, they will be condemned and censored. It really is that 
simple and so racist Clarke prospers despite (make that because of) 
her racism. 


The end of culture 


Biden’s administration is full of such racial, cultural and economic 
bias as the Cult requires the human family to be divided into 
watring factions. We are now seeing racially-segregated graduations 
and everything, but everything, is defined through the lens of 
perceived ‘racism. We have ‘racist’ mathematics, ‘racist’ food and 
even ‘racist’ plants. World famous Kew Gardens in London said it 
was changing labels on plants and flowers to tell its pre-‘Covid’ 
more than two million visitors a year how racist they are. Kew 
director Richard Deverell said this was part of an effort to “move 
quickly to decolonise collections’ after they were approached by one 
Ajay Chhabra ‘an actor with an insight into how sugar cane was 
linked to slavery’. They are plants you idiots. ‘Decolonisation’ in the 
Woke manual really means colonisation of society with its mentality 
and by extension colonisation by the Cult. We are witnessing a new 
Chinese-style ‘Cultural Revolution’ so essential to the success of all 


Marxist takeovers. Our cultural past and traditions have to be swept 
away to allow a new culture to be built-back-better. Woke targeting 
of long-standing Western cultural pillars including historical 
monuments and cancelling of historical figures is what happened in 
the Mao revolution in China which ‘purged remnants of capitalist 
and traditional elements from Chinese society’ and installed Maoism 
as the dominant ideology’. For China see the Western world today 
and for ‘dominant ideology’ see Woke. Better still see Marxism or 
Maoism. The ‘Covid’ hoax has specifically sought to destroy the arts 
and all elements of Western culture from people meeting in a pub or 
restaurant to closing theatres, music venues, sports stadiums, places 
of worship and even banning singing. Destruction of Western society 
is also why criticism of any religion is banned except for Christianity 
which again is the dominant religion as white is the numerically- 
dominant race. Christianity may be fading rapidly, but its history 
and traditions are weaved through the fabric of Western society. 
Delete the pillars and other structures will follow until the whole 
thing collapses. I am not a Christian defending that religion when I 
say that. I have no religion. It’s just a fact. To this end Christianity 
has itself been turned Woke to usher its own downfall and its ranks 
are awash with ‘change agents’ — knowing and unknowing — at 
every level including Pope Francis (definitely knowing) and the 
clueless Archbishop of Canterbury Justin Welby (possibly not, but 
who can be sure?). Woke seeks to coordinate attacks on Western 
culture, traditions, and ways of life through ‘intersectionality’ 
defined as ‘the complex, cumulative way in which the effects of 
multiple forms of discrimination (such as racism, sexism, and 
classism) combine, overlap, or intersect especially in the experiences 
of marginalised individuals or groups’. Wade through the Orwellian 
Woke-speak and this means coordinating disparate groups in a 
common cause to overthrow freedom and liberal values. 


The entire structure of public institutions has been infested with 
Woke — government at all levels, political parties, police, military, 
schools, universities, advertising, media and trade unions. This 
abomination has been achieved through the Cult web by appointing 


Wokers to positions of power and battering non-Wokers into line 
through intimidation, isolation and threats to their job. Many have 
been fired in the wake of the empathy-deleted, vicious hostility of 
‘social justice’ Wokers and the desire of gutless, spineless employers 
to virtue-signal their Wokeness. Corporations are filled with Wokers 
today, most notably those in Silicon Valley. Ironically at the top they 
are not Woke at all. They are only exploiting the mentality their Cult 
masters have created and funded to censor and enslave while the 
Wokers cheer them on until it’s their turn. Thus the Woke ‘liberal 
left’ is an inversion of the traditional liberal left. Campaigning for 
justice on the grounds of power and wealth distribution has been 
replaced by campaigning for identity politics. The genuine 
traditional left would never have taken money from today’s 
billionaire abusers of fairness and justice and nor would the 
billionaires have wanted to fund that genuine left. It would not have 
been in their interests to do so. The division of opinion in those days 
was between the haves and have nots. This all changed with Cult 
manipulated and funded identity politics. The division of opinion 
today is between Wokers and non-Wokers and not income brackets. 
Cult corporations and their billionaires may have taken wealth 
disparity to cataclysmic levels of injustice, but as long as they speak 
the language of Woke, hand out the dosh to the Woke network and 
censor the enemy they are ‘one of us’. Billionaires who don’t give a 
damn about injustice are laughing at them till their bellies hurt. 
Wokers are not even close to self-aware enough to see that. The 
transformed ‘left’ dynamic means that Wokers who drone on about 
‘social justice’ are funded by billionaires that have destroyed social 
justice the world over. It’s why they are billionaires. 


The climate con 

Nothing encapsulates what I have said more comprehensively than 
the hoax of human-caused global warming. I have detailed in my 
books over the years how Cult operatives and organisations were the 


pump-primers from the start of the climate con. A purpose-built 
vehicle for this is the Club of Rome established by the Cult in 1968 


with the Rockefellers and Rothschilds centrally involved all along. 
Their gofer frontman Maurice Strong, a Canadian oil millionaire, 
hosted the Earth Summit in Rio de Janeiro, Brazil, in 1992 where the 
global ‘green movement’ really expanded in earnest under the 
guiding hand of the Cult. The Earth Summit established Agenda 21 
through the Cult-created-and-owned United Nations to use the 
illusion of human-caused climate change to justify the 
transformation of global society to save the world from climate 
disaster. It is a No-Problem-Reaction-Solution sold through 
governments, media, schools and universities as whole generations 
have been terrified into believing that the world was going to end in 
their lifetimes unless what old people had inflicted upon them was 
stopped by a complete restructuring of how everything is done. 
Chill, kids, it’s all a hoax. Such restructuring is precisely what the 
Cult agenda demands (purely by coincidence of course). Today this 
has been given the codename of the Great Reset which is only an 
updated term for Agenda 21 and its associated Agenda 2030. The 
latter, too, is administered through the UN and was voted into being 
by the General Assembly in 2015. Both 21 and 2030 seek centralised 
control of all resources and food right down to the raindrops falling 
on your own land. These are some of the demands of Agenda 21 
established in 1992. See if you recognise this society emerging today: 


e End national sovereignty 

e State planning and management of all land resources, ecosystems, 
deserts, forests, mountains, oceans and fresh water; agriculture; 
rural development; biotechnology; and ensuring ‘equity’ 

e The state to ‘define the role’ of business and financial resources 

e Abolition of private property 

e ‘Restructuring’ the family unit (see BLM) 

¢ Children raised by the state 

¢ People told what their job will be 

e Major restrictions on movement 

¢ Creation of ‘human settlement zones’ 


e Mass resettlement as people are forced to vacate land where they 
live 

e Dumbing down education 

¢ Mass global depopulation in pursuit of all the above 


The United Nations was created as a Trojan horse for world 
government. With the climate con of critical importance to 
promoting that outcome you would expect the UN to be involved. 
Oh, it’s involved all right. The UN is promoting Agenda 21 and 
Agenda 2030 justified by ‘climate change’ while also driving the 
climate hoax through its Intergovernmental Panel on Climate 
Change (IPCC), one of the world’s most corrupt organisations. The 
IPCC has been lying ferociously and constantly since the day it 
opened its doors with the global media hanging unquestioningly on 
its every mendacious word. The Green movement is entirely Woke 
and has long lost its original environmental focus since it was co- 
opted by the Cult. An obsession with ‘global warming’ has deleted 
its values and scrambled its head. I experienced a small example of 
what I mean on a beautiful country walk that I have enjoyed several 
times a week for many years. The path merged into the fields and 
forests and you felt at one with the natural world. Then a ‘Green’ 
organisation, the Hampshire and Isle of Wight Wildlife Trust, took 
over part of the land and proceeded to cut down a large number of 
trees, including mature ones, to install a horrible big, bright steel 
‘this-is-ours-stay-out’ fence that destroyed the whole atmosphere of 
this beautiful place. No one with a feel for nature would do that. Day 
after day I walked to the sound of chainsaws and a magnificent 
mature weeping willow tree that Iso admired was cut down at the 
base of the trunk. When I challenged a Woke young girl in a green 
shirt (of course) about this vandalism she replied: ‘It’s a weeping 
willow — it will grow back.’ This is what people are paying for when 
they donate to the Hampshire and Isle of Wight Wildlife Trust and 
many other ‘green’ organisations today. It is not the environmental 
movement that I knew and instead has become a support-system — 
as with Extinction Rebellion — for a very dark agenda. 


Private jets for climate justice 

The Cult-owned, Gates-funded, World Economic Forum and its 
founder Klaus Schwab were behind the emergence of Greta 
Thunberg to harness the young behind the climate agenda and she 
was invited to speak to the world at ... the UN. Schwab published a 
book, Covid-19: The Great Reset in 2020 in which he used the ‘Covid’ 
hoax and the climate hoax to lay out a new society straight out of 
Agenda 21 and Agenda 2030. Bill Gates followed in early 2021 when 
he took time out from destroying the world to produce a book in his 
name about the way to save it. Gates flies across the world in private 
jets and admitted that ‘I probably have one of the highest 
greenhouse gas footprints of anyone on the planet ... my personal 
flying alone is gigantic.’ He has also bid for the planet’s biggest 
private jet operator. Other climate change saviours who fly in private 
jets include John Kerry, the US Special Presidential Envoy for 
Climate, and actor Leonardo DiCaprio, a ‘UN Messenger of Peace 
with special focus on climate change’. These people are so full of 
bullshit they could corner the market in manure. We mustn't be 
sceptical, though, because the Gates book, How to Avoid a Climate 
Disaster: The Solutions We Have and the Breakthroughs We Need, is a 
genuine attempt to protect the world and not an obvious pile of 
excrement attributed to a mega-psychopath aimed at selling his 
masters’ plans for humanity. The Gates book and the other shite-pile 
by Klaus Schwab could have been written by the same person and 
may well have been. Both use ‘climate change’ and ‘Covid’ as the 
excuses for their new society and by coincidence the Cult’s World 
Economic Forum and Bill and Melinda Gates Foundation promote 
the climate hoax and hosted Event 201 which pre-empted with a 
‘simulation’ the very ‘coronavirus’ hoax that would be simulated for 
real on humanity within weeks. The British ‘royal’ family is 
promoting the ‘Reset’ as you would expect through Prince ‘climate 
change caused the war in Syria’ Charles and his hapless son Prince 
William who said that we must ‘reset our relationship with nature 
and our trajectory as a species’ to avoid a climate disaster. Amazing 
how many promotors of the ‘Covid’ and ‘climate change’ control 


systems are connected to Gates and the World Economic Forum. A 
‘study’ in early 2021 claimed that carbon dioxide emissions must fall 
by the equivalent of a global lockdown roughly every two years for 
the next decade to save the planet. The ‘study’ appeared in the same 
period that the Schwab mob claimed in a video that lockdowns 
destroying the lives of billions are good because they make the earth 
‘quieter’ with less ‘ambient noise’. They took down the video amid a 
public backlash for such arrogant, empathy-deleted stupidity You 
see, however, where they are going with this. Corinne Le Quéré, a 
professor at the Tyndall Centre for Climate Change Research, 
University of East Anglia, was lead author of the climate lockdown 
study, and she writes for ... the World Economic Forum. Gates calls 
in ‘his’ book for changing ‘every aspect of the economy’ (long-time 
Cult agenda) and for humans to eat synthetic ‘meat’ (predicted in 
my books) while cows and other farm animals are eliminated. 
Australian TV host and commentator Alan Jones described what 
carbon emission targets would mean for farm animals in Australia 
alone if emissions were reduced as demanded by 35 percent by 2030 
and zero by 2050: 


Well, let’s take agriculture, the total emissions from agriculture are about 75 million tonnes of 
carbon dioxide, equivalent. Now reduce that by 35 percent and you have to come down to 
50 million tonnes, I’ve done the maths. So if you take for example 1.5 million cows, you’re 
going to have to reduce the herd by 525,000 [by] 2030, nine years, that’s 58,000 cows a year. 
The beef herd’s 30 million, reduce that by 35 percent, that’s 10.5 million, which means 1.2 
million cattle have to go every year between now and 2030. This is insanity! 


There are 75 million sheep. Reduce that by 35 percent, that’s 26 million sheep, that’s almost 3 
million a year. So under the Paris Agreement over 30 million beasts. dairy cows, cattle, pigs 
and sheep would go. More than 8,000 every minute of every hour for the next decade, do 
these people know what they’re talking about? 


Clearly they don’t at the level of campaigners, politicians and 
administrators. The Cult does know; that’s the outcome it wants. We 
are faced with not just a war on humanity. Animals and the natural 
world are being targeted and I have been saying since the “Covid’ 
hoax began that the plan eventually was to claim that the ‘deadly 
virus’ is able to jump from animals, including farm animals and 


domestic pets, to humans. Just before this book went into production 
came this story: ‘Russia registers world’s first Covid-19 vaccine for 
cats & dogs as makers of Sputnik V warn pets & farm animals could 
spread virus’. The report said ‘top scientists warned that the deadly 
pathogen could soon begin spreading through homes and farms’ 
and ‘the next stage is the infection of farm and domestic animals’. 
Know the outcome and you'll see the journey. Think what that 
would mean for animals and keep your eye on a term called 
zoonosis or zoonotic diseases which transmit between animals and 
humans. The Cult wants to break the connection between animals 
and people as it does between people and people. Farm animals fit 
with the Cult agenda to transform food from natural to synthetic. 


The gas of life is killing us 

There can be few greater examples of Cult inversion than the 
condemnation of carbon dioxide as a dangerous pollutant when it is 
the gas of life. Without it the natural world would be dead and so we 
would all be dead. We breathe in oxygen and breathe out carbon 
dioxide while plants produce oxygen and absorb carbon dioxide. It 
is a perfect symbiotic relationship that the Cult wants to dismantle 
for reasons I will come to in the final two chapters. Gates, Schwab, 
other Cult operatives and mindless repeaters, want the world to be 
‘carbon neutral’ by at least 2050 and the earlier the better. ‘Zero 
carbon’ is the cry echoed by lunatics calling for ‘Zero Covid’ when 
we already have it. These carbon emission targets will 
deindustrialise the world in accordance with Cult plans — the post- 
industrial, post-democratic society — and with so-called renewables 
like solar and wind not coming even close to meeting human energy 
needs blackouts and cold are inevitable. Texans got the picture in the 
winter of 2021 when a snow storm stopped wind turbines and solar 
panels from working and the lights went down along with water 
which relies on electricity for its supply system. Gates wants 
everything to be powered by electricity to ensure that his masters 
have the kill switch to stop all human activity, movement, cooking, 
water and warmth any time they like. The climate lie is so 


stupendously inverted that it claims we must urgently reduce 
carbon dioxide when we don’t have enough. 

Co2 in the atmosphere is a little above 400 parts per million when 
the optimum for plant growth is 2,000 ppm and when it falls 
anywhere near 150 ppm the natural world starts to die and so do we. 
It fell to as low as 280 ppm in an 1880 measurement in Hawaii and 
rose to 413 ppm in 2019 with industrialisation which is why the 
planet has become greener in the industrial period. How insane then 
that psychopathic madman Gates is not satisfied only with blocking 
the rise of Co2. He’s funding technology to suck it out of the 
atmosphere. The reason why will become clear. The industrial era is 
not destroying the world through Co2 and has instead turned 
around a potentially disastrous ongoing fall in Co2. Greenpeace co- 
founder and scientist Patrick Moore walked away from Greenpeace 
in 1986 and has exposed the green movement for fear-mongering 
and lies. He said that 500 million years ago there was 17 times more 
Co2 in the atmosphere than we have today and levels have been 
falling for hundreds of millions of years. In the last 150 million years 
Co2 levels in Earth’s atmosphere had reduced by 90 percent. Moore 
said that by the time humanity began to unlock carbon dioxide from 
fossil fuels we were at ‘38 seconds to midnight’ and in that sense: 
‘Humans are [the Earth’s] salvation.’ Moore made the point that only 
half the Co2 emitted by fossil fuels stays in the atmosphere and we 
should remember that all pollution pouring from chimneys that we 
are told is carbon dioxide is in fact nothing of the kind. It’s pollution. 
Carbon dioxide is an invisible gas. 


William Happer, Professor of Physics at Princeton University and 
long-time government adviser on climate, has emphasised the Co2 
deficiency for maximum growth and food production. Greenhouse 
growers don’t add carbon dioxide for a bit of fun. He said that most 
of the warming in the last 100 years, after the earth emerged from 
the super-cold period of the ‘Little Ice Age’ into a natural warming 
cycle, was over by 1940. Happer said that a peak year for warming in 
1988 can be explained by a ‘monster El Nino’ which is a natural and 
cyclical warming of the Pacific that has nothing to do with ‘climate 


change’. He said the effect of Co2 could be compared to painting a 
wall with red paint in that once two or three coats have been applied 
it didn’t matter how much more you slapped on because the wall 
will not get much redder. Almost all the effect of the rise in Co2 has 
already happened, he said, and the volume in the atmosphere would 
now have to double to increase temperature by a single degree. 
Climate hoaxers know this and they have invented the most 
ridiculously complicated series of ‘feedback’ loops to try to 
overcome this rather devastating fact. You hear puppet Greta going 
on cluelessly about feedback loops and this is why. 


The Sun affects temperature? No you climate denier 

Some other nonsense to contemplate: Climate graphs show that rises 
in temperature do not follow rises in Co2 — it’s the other way round 
with a lag between the two of some 800 years. If we go back 800 
years from present time we hit the Medieval Warm Period when 
temperatures were higher than now without any industrialisation 
and this was followed by the Little Ice Age when temperatures 
plummeted. The world was still emerging from these centuries of 
serious cold when many climate records began which makes the 
ever-repeated line of the ‘hottest year since records began’ 
meaningless when you are not comparing like with like. The coldest 
period of the Little Ice Age corresponded with the lowest period of 
sunspot activity when the Sun was at its least active. Proper 
scientists will not be at all surprised by this when it confirms the 
obvious fact that earth temperature is affected by the scale of Sun 
activity and the energetic power that it subsequently emits; but 
when is the last time you heard a climate hoaxer talking about the 
Sun as a source of earth temperature?? Everything has to be focussed 
on Co2 which makes up just 0.117 percent of so-called greenhouse 
gases and only a fraction of even that is generated by human activity. 
The rest is natural. More than 90 percent of those greenhouse gases 
are water vapour and clouds (Fig 9). Ban moisture I say. Have you 
noticed that the climate hoaxers no longer use the polar bear as their 
promotion image? That’s because far from becoming extinct polar 


bear communities are stable or thriving. Joe Bastardi, American 
meteorologist, weather forecaster and outspoken critic of the climate 
lie, documents in his book The Climate Chronicles how weather 
patterns and events claimed to be evidence of climate change have 
been happening since long before industrialisation: ‘What happened 
before naturally is happening again, as is to be expected given the 
cyclical nature of the climate due to the design of the planet.’ If you 
read the detailed background to the climate hoax in my other books 
you will shake your head and wonder how anyone could believe the 
crap which has spawned a multi-trillion dollar industry based on 
absolute garbage (see HIV causes AIDs and Sars-Cov-2 causes 
‘Covid-19’). Climate and ‘Covid’ have much in common given they 
have the same source. They both have the contradictory everything 
factor in which everything is explained by reference to them. It’s hot 
— ‘it’s climate change’. It’s cold — ‘it’s climate change’. I got a sniffle — 
‘it’s Covid’. I haven’t got a sniffle — ‘it’s Covid’. Not having a sniffle 
has to be a symptom of ‘Covid’. Everything is and not having a 
sniffle is especially dangerous if you are a slow walker. For sheer 
audacity I offer you a Cambridge University ‘study’ that actually 
linked ‘Covid’ to ‘climate change’. It had to happen eventually. They 
concluded that climate change played a role in ‘Covid-19’ spreading 
from animals to humans because ... wait for it ... [kid you not ... the 
two groups were forced closer together as populations grow. Er, that’s it. 
The whole foundation on which this depended was that ‘Bats are the 
likely zoonotic origin of SARS-CoV-1 and SARS-CoV-2’. Well, they 
are not. They are nothing to do with it. Apart from bats not being the 
origin and therefore ‘climate change’ effects on bats being irrelevant 
I am in awe of their academic insight. Where would we be without 
them? Not where we are that’s for sure. 
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Figure 9: The idea that the gas of life is disastrously changing the climate is an insult to brain 
cell activity. 


One other point about the weather is that climate modification is 
now well advanced and not every major weather event is natural — 
or earthquake come to that. I cover this subject at some length in 
other books. China is openly planning a rapid expansion of its 
weather modification programme which includes changing the 
climate in an area more than one and a half times the size of India. 
China used weather manipulation to ensure clear skies during the 
2008 Olympics in Beijing. I have quoted from US military documents 
detailing how to employ weather manipulation as a weapon of war 
and they did that in the 1960s and 70s during the conflict in Vietnam 
with Operation Popeye manipulating monsoon rains for military 
purposes. Why would there be international treaties on weather 
modification if it wasn’t possible? Of course it is. Weather is 
energetic information and it can be changed. 


How was the climate hoax pulled off? See ‘Covid’ 

If you can get billions to believe in a ‘virus’ that doesn’t exist you can 
get them to believe in human-caused climate change that doesn’t 
exist. Both are being used by the Cult to transform global society in 
the way it has long planned. Both hoaxes have been achieved in 
pretty much the same way. First you declare a lie is a fact. There’s a 


‘virus’ you call SARS-Cov-2 or humans are warming the planet with 
their behaviour. Next this becomes, via Cult networks, the 
foundation of government, academic and science policy and belief. 
Those who parrot the mantra are given big grants to produce 
research that confirms the narrative is true and ever more 
‘symptoms’ are added to make the ‘virus’/’climate change’ sound 
even more scary. Scientists and researchers who challenge the 
narrative have their grants withdrawn and their careers destroyed. 
The media promote the lie as the unquestionable truth and censor 
those with an alternative view or evidence. A great percentage of the 
population believe what they are told as the lie becomes an 
everybody-knows-that and the believing-masses turn on those with 
a mind of their own. The technique has been used endlessly 
throughout human history. Wokers are the biggest promotors of the 
climate lie and ‘Covid’ fascism because their minds are owned by the 
Cult; their sense of self-righteous self-purity knows no bounds; and 
they exist in a bubble of reality in which facts are irrelevant and only 
get in the way of looking without seeing. 


Running through all of this like veins in a blue cheese is control of 
information, which means control of perception, which means 
control of behaviour, which collectively means control of human 
society. The Cult owns the global media and Silicon Valley fascists 
for the simple reason that it has to. Without control of information it 
can’t control perception and through that human society. Examine 
every facet of the Cult agenda and you will see that anything 
supporting its introduction is never censored while anything 
pushing back is always censored. I say again: Psychopaths that know 
why they are doing this must go before Nuremberg trials and those 
that follow their orders must trot along behind them into the same 
dock. ‘I was just following orders’ didn’t work the first time and it 
must not work now. Nuremberg trials must be held all over the 
world before public juries for politicians, government officials, 
police, compliant doctors, scientists and virologists, and all Cult 
operatives such as Gates, Tedros, Fauci, Vallance, Whitty, Ferguson, 
Zuckerberg, Wojcicki, Brin, Page, Dorsey, the whole damn lot of 


them -— including, no especially, the psychopath psychologists. 
Without them and the brainless, gutless excuses for journalists that 
have repeated their lies, none of this could be happening. Nobody 
can be allowed to escape justice for the psychological and economic 
Armageddon they are all responsible for visiting upon the human 
race. 

As for the compliant, unquestioning, swathes of humanity, and the 
self-obsessed, all-knowing ignorance of the Wokers ... don’t start me. 
God help their kids. God help their grandkids. God help them. 


CHAPTER NINE 
We must have it? So what is it? 


Well I won’t back down. No, I won’t back down. You can stand me 
up at the Gates of Hell. But | won’t back down 
Tom Petty 


will now focus on the genetically-manipulating ‘Covid vaccines’ 

which do not meet this official definition of a vaccine by the US 
Centers for Disease Control (CDC): ‘A product that stimulates a 
person’s immune system to produce immunity to a specific disease, 
protecting the person from that disease.’ On that basis ‘Covid 
vaccines’ are not a vaccine in that the makers don’t even claim they 
stop infection or transmission. 


They are instead part of a multi-levelled conspiracy to change the 
nature of the human body and what it means to be ‘human’ and to 
depopulate an enormous swathe of humanity. What I shall call 
Human 1.0 is on the cusp of becoming Human 2.0 and for very 
sinister reasons. Before I get to the ‘Covid vaccine’ in detail here’s 
some background to vaccines in general. Government regulators do 
not test vaccines — the makers do — and the makers control which 
data is revealed and which isn’t. Children in America are given 50 
vaccine doses by age six and 69 by age 19 and the effect of the whole 
combined schedule has never been tested. Autoimmune diseases 
when the immune system attacks its own body have soared in the 
mass vaccine era and so has disease in general in children and the 
young. Why wouldn't this be the case when vaccines target the 
immune system? The US government gave Big Pharma drug 


companies immunity from prosecution for vaccine death and injury 
in the 1986 National Childhood Vaccine Injury Act (NCVIA) and 
since then the government (taxpayer) has been funding 
compensation for the consequences of Big Pharma vaccines. The 
criminal and satanic drug giants can’t lose and the vaccine schedule 
has increased dramatically since 1986 for this reason. There is no 
incentive to make vaccines safe and a big incentive to make money 
by introducing ever more. Even against a ridiculously high bar to 
prove vaccine liability, and with the government controlling the 
hearing in which it is being challenged for compensation, the vaccine 
court has so far paid out more than $4 billion. These are the vaccines 
we are told are safe and psychopaths like Zuckerberg censor posts 
saying otherwise. The immunity law was even justified by a ruling 
that vaccines by their nature were ‘unavoidably unsafe’. 

Check out the ingredients of vaccines and you will be shocked if 
you are new to this. They put that in children’s bodies?? What?? Try 
aluminium, a brain toxin connected to dementia, aborted foetal 
tissue and formaldehyde which is used to embalm corpses. World- 
renowned aluminium expert Christopher Exley had his research into 
the health effect of aluminium in vaccines shut down by Keele 
University in the UK when it began taking funding from the Bill and 
Melinda Gates Foundation. Research when diseases ‘eradicated’ by 
vaccines began to decline and you will find the fall began long before 
the vaccine was introduced. Sometimes the fall even plateaued after 
the vaccine. Diseases like scarlet fever for which there was no 
vaccine declined in the same way because of environmental and 
other factors. A perfect case in point is the polio vaccine. Polio began 
when lead arsenate was first sprayed as an insecticide and residues 
remained in food products. Spraying started in 1892 and the first US 
polio epidemic came in Vermont in 1894. The simple answer was to 
stop spraying, but Rockefeller-created Big Pharma had a better idea. 
Polio was decreed to be caused by the poliovirus which ‘spreads from 
person to person and can infect a person’s spinal cord’. Lead 
arsenate was replaced by the lethal DDT which had the same effect 
of causing paralysis by damaging the brain and central nervous 


system. Polio plummeted when DDT was reduced and then banned, 
but the vaccine is still given the credit for something it didn’t do. 
Today by far the biggest cause of polio is the vaccines promoted by 
Bill Gates. Vaccine justice campaigner Robert Kennedy Jr, son of 
assassinated (by the Cult) US Attorney General Robert Kennedy, 
wrote: 


In 2017, the World Health Organization (WHO) reluctantly admitted that the global explosion 
in polio is predominantly vaccine strain. The most frightening epidemics in Congo, 
Afghanistan, and the Philippines, are all linked to vaccines. In fact, by 2018, 70% of global 
polio cases were vaccine strain. 


Vaccines make fortunes for Cult-owned Gates and Big Pharma 
while undermining the health and immune systems of the 
population. We had a glimpse of the mentality behind the Big 
Pharma cartel with a report on WION (World is One News), an 
international English language TV station based in India, which 
exposed the extraordinary behaviour of US drug company Pfizer 
over its ‘Covid vaccine’. The WION report told how Pfizer had made 
fantastic demands of Argentina, Brazil and other countries in return 
for its ‘vaccine’. These included immunity from prosecution, even 
for Pfizer negligence, government insurance to protect Pfizer from 
law suits and handing over as collateral sovereign assets of the 
country to include Argentina’s bank reserves, military bases and 
embassy buildings. Pfizer demanded the same of Brazil in the form 
of waiving sovereignty of its assets abroad; exempting Pfizer from 
Brazilian laws; and giving Pfizer immunity from all civil liability. 
This is a ‘vaccine’ developed with government funding. Big Pharma 
is evil incarnate as a creation of the Cult and all must be handed 
tickets to Nuremberg. 


Phantom ‘vaccine’ for a phantom ‘disease’ 

I’ll expose the ‘Covid vaccine’ fraud and then go on to the wider 
background of why the Cult has set out to ‘vaccinate’ every man, 
woman and child on the planet for an alleged ‘new disease’ with a 
survival rate of 99.77 percent (or more) even by the grotesquely- 


manipulated figures of the World Health Organization and Johns 
Hopkins University. The ‘infection’ to ‘death’ ratio is 0.23 to 0.15 
percent according to Stanford epidemiologist Dr John Ioannidis and 
while estimates vary the danger remains tiny. I say that if the truth 
be told the fake infection to fake death ratio is zero. Never mind all 
the evidence I have presented here and in The Answer that there is no 
‘virus’ let us just focus for a moment on that death-rate figure of say 
0.23 percent. The figure includes all those worldwide who have 
tested positive with a test not testing for the ‘virus’ and then died 
within 28 days or even longer of any other cause — any other cause. 
Now subtract all those illusory ‘Covid’ deaths on the global data 
sheets from the 0.23 percent. What do you think you would be left 
with? Zero. A vaccination has never been successfully developed for 
a so-called coronavirus. They have all failed at the animal testing 
stage when they caused hypersensitivity to what they were claiming 
to protect against and made the impact of a disease far worse. Cult- 
owned vaccine corporations got around that problem this time by 
bypassing animal trials, going straight to humans and making the 
length of the ‘trials’ before the public rollout as short as they could 
get away with. Normally it takes five to ten years or more to develop 
vaccines that still cause demonstrable harm to many people and 
that’s without including the long-term effects that are never officially 
connected to the vaccination. ‘Covid’ non-vaccines have been 
officially produced and approved in a matter of months from a 
standing start and part of the reason is that (a) they were developed 
before the ‘Covid’ hoax began and (b) they are based on computer 
programs and not natural sources. Official non-trials were so short 
that government agencies gave emergency, not full, approval. ‘Trials’ 
were not even completed and full approval cannot be secured until 
they are. Public ‘Covid vaccination’ is actually a continuation of the 
trial. Drug company ‘trials’ are not scheduled to end until 2023 by 
which time a lot of people are going to be dead. Data on which 
government agencies gave this emergency approval was supplied by 
the Big Pharma corporations themselves in the form of 
Pfizer/BioNTech, AstraZeneca, Moderna, Johnson & Johnson, and 


others, and this is the case with all vaccines. By its very nature 
emergency approval means drug companies do not have to prove that 
the ‘vaccine’ is ‘safe and effective’. How could they with trials way 
short of complete? Government regulators only have to believe that 
they could be safe and effective. It is criminal manipulation to get 
products in circulation with no testing worth the name. Agencies 
giving that approval are infested with Big Pharma-connected place- 
people and they act in the interests of Big Pharma (the Cult) and not 
the public about whom they do not give a damn. 


More human lab rats 

‘Covid vaccines’ produced in record time by Pfizer/BioNTech and 
Moderna employ a technique never approved before for use on humans. 
They are known as mRNA ‘vaccines’ and inject a synthetic version of 
‘viral’ mRNA or ‘messenger RNA’. The key is in the term 
‘messenger’. The body works, or doesn’t, on the basis of information 
messaging. Communications are constantly passing between and 
within the genetic system and the brain. Change those messages and 
you change the state of the body and even its very nature and you 
can change psychology and behaviour by the way the brain 
processes information. I think you are going to see significant 
changes in personality and perception of many people who have had 
the ‘Covid vaccine’ synthetic potions. Insider Aldous Huxley 
predicted the following in 1961 and mRNA ‘vaccines’ can be 
included in the term ‘pharmacological methods’: 


There will be, in the next generation or so, a pharmacological method of making people love 
their servitude, and producing dictatorship without tears, so to speak, producing a kind of 
painless concentration camp for entire societies, so that people will in fact have their own 
liberties taken away from them, but rather enjoy it, because they will be distracted from any 
desire to rebel by propaganda or brainwashing, or brainwashing enhanced by 
pharmacological methods. And this seems to be the final revolution. 


Apologists claim that mRNA synthetic ‘vaccines’ don’t change the 
DNA genetic blueprint because RNA does not affect DNA only the 
other way round. This is so disingenuous. A process called ‘reverse 


transcription’ can convert RNA into DNA and be integrated into 
DNA in the cell nucleus. This was highlighted in December, 2020, by 
scientists at Harvard and Massachusetts Institute of Technology 
(MIT). Geneticists report that more than 40 percent of mammalian 
genomes results from reverse transcription. On the most basic level 
if messaging changes then that sequence must lead to changes in 
DNA which is receiving and transmitting those communications. 
How can introducing synthetic material into cells not change the 
cells where DNA is located? The process is known as transfection 
which is defined as ‘a technique to insert foreign nucleic acid (DNA 
or RNA) into a cell, typically with the intention of altering the 
properties of the cell’. Researchers at the Sloan Kettering Institute in 
New York found that changes in messenger RNA can deactivate 
tumour-suppressing proteins and thereby promote cancer. This is 
what happens when you mess with messaging. ‘Covid vaccine’ 
maker Moderna was founded in 2010 by Canadian stem cell 
biologist Derrick J. Rossi after his breakthrough discovery in the field 
of transforming and reprogramming stem cells. These are neutral 
cells that can be programmed to become any cell including sperm 
cells. Moderna was therefore founded on the principle of genetic 
manipulation and has never produced any vaccine or drug before its 
genetically-manipulating synthetic ‘Covid’ shite. Look at the name — 
Mode-RNA or Modify-RNA. Another important point is that the US 
Supreme Court has ruled that genetically-modified DNA, or 
complementary DNA (cDNA) synthesized in the laboratory from 
messenger RNA, can be patented and owned. These psychopaths are 
doing this to the human body. 

Cells replicate synthetic mRNA in the ‘Covid vaccines’ and in 
theory the body is tricked into making antigens which trigger 
antibodies to target the ‘virus spike proteins’ which as Dr Tom 
Cowan said have never been seen. Cut the crap and these ‘vaccines’ 
deliver self-replicating synthetic material to the cells with the effect of 
changing human DNA. The more of them you have the more that 
process is compounded while synthetic material is all the time self- 
replicating. ‘Vaccine’-maker Moderna describes mRNA as ‘like 


software for the cell’ and so they are messing with the body’s 
software. What happens when you change the software in a 
computer? Everything changes. For this reason the Cult is preparing 
a production line of mRNA ‘Covid vaccines’ and a long list of 
excuses to use them as with all the ‘variants’ of a ‘virus’ never shown 
to exist. The plan is further to transfer the mRNA technique to other 
vaccines mostly given to children and young people. The cumulative 
consequences will be a transformation of human DNA through a 
constant infusion of synthetic genetic material which will kill many 
and change the rest. Now consider that governments that have given 
emergency approval for a vaccine that’s not a vaccine; never been 
approved for humans before; had no testing worth the name; and 
the makers have been given immunity from prosecution for any 
deaths or adverse effects suffered by the public. The UK government 
awarded permanent legal indemnity to itself and its employees for 
harm done when a patient is being treated for ‘Covid-19’ or 
‘suspected Covid-19’. That is quite a thought when these are possible 
‘side-effects’ from the ‘vaccine’ (they are not ‘side’, they are effects) 
listed by the US Food and Drug Administration: 


Guillain-Barre syndrome; acute disseminated encephalomyelitis; 
transverse myelitis; encephalitis; myelitis; encephalomyelitis; 
meningoencephalitis; meningitis; encephalopathy; convulsions; 
seizures; stroke; narcolepsy; cataplexy; anaphylaxis; acute 
myocardial infarction (heart attack); myocarditis; pericarditis; 
autoimmune disease; death; implications for pregnancy, and birth 
outcomes; other acute demyelinating diseases; non anaphylactic 
allergy reactions; thrombocytopenia ; disseminated intravascular 
coagulation; venous thromboembolism; arthritis; arthralgia; joint 
pain; Kawasaki disease; multisystem inflammatory syndrome in 
children; vaccine enhanced disease. The latter is the way the 
‘vaccine’ has the potential to make diseases far worse than they 
would otherwise be. 


UK doctor and freedom campaigner Vernon Coleman described 
the conditions in this list as ‘all unpleasant, most of them very 
serious, and you can’t get more serious than death’. The thought that 
anyone at all has had the ‘vaccine’ in these circumstances is 
testament to the potential that humanity has for clueless, 
unquestioning, stupidity and for many that programmed stupidity 
has already been terminal. 


Dr Michael Yeadon is a former Vice President, head of research and 
Chief Scientific Adviser at vaccine giant Pfizer. Yeadon worked on 
the inside of Big Pharma, but that did not stop him becoming a vocal 
critic of “Covid vaccines’ and their potential for multiple harms, 
including infertility in women. By the spring of 2021 he went much 
further and even used the no, no, term ‘conspiracy’. When you begin 
to see what is going on it is impossible not to do so. Yeadon spoke 
out in an interview with freedom campaigner James Delingpole and 
I mentioned earlier how he said that no one had samples of ‘the 
virus’. He explained that the mRNA technique originated in the anti- 
cancer field and ways to turn on and off certain genes which could 
be advantageous if you wanted to stop cancer growing out of 
control. “That’s the origin of them. They are a very unusual 
application, really.’ Yeadon said that treating a cancer patient with 
an aggressive procedure might be understandable if the alternative 
was dying, but it was quite another thing to use the same technique 
as a public health measure. Most people involved wouldn’t catch the 
infectious agent you were vaccinating against and if they did they 
probably wouldn't die: 


If you are really using it as a public health measure you really want to as close as you can get 
to zero sides-effects ... | find it odd that they chose techniques that were really cutting their 
teeth in the field of oncology and I’m worried that in using gene-based vaccines that have to 
be injected in the body and spread around the body, get taken up into some cells, and the 
regulators haven’t quite told us which cells they get taken up into ... you are going to be 
generating a wide range of responses ... with multiple steps each of which could go well or 
badly. 


I doubt the Cult intends it to go well. Yeadon said that you can put 
any gene you like into the body through the ‘vaccine’. ‘You can 
certainly give them a gene that would do them some harm if you 
wanted.’ I was intrigued when he said that when used in the cancer 
field the technique could turn genes on and off. I explore this process 
in The Answer and with different genes having different functions 
you could create mayhem — physically and psychologically — if you 
turned the wrong ones on and the right ones off. I read reports of an 
experiment by researchers at the University of Washington’s school 
of computer science and engineering in which they encoded DNA to 
infect computers. The body is itself a biological computer and if 
human DNA can inflict damage on a computer why can’t the 
computer via synthetic material mess with the human body? It can. 
The Washington research team said it was possible to insert 
malicious malware into ‘physical DNA strands’ and corrupt the 
computer system of a gene sequencing machine as it ‘reads gene 
letters and stores them as binary digits 0 and 1’. They concluded that 
hackers could one day use blood or spit samples to access computer 
systems and obtain sensitive data from police forensics labs or infect 
genome files. It is at this level of digital interaction that synthetic 
‘vaccines’ need to be seen to get the full picture and that will become 
very clear later on. Michael Yeadon said it made no sense to give the 
‘vaccine’ to younger people who were in no danger from the ‘virus’. 
What was the benefit? It was all downside with potential effects: 


The fact that my government in what | thought was a civilised, rational country, is raining [the 
‘vaccine’] on people in their 30s and 40s, even my children in their 20s, they’re getting letters 
and phone calls, | know this is not right and any of you doctors who are vaccinating you 
know it’s not right, too. They are not at risk. They are not at risk from the disease, so you are 
now hoping that the side-effects are so rare that you get away with it. You don’t give new 
technology ... that you don’t understand to 100 percent of the population. 


Blood clot problems with the AstraZeneca ‘vaccine’ have been 
affecting younger people to emphasise the downside risks with no 
benefit. AstraZeneca’s version, produced with Oxford University, 
does not use mRNA, but still gets its toxic cocktail inside cells where 


it targets DNA. The Johnson & Johnson ‘vaccine’ which uses a 
similar technique has also produced blood clot effects to such an 
extent that the United States paused its use at one point. They are all 
‘gene therapy’ (cell modification) procedures and not ‘vaccines’. The 
truth is that once the content of these injections enter cells we have 
no idea what the effect will be. People can speculate and some can 
give very educated opinions and that’s good. In the end, though, 
only the makers know what their potions are designed to do and 
even they won't know every last consequence. Michael Yeadon was 
scathing about doctors doing what they knew to be wrong. 
‘Everyone’s mute’, he said. Doctors in the NHS must know this was 
not right, coming into work and injecting people. ‘I don’t know how 
they sleep at night. I know I couldn’t do it. I know that if I were in 
that position I’d have to quit.’ He said he knew enough about 
toxicology to know this was not a good risk-benefit. Yeadon had 
spoken to seven or eight university professors and all except two 
would not speak out publicly. Their universities had a policy that no 
one said anything that countered the government and its medical 
advisors. They were afraid of losing their government grants. This is 
how intimidation has been used to silence the truth at every level of 
the system. I say silence, but these people could still speak out if they 
made that choice. Yeadon called them ‘moral cowards’ — ‘This is 
about your children and grandchildren’s lives and you have just 
buggered off and left it.’ 


‘Variant nonsense 

Some of his most powerful comments related to the alleged 
‘variants’ being used to instil more fear, justify more lockdowns, and 
introduce more ‘vaccines’. He said government claims about 
‘variants’ were nonsense. He had checked the alleged variant ‘codes’ 
and they were 99.7 percent identical to the ‘original’. This was the 
human identity difference equivalent to putting a baseball cap on 
and off or wearing it the other way round. A 0.3 percent difference 
would make it impossible for that ‘variant’ to escape immunity from 
the ‘original’. This made no sense of having new ‘vaccines’ for 


‘variants’. He said there would have to be at least a 30 percent 
difference for that to be justified and even then he believed the 
immune system would still recognise what it was. Gates-funded 
‘variant modeller’ and ‘vaccine’-pusher John Edmunds might care to 
comment. Yeadon said drug companies were making new versions 
of the ‘vaccine’ as a ‘top up’ for ‘variants’. Worse than that, he said, 
the ‘regulators’ around the world like the MHRA in the UK had got 
together and agreed that because ‘vaccines’ for ‘variants’ were so 
similar to the first ‘vaccines’ they did not have to do safety studies. How 
transparently sinister that is. This is when Yeadon said: “There is a 
conspiracy here.’ There was no need for another vaccine for 
‘variants’ and yet we were told that there was and the country had 
shut its borders because of them. ‘They are going into hundreds of 
millions of arms without passing ‘go’ or any regulator. Why did they 
do that? Why did they pick this method of making the vaccine?’ 


The reason had to be something bigger than that it seemed and 
‘it’s not protection against the virus’. It’s was a far bigger project that 
meant politicians and advisers were willing to do things and not do 
things that knowingly resulted in avoidable deaths — ‘that’s already 
happened when you think about lockdown and deprivation of 
health care for a year.’ He spoke of people prepared to do something 
that results in the avoidable death of their fellow human beings and 
it not bother them. This is the penny-drop I have been working to 
get across for more than 30 years — the level of pure evil we are 
dealing with. Yeadon said his friends and associates could not 
believe there could be that much evil, but he reminded them of 
Stalin, Pol Pot and Hitler and of what Stalin had said: ‘One death is a 
tragedy. A million? A statistic.” He could not think of a benign 
explanation for why you need top-up vaccines ‘which I’m sure you 
don’t’ and for the regulators ‘to just get out of the way and wave 
them through’. Why would the regulators do that when they were 
still wrestling with the dangers of the ‘parent’ vaccine? He was 
clearly shocked by what he had seen since the ‘Covid’ hoax began 
and now he was thinking the previously unthinkable: 


If you wanted to depopulate a significant proportion of the world and to do it in a way that 
doesn’t involve destruction of the environment with nuclear weapons, poisoning everyone 
with anthrax or something like that, and you wanted plausible deniability while you had a 
multi-year infectious disease crisis, | actually don’t think you could come up with a better plan 
of work than seems to be in front of me. | can’t say that’s what they are going to do, but | can’t 
think of a benign explanation why they are doing it. 


He said he never thought that they would get rid of 99 percent of 
humans, but now he wondered. ‘If you wanted to that this would be 
a hell of a way to do it — it would be unstoppable folks.’ Yeadon had 
concluded that those who submitted to the ‘vaccine’ would be 
allowed to have some kind of normal life (but for how long?) while 
screws were tightened to coerce and mandate the last few percent. ‘I 
think they’Il put the rest of them in a prison camp. I wish I was 
wrong, but I don’t think I am.’ Other points he made included: There 
were no coronavirus vaccines then suddenly they all come along at 
the same time; we have no idea of the long term affect with trials so 
short; coercing or forcing people to have medical procedures is 
against the Nuremberg Code instigated when the Nazis did just that; 
people should at least delay having the ‘vaccine’; a quick Internet 
search confirms that masks don’t reduce respiratory viral 
transmission and ‘the government knows that’; they have smashed 
civil society and they know that, too; two dozen peer-reviewed 
studies show no connection between lockdown and reducing deaths; 
he knew from personal friends the elite were still flying around and 
going on holiday while the public were locked down; the elite were 
not having the ‘vaccines’. He was also asked if ‘vaccines’ could be 
made to target difference races. He said he didn’t know, but the 
document by the Project for the New American Century in 
September, 2000, said developing ‘advanced forms of biological 
warfare that can target specific genotypes may transform biological 
warfare from the realm of terror to a politically useful tool.’ Oh, 
they’re evil all right. Of that we can be absolutely sure. 


We have seen from the CDC definition that the mRNA ‘Covid 
vaccine’ is not a vaccine and nor are the others that claim to reduce 
‘severity of symptoms’ in some people, but not protect from infection 
or transmission. What about all the lies about returning to ‘normal’ if 
people were ‘vaccinated’? If they are not claimed to stop infection 
and transmission of the alleged ‘virus’, how does anything change? 
This was all lies to manipulate people to take the jabs and we are 
seeing that now with masks and distancing still required for the 
‘vaccinated’. How did they think that elderly people with fragile 
health and immune responses were going to be affected by infusing 
their cells with synthetic material and other toxic substances? They 
knew that in the short and long term it would be devastating and 
fatal as the culling of the old that began with the first lockdowns was 
continued with the ‘vaccine’. Death rates in care homes soared 
immediately residents began to be ‘vaccinated’ — infused with 
synthetic material. Brave and committed whistleblower nurses put 
their careers at risk by exposing this truth while the rest kept their 
heads down and their mouths shut to put their careers before those 
they are supposed to care for. A long-time American Certified 
Nursing Assistant who gave his name as James posted a video in 
which he described emotionally what happened in his care home 
when vaccination began. He said that during 2020 very few residents 
were sick with ‘Covid’ and no one died during the entire year; but 
shortly after the Pfizer mRNA injections 14 people died within two 
weeks and many others were near death. ‘They’re dropping like 
flies’, he said. Residents who walked on their own before the shot 
could no longer and they had lost their ability to conduct an 
intelligent conversation. The home’s management said the sudden 
deaths were caused by a ‘super-spreader’ of ‘Covid-19’. Then how 
come, James asked, that residents who refused to take the injections 
were not sick? It was a case of inject the elderly with mRNA 
synthetic potions and blame their illness and death that followed on 
the ‘virus’. James described what was happening in care homes as 
‘the greatest crime of genocide this country has ever seen’. 
Remember the NHS staff nurse from earlier who used the same 


word ‘genocide’ for what was happening with the ‘vaccines’ and 
that it was an ‘act of human annihilation’. A UK care home 
whistleblower told a similar story to James about the effect of the 
‘vaccine’ in deaths and ‘outbreaks’ of illness dubbed ‘Covid’ after 
getting the jab. She told how her care home management and staff 
had zealously imposed government regulations and no one was 
allowed to even question the official narrative let alone speak out 
against it. She said the NHS was even worse. Again we see the 
results of reframing. A worker at a local care home where I live said 
they had not had a single case of ‘Covid’ there for almost a year and 
when the residents were ‘vaccinated’ they had 19 positive cases in 
two weeks with eight dying. 


It's not the ‘vaccine’ — honest 

The obvious cause and effect was being ignored by the media and 
most of the public. Australia’s health minister Greg Hunt (a former 
head of strategy at the World Economic Forum) was admitted to 
hospital after he had the ‘vaccine’. He was suffering according to 
reports from the skin infection ‘cellulitis’ and it must have been a 
severe case to have warranted days in hospital. Immediately the 
authorities said this was nothing to do with the ‘vaccine’ when an 
effect of some vaccines is a ‘cellulitis-like reaction’. We had families 
of perfectly healthy old people who died after the ‘vaccine’ saying 
that if only they had been given the ‘vaccine’ earlier they would still 
be alive. As a numbskull rating that is off the chart. A father of four 
‘died of Covid’ at aged 48 when he was taken ill two days after 
having the ‘vaccine’. The man, a health administrator, had been 
‘shielding during the pandemic’ and had ‘not really left the house’ 
until he went for the ‘vaccine’. Having the ‘vaccine’ and then falling 
ill and dying does not seem to have qualified as a possible cause and 
effect and ‘Covid-19’ went on his death certificate. His family said 
they had no idea how he ‘caught the virus’. A family member said: 
‘Tragically, it could be that going for a vaccination ultimately led to 
him catching Covid ...The sad truth is that they are never going to 
know where it came from.’ The family warned people to remember 


that the virus still existed and was ‘very real’. So was their stupidity. 
Nurses and doctors who had the first round of the ‘vaccine’ were 
collapsing, dying and ending up in a hospital bed while they or their 
grieving relatives were saying they'd still have the ‘vaccine’ again 
despite what happened. I kid you not. You mean if your husband 
returned from the dead he’d have the same ‘vaccine’ again that killed 
him?? 

Doctors at the VCU Medical Center in Richmond, Virginia, said 
the Johnson & Johnson ‘vaccine’ was to blame for a man’s skin 
peeling off. Patient Richard Terrell said: ‘It all just happened so fast. 
My skin peeled off. It’s still coming off on my hands now.’ He said it 
was stinging, burning and itching and when he bent his arms and 
legs it was very painful with ‘the skin swollen and rubbing against 
itself’. Pfizer/BioNTech and Moderna vaccines use mRNA to change 
the cell while the Johnson & Johnson version uses DNA in a process 
similar to AstraZeneca’s technique. Johnson & Johnson and 
AstraZeneca have both had their ‘vaccines’ paused by many 
countries after causing serious blood problems. Terrell’s doctor Fnu 
Nutan said he could have died if he hadn’t got medical attention. It 
sounds terrible so what did Nutan and Terrell say about the ‘vaccine’ 
now? Oh, they still recommend that people have it. A nurse in a 
hospital bed 40 minutes after the vaccination and unable to swallow 
due to throat swelling was told by a doctor that he lost mobility in 
his arm for 36 hours following the vaccination. What did he say to 
the ailing nurse? ‘Good for you for getting the vaccination.’ We are 
dealing with a serious form of cognitive dissonance madness in both 
public and medical staff. There is a remarkable correlation between 
those having the ‘vaccine’ and trumpeting the fact and suffering bad 
happenings shortly afterwards. Witold Rogiewicz, a Polish doctor, 
made a video of his ‘vaccination’ and ridiculed those who were 
questioning its safety and the intentions of Bill Gates: “Vaccinate 
yourself to protect yourself, your loved ones, friends and also 
patients. And to mention quickly I have info for anti-vaxxers and 
anti-Coviders if you want to contact Bill Gates you can do this 
through me.’ He further ridiculed the dangers of 5G. Days later he 


was dead, but naturally the vaccination wasn’t mentioned in the 
verdict of ‘heart attack’. 


Lies, lies and more lies 

So many members of the human race have slipped into extreme 
states of insanity and unfortunately they include reframed doctors 
and nursing staff. Having a ‘vaccine’ and dying within minutes or 
hours is not considered a valid connection while death from any 
cause within 28 days or longer of a positive test with a test not 
testing for the ‘virus’ means “Covid-19’ goes on the death certificate. 
How could that ‘vaccine’-death connection not have been made 
except by calculated deceit? US figures in the initial rollout period to 
February 12th, 2020, revealed that a third of the deaths reported to 
the CDC after ‘Covid vaccines’ happened within 48 hours. Five men 
in the UK suffered an ‘extremely rare’ blood clot problem after 
having the AstraZeneca ‘vaccine’, but no causal link was established 
said the Gates-funded Medicines and Healthcare products 
Regulatory Agency (MHRA) which had given the ‘vaccine’ 
emergency approval to be used. Former Pfizer executive Dr Michael 
Yeadon explained in his interview how the procedures could cause 
blood coagulation and clots. People who should have been at no risk 
were dying from blood clots in the brain and he said he had heard 
from medical doctor friends that people were suffering from skin 
bleeding and massive headaches. The AstraZeneca ‘shot’ was 
stopped by some 20 countries over the blood clotting issue and still 
the corrupt MHRA, the European Medicines Agency (EMA) and the 
World Health Organization said that it should continue to be given 
even though the EMA admitted that it ‘still cannot rule out 
definitively’ a link between blood clotting and the ‘vaccine’. Later 
Marco Cavaleri, head of EMA vaccine strategy, said there was indeed 
a clear link between the ‘vaccine’ and thrombosis, but they didn’t 
know why. So much for the trials showing the ‘vaccine’ is safe. Blood 
clots were affecting younger people who would be under virtually 
no danger from ‘Covid’ even if it existed which makes it all the more 
stupid and sinister. 


The British government responded to public alarm by wheeling 
out June Raine, the terrifyingly weak infant school headmistress 
sound-alike who heads the UK MHRA drug ‘regulator’. The idea 
that she would stand up to Big Pharma and government pressure is 
laughable and she told us that all was well in the same way that she 
did when allowing untested, never-used-on-humans-before, 
genetically-manipulating ‘vaccines’ to be exposed to the public in the 
first place. Mass lying is the new normal of the ‘Covid’ era. The 
MHRA later said 30 cases of rare blood clots had by then been 
connected with the AstraZeneca ‘vaccine’ (that means a lot more in 
reality) while stressing that the benefits of the jab in preventing 
‘Covid-19 outweighed any risks. A more ridiculous and 
disingenuous statement with callous disregard for human health it is 
hard to contemplate. Immediately after the mendacious ‘all-clears’ 
two hospital workers in Denmark experienced blood clots and 
cerebral haemorrhaging following the AstraZeneca jab and one died. 
Top Norwegian health official Pal Andre Holme said the ‘vaccine’ 
was the only common factor: ‘There is nothing in the patient history 
of these individuals that can give such a powerful immune response 
... lam confident that the antibodies that we have found are the 
cause, and I see no other explanation than it being the vaccine which 
triggers it.’ Strokes, a clot or bleed in the brain, were clearly 
associated with the ‘vaccine’ from word of mouth and whistleblower 
reports. Similar consequences followed with all these ‘vaccines’ that 
we were told were so safe and as the numbers grew by the day it 
was clear we were witnessing human carnage. 


Learning the hard way 

A woman interviewed by UKColumn told how her husband 
suffered dramatic health effects after the vaccine when he’d been in 
good health all his life. He went from being a little unwell to losing 
all feeling in his legs and experiencing ‘excruciating pain’. 
Misdiagnosis followed twice at Accident and Emergency (an 
‘allergy’ and ‘sciatica’) before he was admitted to a neurology ward 
where doctors said his serious condition had been caused by the 


‘vaccine’. Another seven ‘vaccinated’ people were apparently being 
treated on the same ward for similar symptoms. The woman said he 
had the ‘vaccine’ because they believed media claims that it was safe. 
‘I didn’t think the government would give out a vaccine that does 
this to somebody; I believed they would be bringing out a 
vaccination that would be safe.’ What a tragic way to learn that 
lesson. Another woman posted that her husband was transporting 
stroke patients to hospital on almost every shift and when he asked 
them if they had been ‘vaccinated’ for ‘Covid’ they all replied ‘yes’. 
One had a ‘massive brain bleed’ the day after his second dose. She 
said her husband reported the ‘just been vaccinated’ information 
every time to doctors in A and E only for them to ignore it, make no 
notes and appear annoyed that it was even mentioned. This 
particular report cannot be verified, but it expresses a common 
theme that confirms the monumental underreporting of ‘vaccine’ 
consequences. Interestingly as the ‘vaccines’ and their brain blood 
clot/stroke consequences began to emerge the UK National Health 
Service began a publicity campaign telling the public what to do in 
the event of a stroke. A Scottish NHS staff nurse who quit in disgust 
in March, 2021, said: 


| have seen traumatic injuries from the vaccine, they’re not getting reported to the yellow card 
[adverse reaction] scheme, they’re treating the symptoms, not asking why, why it’s happening. 
It’s just treating the symptoms and when you speak about it you’re dismissed like you’re crazy, 
I’m not crazy, I’m not crazy because every other colleague I’ve spoken to is terrified to speak 
out, they’ve had enough. 


Videos appeared on the Internet of people uncontrollably shaking 
after the ‘vaccine’ with no control over muscles, limbs and even their 
face. A Scottish mother broke out in a severe rash all over her body 
almost immediately after she was given the AstraZeneca ‘vaccine’. 
The pictures were horrific. Leigh King, a 41-year-old hairdresser 
from Lanarkshire said: ‘Never in my life was I prepared for what I 
was about to experience ... My skin was so sore and constantly hot 
... [have never felt pain like this ...’ But don’t you worry, the 
‘vaccine’ is perfectly safe. Then there has been the effect on medical 


staff who have been pressured to have the ‘vaccine’ by psychopathic 
‘health’ authorities and government. A London hospital consultant 
who gave the name K. Polyakova wrote this to the British Medical 
Journal or BMJ: 


| am currently struggling with ... the failure to report the reality of the morbidity caused by our 
current vaccination program within the health service and staff population. The levels of 
sickness after vaccination is unprecedented and staff are getting very sick and some with 
neurological symptoms which is having a huge impact on the health service function. Even 
the young and healthy are off for days, some for weeks, and some requiring medical 
treatment. Whole teams are being taken out as they went to get vaccinated together. 


Mandatory vaccination in this instance is stupid, unethical and irresponsible when it comes to 
protecting our staff and public health. We are in the voluntary phase of vaccination, and 
encouraging staff to take an unlicensed product that is impacting on their immediate health ... 
it is clearly stated that these vaccine products do not offer immunity or stop transmission. In 
which case why are we doing it? 


Not to protect health that’s for sure. Medical workers are lauded by 
governments for agenda reasons when they couldn’t give a toss 
about them any more than they can for the population in general. 
Schools across America faced the same situation as they closed due 
to the high number of teachers and other staff with bad reactions to 
the Pfizer/BioNTech, Moderna, and Johnson & Johnson ‘Covid 
vaccines’ all of which were linked to death and serious adverse 
effects. The BMJ took down the consultant’s comments pretty 
quickly on the grounds that they were being used to spread 
‘disinformation’. They were exposing the truth about the ‘vaccine’ 
was the real reason. The cover-up is breathtaking. 


The scale of the ‘vaccine’ death cover-up worldwide can be 
confirmed by comparing official figures with the personal experience 
of the public. I heard of many people in my community who died 
immediately or soon after the vaccine that would never appear in the 
media or even likely on the official totals of ‘vaccine’ fatalities and 
adverse reactions when only about ten percent are estimated to be 


reported and I have seen some estimates as low as one percent in a 
Harvard study. In the UK alone by April 29th, 2021, some 757,654 
adverse reactions had been officially reported from the 

Pfizer/BioN Tech, Oxford/AstraZeneca and Moderna ‘vaccines’ with 
more than a thousand deaths linked to jabs and that means an 
estimated ten times this number in reality from a ten percent 
reporting rate percentage. That’s seven million adverse reactions and 
10,000 potential deaths and a one percent reporting rate would be 
ten times those figures. In 1976 the US government pulled the swine 
flu vaccine after 53 deaths. The UK data included a combined 10,000 
eye disorders from the ‘Covid vaccines’ with more than 750 suffering 
visual impairment or blindness and again multiply by the estimated 
reporting percentages. As ‘Covid cases’ officially fell hospitals 
virtually empty during the ‘Covid crisis’ began to fill up with a 
range of other problems in the wake of the ‘vaccine’ rollout. The 
numbers across America have also been catastrophic. Deaths linked 
to all types of vaccine increased by 6,000 percent in the first quarter of 
2021 compared with 2020. A 39-year-old woman from Ogden, Utah, 
died four days after receiving a second dose of Moderna’s ‘Covid 
vaccine’ when her liver, heart and kidneys all failed despite the fact 
that she had no known medical issues or conditions. Her family 
sought an autopsy, but Dr Erik Christensen, Utah’s chief medical 
examiner, said proving vaccine injury as a cause of death almost 
never happened. He could think of only one instance where an 
autopsy would name a vaccine as the official cause of death and that 
would be anaphylaxis where someone received a vaccine and died 
almost instantaneously. ‘Short of that, it would be difficult for us to 
definitively say this is the vaccine,’ Christensen said. If that is true 
this must be added to the estimated ten percent (or far less) 
reporting rate of vaccine deaths and serious reactions and the 
conclusion can only be that vaccine deaths and serious reactions — 
including these ‘Covid’ potions’ — are phenomenally understated in 
official figures. The same story can be found everywhere. Endless 
accounts of deaths and serious reactions among the public, medical 


and care home staff while official figures did not even begin to 
reflect this. 


Professional script-reader Dr David Williams, a ‘top public-health 
official’ in Ontario, Canada, insulted our intelligence by claiming 
only four serious adverse reactions and no deaths from the more 
than 380,000 vaccine doses then given. This bore no resemblance to 
what people knew had happened in their owns circles and we had 
Dirk Huyer in charge of getting millions vaccinated in Ontario while 
at the same time he was Chief Coroner for the province investigating 
causes of death including possible death from the vaccine. An aide 
said he had stepped back from investigating deaths, but evidence 
indicated otherwise. Rosemary Frei, who secured a Master of Science 
degree in molecular biology at the Faculty of Medicine at Canada’s 
University of Calgary before turning to investigative journalism, was 
one who could see that official figures for ‘vaccine’ deaths and 
reactions made no sense. She said that doctors seldom reported 
adverse events and when people got really sick or died after getting 
a vaccination they would attribute that to anything except the 
vaccines. It had been that way for years and anyone who wondered 
aloud whether the ‘Covid vaccines’ or other shots cause harm is 
immediately branded as ‘anti-vax’ and ‘anti-science’. This was 
‘career-threatening’ for health professionals. Then there was the 
huge pressure to support the push to ‘vaccinate’ billions in the 
quickest time possible. Frei said: 


So that’s where we’re at today. More than half a million vaccine doses have been given to 
people in Ontario alone. The rush is on to vaccinate all 15 million of us in the province by 
September. And the mainstream media are screaming for this to be sped up even more. That 
all adds up to only a very slim likelihood that we’re going to be told the truth by officials 
about how many people are getting sick or dying from the vaccines. 


What is true of Ontario is true of everywhere. 


They KNEW — and still did it 


The authorities knew what was going to happen with multiple 
deaths and adverse reactions. The UK government’s Gates-funded 


and Big Pharma-dominated Medicines and Healthcare products 
Regulatory Agency (MHRA) hired a company to employ AI in 
compiling the projected reactions to the ‘vaccine’ that would 
otherwise be uncountable. The request for applications said: “The 
MHRA urgently seeks an Artificial Intelligence (AI) software tool to 
process the expected high volume of Covid-19 vaccine Adverse Drug 
Reaction ...’ This was from the agency, headed by the disingenuous 
June Raine, that gave the ‘vaccines’ emergency approval and the 
company was hired before the first shot was given. ‘We are going to 
kill and maim you — is that okay?’ ‘Oh, yes, perfectly fine — I’m very 
grateful, thank you, doctor.’ The range of “Covid vaccine’ adverse 
reactions goes on for page after page in the MHRA criminally 
underreported ‘Yellow Card’ system and includes affects to eyes, 
ears, skin, digestion, blood and so on. Raine’s MHRA amazingly 
claimed that the ‘overall safety experience ... is so far as expected 
from the clinical trials’. The death, serious adverse effects, deafness 
and blindness were expected? When did they ever mention that? If 
these human tragedies were expected then those that gave approval 
for the use of these ‘vaccines’ must be guilty of crimes against 
humanity including murder — a definition of which is ‘killing a 
person with malice aforethought or with recklessness manifesting 
extreme indifference to the value of human life.” People involved at 
the MHRA, the CDC in America and their equivalent around the 
world must go before Nuremberg trials to answer for their callous 
inhumanity. We are only talking here about the immediate effects of 
the ‘vaccine’. The longer-term impact of the DNA synthetic 
manipulation is the main reason they are so hysterically desperate to 
inoculate the entire global population in the shortest possible time. 
Africa and the developing world are a major focus for the ‘vaccine’ 
depopulation agenda and a mass vaccination sales-pitch is 
underway thanks to caring people like the Rockefellers and other 
Cult assets. The Rockefeller Foundation, which pre-empted the 
‘Covid pandemic’ in a document published in 2010 that ‘predicted’ 
what happened a decade later, announced an initial $34.95 million 
grant in February, 2021, ‘to ensure more equitable access to Covid-19 


testing and vaccines’ among other things in Africa in collaboration 
with ‘24 organizations, businesses, and government agencies’. The 
pan-Africa initiative would focus on 10 countries: Burkina Faso, 
Ethiopia, Ghana, Kenya, Nigeria, Rwanda, South Africa, Tanzania, 
Uganda, and Zambia’. Rajiv Shah, President of the Rockefeller 
Foundation and former administrator of ClA-controlled USAID, said 
that if Africa was not mass-vaccinated (to change the DNA of its 
people) it was a ‘threat to all of humanity’ and not fair on Africans. 
When someone from the Rockefeller Foundation says they want to 
do something to help poor and deprived people and countries it is 
time for a belly-laugh. They are doing this out of the goodness of 
their ‘heart’ because ‘vaccinating’ the entire global population is 
what the ‘Covid’ hoax set out to achieve. Official ‘decolonisation’ of 
Africa by the Cult was merely a prelude to financial colonisation on 
the road to a return to physical colonisation. The ‘vaccine’ is vital to 
that and the sudden and convenient death of the ‘Covid’ sceptic 
president of Tanzania can be seen in its true light. A lot of people in 
Africa are aware that this is another form of colonisation and 
exploitation and they need to stand their ground. 


The ‘vaccine is working scam 

A potential problem for the Cult was that the ‘vaccine’ is meant to 
change human DNA and body messaging and not to protect anyone 
from a ‘virus’ never shown to exist. The vaccine couldn’t work 
because it was not designed to work and how could they make it 
appear to be working so that more people would have it? This was 
overcome by lowering the amplification rate of the PCR test to 
produce fewer ‘cases’ and therefore fewer ‘deaths’. Some of us had 
been pointing out since March, 2020, that the amplification rate of 
the test not testing for the ‘virus’ had been made artificially high to 
generate positive tests which they could call ‘cases’ to justify 
lockdowns. The World Health Organization recommended an 
absurdly high 45 amplification cycles to ensure the high positives 
required by the Cult and then remained silent on the issue until 
January 20th, 2021 — Biden’s Inauguration Day. This was when the 


‘vaccinations’ were seriously underway and on that day the WHO 
recommended after discussions with America’s CDC that 
laboratories lowered their testing amplification. Dr David Samadi, a 
certified urologist and health writer, said the WHO was encouraging 
all labs to reduce their cycle count for PCR tests. He said the current 
cycle was much too high and was ‘resulting in any particle being 
declared a positive case’. Even one mainstream news report I saw 
said this meant the number of “Covid’ infections may have been 
‘dramatically inflated’. Oh, just a little bit. The CDC in America 
issued new guidance to laboratories in April, 2021, to use 28 cycles 
but only for ‘vaccinated’ people. The timing of the CDC/WHO 
interventions were cynically designed to make it appear the 
‘vaccines’ were responsible for falling cases and deaths when the real 
reason can be seen in the following examples. New York’s state lab, 
the Wadsworth Center, identified 872 positive tests in July, 2020, 
based on a threshold of 40 cycles. When the figure was lowered to 35 
cycles 43 percent of the 872 were no longer ‘positives’. At 30 cycles 
the figure was 63 percent. A Massachusetts lab found that between 
85 to 90 percent of people who tested positive in July with a cycle 
threshold of 40 would be negative at 30 cycles, Ashish Jha, MD, 
director of the Harvard Global Health Institute, said: ‘I’m really 
shocked that it could be that high ... Boy, does it really change the 
way we need to be thinking about testing.’ I’m shocked that I could 
see the obvious in the spring of 2020, with no medical background, 
and most medical professionals still haven’t worked it out. No, that’s 
not shocking — it’s terrifying. 

Three weeks after the WHO directive to lower PCR cycles the 
London Daily Mail ran this headline: ‘Why ARE Covid cases 
plummeting? New infections have fallen 45% in the US and 30% 
globally in the past 3 weeks but experts say vaccine is NOT the main 
driver because only 8% of Americans and 13% of people worldwide 
have received their first dose.’ They acknowledged that the drop 
could not be attributed to the ‘vaccine’, but soon this morphed 
throughout the media into the ‘vaccine’ has caused cases and deaths 
to fall when it was the PCR threshold. In December, 2020, there was 


chaos at English Channel ports with truck drivers needing negative 
‘Covid’ tests before they could board a ferry home for Christmas. 
The government wanted to remove the backlog as fast as possible 
and they brought in troops to do the ‘testing’. Out of 1,600 drivers 
just 36 tested positive and the rest were given the all clear to cross 
the Channel. I guess the authorities thought that 36 was the least 
they could get away with without the unquestioning catching on. 
The amplification trick which most people believed in the absence of 
information in the mainstream applied more pressure on those 
refusing the ‘vaccine’ to succumb when it ‘obviously worked’. The 
truth was the exact opposite with deaths in care homes soaring with 
the ‘vaccine’ and in Israel the term used was ‘skyrocket’. A re- 
analysis of published data from the Israeli Health Ministry led by Dr 
Hervé Seligmann at the Medicine Emerging Infectious and Tropical 
Diseases at Aix-Marseille University found that Pfizer’s ‘Covid 
vaccine’ killed ‘about 40 times more [elderly] people than the disease 
itself would have killed’ during a five-week vaccination period and 
260 times more younger people than would have died from the 
‘virus’ even according to the manipulated ‘virus’ figures. Dr 
Seligmann and his co-study author, Haim Yativ, declared after 
reviewing the Israeli ‘vaccine’ death data: ‘This is a new Holocaust.’ 


Then, in mid-April, 2021, after vast numbers of people worldwide 
had been ‘vaccinated’, the story changed with clear coordination. 
The UK government began to prepare the ground for more future 
lockdowns when Nuremberg-destined Boris Johnson told yet 
another whopper. He said that cases had fallen because of lockdowns 
not ‘vaccines’. Lockdowns are irrelevant when there is no ‘virus’ and 
the test and fraudulent death certificates are deciding the number of 
‘cases’ and ‘deaths’. Study after study has shown that lockdowns 
don’t work and instead kill and psychologically destroy people. 
Meanwhile in the United States Anthony Fauci and Rochelle 
Walensky, the ultra-Zionist head of the CDC, peddled the same line. 
More lockdown was the answer and not the ‘vaccine’, a line repeated 
on cue by the moron that is Canadian Prime Minister Justin Trudeau. 
Why all the hysteria to get everyone ‘vaccinated’ if lockdowns and 


not ‘vaccines’ made the difference? None of it makes sense on the 
face of it. Oh, but it does. The Cult wants lockdowns and the 
‘vaccine’ and if the ‘vaccine’ is allowed to be seen as the total answer 
lockdowns would no longer be justified when there are still 
livelihoods to destroy. ‘Variants’ and renewed upward manipulation 
of PCR amplification are planned to instigate never-ending 
lockdown and more ‘vaccines’. 


You must have it— we're desperate 

Israel, where the Jewish and Arab population are ruled by the 
Sabbatian Cult, was the front-runner in imposing the DNA- 
manipulating ‘vaccine’ on its people to such an extent that Jewish 
refusers began to liken what was happening to the early years of 
Nazi Germany. This would seem to be a fantastic claim. Why would 
a government of Jewish people be acting like the Nazis did? If you 
realise that the Sabbatian Cult was behind the Nazis and that 
Sabbatians hate Jews the pieces start to fit and the question of why a 
‘Jewish’ government would treat Jews with such callous disregard 
for their lives and freedom finds an answer. Those controlling the 
government of Israel aren't Jewish — they're Sabbatian. Israeli lawyer 
Tamir Turgal was one who made the Nazi comparison in comments 
to German lawyer Reiner Fuellmich who is leading a class action 
lawsuit against the psychopaths for crimes against humanity. Turgal 
described how the Israeli government was vaccinating children and 
pregnant women on the basis that there was no evidence that this 
was dangerous when they had no evidence that it wasn’t dangerous 
either. They just had no evidence. This was medical experimentation 
and Turgal said this breached the Nuremberg Code about medical 
experimentation and procedures requiring informed consent and 
choice. Think about that. A Nuremberg Code developed because of 
Nazi experimentation on Jews and others in concentration camps by 
people like the evil-beyond-belief Josef Mengele is being breached by 
the Israeli government; but when you know that it’s a Sabbatian 
government along with its intelligence and military agencies like 
Mossad, Shin Bet and the Israeli Defense Forces, and that Sabbatians 


were the force behind the Nazis, the kaleidoscope comes into focus. 
What have we come to when Israeli Jews are suing their government 
for violating the Nuremberg Code by essentially making Israelis 
subject to a medical experiment using the controversial ‘vaccines’? 
It’s a shocker that this has to be done in the light of what happened 
in Nazi Germany. The Anshe Ha-Emet, or ‘People of the Truth’, 
made up of Israeli doctors, lawyers, campaigners and public, have 
launched a lawsuit with the International Criminal Court. It says: 


When the heads of the Ministry of Health as well as the prime minister presented the vaccine 
in Israel and began the vaccination of Israeli residents, the vaccinated were not advised, that, 
in practice, they are taking part in a medical experiment and that their consent is required for 
this under the Nuremberg Code. 


The irony is unbelievable, but easily explained in one word: 
Sabbatians. The foundation of Israeli ‘Covid’ apartheid is the ‘green 
pass’ or ‘green passport’ which allows Jews and Arabs who have 
had the DNA-manipulating ‘vaccine’ to go about their lives — to 
work, fly, travel in general, go to shopping malls, bars, restaurants, 
hotels, concerts, gyms, swimming pools, theatres and sports venues, 
while non-’ vaccinated’ are banned from all those places and 
activities. Israelis have likened the ‘green pass’ to the yellow stars 
that Jews in Nazi Germany were forced to wear — the same as the 
yellow stickers that a branch of UK supermarket chain Morrisons 
told exempt mask-wears they had to display when shopping. How 
very sensitive. The Israeli system is blatant South African-style 
apartheid on the basis of compliance or non-compliance to fascism 
rather than colour of the skin. How appropriate that the Sabbatian 
Israeli government was so close to the pre-Mandela apartheid 
regime in Pretoria. The Sabbatian-instigated ‘vaccine passport’ in 
Israel is planned for everywhere. Sabbatians struck a deal with 
Pfizer that allowed them to lead the way in the percentage of a 
national population infused with synthetic material and the result 
was catastrophic. Israeli freedom activist Shai Dannon told me how 
chairs were appearing on beaches that said ‘vaccinated only’. Health 
Minister Yuli Edelstein said that anyone unwilling or unable to get 


the jabs that ‘confer immunity’ will be ‘left behind’. The man’s a liar. 
Not even the makers claim the ‘vaccines’ confer immunity. When 
you see those figures of ‘vaccine’ deaths these psychopaths were 
saying that you must take the chance the ‘vaccine’ will kill you or 
maim you while knowing it will change your DNA or lockdown for 
you will be permanent. That's fascism. The Israeli parliament passed 
a law to allow personal information of the non-vaccinated to be 
shared with local and national authorities for three months. This was 
claimed by its supporters to be a way to ‘encourage’ people to be 
vaccinated. Hadas Ziv from Physicians for Human Rights described 
this as a ‘draconian law which crushed medical ethics and the 
patient rights’. But that’s the idea, the Sabbatians would reply. 


Your papers, please 

Sabbatian Israel was leading what has been planned all along to be a 
global ‘vaccine pass’ called a ‘green passport’ without which you 
would remain in permanent lockdown restriction and unable to do 
anything. This is how badly — desperately — the Cult is to get everyone 
‘vaccinated’. The term and colour ‘green’ was not by chance and 
related to the psychology of fusing the perception of the green 
climate hoax with the ‘Covid’ hoax and how the ‘solution’ to both is 
the same Great Reset. Lying politicians, health officials and 
psychologists denied there were any plans for mandatory 
vaccinations or restrictions based on vaccinations, but they knew 
that was exactly what was meant to happen with governments of all 
countries reaching agreements to enforce a global system. ‘Free’ 
Denmark and ‘free’ Sweden unveiled digital vaccine certification. 
Cyprus, Czech Republic, Estonia, Greece, Hungary, Iceland, Italy, 
Poland, Portugal, Slovakia, and Spain have all committed to a 
vaccine passport system and the rest including the whole of the EU 
would follow. The satanic UK government will certainly go this way 
despite mendacious denials and at the time of writing it is trying to 
manipulate the public into having the ‘vaccine’ so they could go 
abroad on a summer holiday. How would that work without 
something to prove you had the synthetic toxicity injected into you? 


Documents show that the EU’s European Commission was moving 
towards ‘vaccine certificates’ in 2018 and 2019 before the ‘Covid’ 
hoax began. They knew what was coming. Abracadabra — Ursula 
von der Leyen, the German President of the Commission, 
announced in March, 2021, an EU ‘Digital Green Certificate’ — green 
again — to track the public’s ‘Covid status’. The passport sting is 
worldwide and the Far East followed the same pattern with South 
Korea ruling that only those with ‘vaccination’ passports — again the 
green pass — would be able to ‘return to their daily lives’. 


Bill Gates has been preparing for this ‘passport’ with other Cult 
operatives for years and beyond the paper version is a Gates-funded 
‘digital tattoo’ to identify who has been vaccinated and who hasn't. 
The ‘tattoo’ is reported to include a substance which is externally 
readable to confirm who has been vaccinated. This is a bio-luminous 
light-generating enzyme (think fireflies) called ... Luciferase. Yes, 
named after the Cult ‘god’ Lucifer the ‘light bringer’ of whom more 
to come. Gates said he funded the readable tattoo to ensure children 
in the developing world were vaccinated and no one was missed out. 
He cares so much about poor kids as we know. This was just the 
cover story to develop a vaccine tagging system for everyone on the 
planet. Gates has been funding the ID2020 ‘alliance’ to do just that in 
league with other lovely people at Microsoft, GAVI, the Rockefeller 
Foundation, Accenture and IDEO.org. He said in interviews in 
March, 2020, before any ‘vaccine’ publicly existed, that the world 
must have a globalised digital certificate to track the ‘virus’ and who 
had been vaccinated. Gates knew from the start that the mRNA 
vaccines were coming and when they would come and that the plan 
was to tag the ‘vaccinated’ to marginalise the intelligent and stop 
them doing anything including travel. Evil just doesn’t suffice. Gates 
was exposed for offering a $10 million bribe to the Nigerian House 
of Representatives to invoke compulsory ‘Covid’ vaccination of all 
Nigerians. Sara Cunial, a member of the Italian Parliament, called 
Gates a ‘vaccine criminal’. She urged the Italian President to hand 
him over to the International Criminal Court for crimes against 


humanity and condemned his plans to ‘chip the human race’ 
through ID2020. 

You know it’s a long-planned agenda when war criminal and Cult 
gofer Tony Blair is on the case. With the scale of arrogance only 
someone as dark as Blair can muster he said: ‘Vaccination in the end 
is going to be your route to liberty.’ Blair is a disgusting piece of 
work and he confirms that again. The media has given a lot of 
coverage to a bloke called Charlie Mullins, founder of London’s 
biggest independent plumbing company, Pimlico Plumbers, who has 
said he won’t employ anyone who has not been vaccinated or have 
them go to any home where people are not vaccinated. He said that 
if he had his way no one would be allowed to walk the streets if they 
have not been vaccinated. Gates was cheering at the time while I was 
alerting the white coats. The plan is that people will qualify for 
‘passports’ for having the first two doses and then to keep it they 
will have to have all the follow ups and new ones for invented 
‘variants’ until human genetics is transformed and many are dead 
who can’t adjust to the changes. Hollywood celebrities — the usual 
propaganda stunt — are promoting something called the WELL 
Health-Safety Rating to verify that a building or space has ‘taken the 
necessary steps to prioritize the health and safety of their staff, 
visitors and other stakeholders’. They included Lady Gaga, Jennifer 
Lopez, Michael B. Jordan, Robert DeNiro, Venus Williams, Wolfgang 
Puck, Deepak Chopra and 17th Surgeon General Richard Carmona. 
Yawn. WELL Health-Safety has big connections with China. Parent 
company Delos is headed by former Goldman Sachs partner Paul 
Scialla. This is another example — and we will see so many others — 
of using the excuse of ‘health’ to dictate the lives and activities of the 
population. I guess one confirmation of the ‘safety’ of buildings is 
that only ‘vaccinated’ people can go in, right? 


Electronic concentration camps 

I wrote decades ago about the plans to restrict travel and here we are 
for those who refuse to bow to tyranny. This can be achieved in one 
go with air travel if the aviation industry makes a blanket decree. 


The ‘vaccine’ and guaranteed income are designed to be part of a 
global version of China’s social credit system which tracks behaviour 
24/7 and awards or deletes ‘credits’ based on whether your 
behaviour is supported by the state or not. I mean your entire 
lifestyle — what you do, eat, say, everything. Once your credit score 
falls below a certain level consequences kick in. In China tens of 
millions have been denied travel by air and train because of this. All 
the locations and activities denied to refusers by the ‘vaccine’ 
passports will be included in one big mass ban on doing almost 
anything for those that don’t bow their head to government. It’s 
beyond fascist and a new term is required to describe its extremes — I 
guess fascist technocracy will have to do. The way the Chinese 
system of technological — technocratic — control is sweeping the West 
can be seen in the Los Angeles school system and is planned to be 
expanded worldwide. Every child is required to have a “Covid’- 
tracking app scanned daily before they can enter the classroom. The 
so-called Daily Pass tracking system is produced by Gates’ Microsoft 
which I’m sure will shock you rigid. The pass will be scanned using 
a barcode (one step from an inside-the-body barcode) and the 
information will include health checks, ‘Covid’ tests and 
vaccinations. Entry codes are for one specific building only and 
access will only be allowed if a student or teacher has a negative test 
with a test not testing for the ‘virus’, has no symptoms of anything 
alleged to be related to ‘Covid’ (symptoms from a range of other 
illness), and has a temperature under 100 degrees. No barcode, no 
entry, is planned to be the case for everywhere and not only schools. 
Kids are being psychologically prepared to accept this as ‘normal’ 
their whole life which is why what they can impose in schools is so 
important to the Cult and its gofers. Long-time American freedom 
campaigner John Whitehead of the Rutherford Institute was not 
exaggerating when he said: ‘Databit by databit, we are building our 
own electronic concentration camps.’ Canada under its Cult gofer 
prime minister Justin Trudeau has taken a major step towards the 
real thing with people interned against their will if they test positive 
with a test not testing for the ‘virus’ when they arrive at a Canadian 


airport. They are jailed in internment hotels often without food or 
water for long periods and with many doors failing to lock there 
have been sexual assaults. The interned are being charged 
sometimes $2,000 for the privilege of being abused in this way. 
Trudeau is fully on board with the Cult and says the ‘Covid 
pandemic’ has provided an opportunity for a global ‘reset’ to 
permanently change Western civilisation. His number two, Deputy 
Prime Minister Chrystia Freeland, is a trustee of the World Economic 
Forum and a Rhodes Scholar. The Trudeau family have long been 
servants of the Cult. See The Biggest Secret and Cathy O’Brien’s book 
Trance-Formation of America for the horrific background to Trudeau's 
father Pierre Trudeau another Canadian prime minister. Hide your 
fascism behind the fagade of a heart-on-the-sleeve liberal. It’s a well- 
honed Cult technique. 


What can the ‘vaccine’ really do? 


We have a ‘virus’ never shown to exist and ‘variants’ of the ‘virus’ 
that have also never been shown to exist except, like the ‘original’, as 
computer-generated fictions. Even if you believe there’s a ‘virus’ the 
‘case’ to ‘death’ rate is in the region of 0.23 to 0.15 percent and those 
‘deaths’ are concentrated among the very old around the same 
average age that people die anyway. In response to this lack of threat 
(in truth none) psychopaths and idiots, knowingly and unknowingly 
answering to Gates and the Cult, are seeking to ‘vaccinate’ every 
man, woman and child on Planet Earth. Clearly the ‘vaccine’ is not 
about “Covid’ — none of this ever has been. So what is it all about 
really? Why the desperation to infuse genetically-manipulating 
synthetic material into everyone through mRNA fraudulent 
‘vaccines’ with the intent of doing this over and over with the 
excuses of ‘variants’ and other ‘virus’ inventions? Dr Sherri 
Tenpenny, an osteopathic medical doctor in the United States, has 
made herself an expert on vaccines and their effects as a vehement 
campaigner against their use. Tenpenny was board certified in 
emergency medicine, the director of a level two trauma centre for 12 
years, and moved to Cleveland in 1996 to start an integrative 


medicine practice which has treated patients from all 50 states and 
some 17 other countries. Weaning people off pharmaceutical drugs is 
a speciality. 

She became interested in the consequences of vaccines after 
attending a meeting at the National Vaccine Information Center in 
Washington DC in 2000 where she ‘sat through four days of listening 
to medical doctors and scientists and lawyers and parents of vaccine 
injured kids’ and asked: ‘What's going on?’ She had never been 
vaccinated and never got ill while her father was given a list of 
vaccines to be in the military and was ‘sick his entire life’. The 
experience added to her questions and she began to examine vaccine 
documents from the Centers for Disease Control (CDC). After 
reading the first one, the 1998 version of The General Recommendations 
of Vaccination, she thought: ‘This is it?” The document was poorly 
written and bad science and Tenpenny began 20 years of research 
into vaccines that continues to this day. She began her research into 
‘Covid vaccines’ in March, 2020, and she describes them as ‘deadly’. 
For many, as we have seen, they already have been. Tenpenny said 
that in the first 30 days of the ‘vaccine’ rollout in the United States 
there had been more than 40,000 adverse events reported to the 
vaccine adverse event database. A document had been delivered to 
her the day before that was 172 pages long. ‘We have over 40,000 
adverse events; we have over 3,100 cases of [potentially deadly] 
anaphylactic shock; we have over 5,000 neurological reactions.’ 
Effects ranged from headaches to numbness, dizziness and vertigo, 
to losing feeling in hands or feet and paraesthesia which is when 
limbs ‘fall asleep’ and people have the sensation of insects crawling 
underneath their skin. All this happened in the first 30 days and 
remember that only about ten percent (or far less) of adverse reactions 
and vaccine-related deaths are estimated to be officially reported. 
Tenpenny said: 


So can you think of one single product in any industry, any industry, for as long as products 
have been made on the planet that within 30 days we have 40,000 people complaining of 
side effects that not only is still on the market but ... we’ve got paid actors telling us how great 


they are for getting their vaccine. We're offering people $500 if they will just get their vaccine 
and we've got nurses and doctors going; ‘I got the vaccine, | got the vaccine’. 


Tenpenny said they were not going to be ‘happy dancing folks’ 
when they began to suffer Bell’s palsy (facial paralysis), 
neuropathies, cardiac arrhythmias and autoimmune reactions that 
kill through a blood disorder. ‘They’re not going to be so happy, 
happy then, but we’re never going to see pictures of those people’ 
she said. Tenpenny described the ‘vaccine’ as ‘a well-designed killing 
tool’. 


No off-switch 

Bad as the initial consequences had been Tenpenny said it would be 
maybe 14 months before we began to see the ‘full ravage’ of what is 
going to happen to the ‘Covid vaccinated’ with full-out 
consequences taking anything between two years and 20 years to 
show. You can understand why when you consider that variations of 
the ‘Covid vaccine’ use mRNA (messenger RNA) to in theory 
activate the immune system to produce protective antibodies 
without using the actual ‘virus’. How can they when it’s a computer 
program and they’ve never isolated what they claim is the ‘real 
thing’? Instead they use synthetic mRNA. They are inoculating 
synthetic material into the body which through a technique known 
as the Trojan horse is absorbed into cells to change the nature of 
DNA. Human DNA is changed by an infusion of messenger RNA 
and with each new ‘vaccine’ of this type it is changed even more. Say 
so and you are banned by Cult Internet platforms. The contempt the 
contemptuous Mark Zuckerberg has for the truth and human health 
can be seen in an internal Facebook video leaked to the Project 
Veritas investigative team in which he said of the ‘Covid vaccines’: 
‘... [share some caution on this because we just don’t know the long 
term side-effects of basically modifying people’s DNA and RNA.’ At 
the same time this disgusting man’s Facebook was censoring and 
banning anyone saying exactly the same. He must go before a 
Nuremberg trial for crimes against humanity when he knows that he 


is censoring legitimate concerns and denying the right of informed 
consent on behalf of the Cult that owns him. People have been killed 
and damaged by the very ‘vaccination’ technique he cast doubt on 
himself when they may not have had the ‘vaccine’ with access to 
information that he denied them. The plan is to have at least annual 
‘Covid vaccinations’, add others to deal with invented ‘variants’, and 
change all other vaccines into the mRNA system. Pfizer executives 
told shareholders at a virtual Barclays Global Healthcare Conference 
in March, 2021, that the public may need a third dose of ‘Covid 
vaccine’, plus regular yearly boosters and the company planned to 
hike prices to milk the profits in a ‘significant opportunity for our 
vaccine’. These are the professional liars, cheats and opportunists 
who are telling you their ‘vaccine’ is safe. Given this volume of 
mRNA planned to be infused into the human body and its ability to 
then replicate we will have a transformation of human genetics from 
biological to synthetic biological — exactly the long-time Cult plan for 
reasons we'll see — and many will die. Sherri Tenpenny said of this 
replication: 


It’s like having an on-button but no off-button and that whole mechanism ... they actually 
give it aname and they call it the Trojan horse mechanism, because it allows that [synthetic] 
virus and that piece of that [synthetic] virus to get inside of your cells, start to replicate and 
even get inserted into other parts of your DNA as a Trojan-horse. 


Ask the overwhelming majority of people who have the ‘vaccine’ 
what they know about the contents and what they do and they 
would reply: ‘The government says it will stop me getting the virus.’ 
Governments give that false impression on purpose to increase take- 
up. You can read Sherri Tenpenny’s detailed analysis of the health 
consequences in her blog at Vaxxter.com, but in summary these are 
some of them. She highlights the statement by Bill Gates about how 
human beings can become their own ‘vaccine manufacturing 
machine’. The man is insane. [“Vaccine’-generated] ‘antibodies’ carry 
synthetic messenger RNA into the cells and the damage starts, 
Tenpenny contends, and she says that lungs can be adversely 
affected through varying degrees of pus and bleeding which 


obviously affects breathing and would be dubbed ‘Covid-19’. Even 
more sinister was the impact of ‘antibodies’ on macrophages, a white 
blood cell of the immune system. They consist of Type 1 and Type 2 
which have very different functions. She said Type 1 are ‘hyper- 
vigilant’ white blood cells which ‘gobble up’ bacteria etc. However, 
in doing so, this could cause inflammation and in extreme 
circumstances be fatal. She says these affects are mitigated by Type 2 
macrophages which kick in to calm down the system and stop it 
going rogue. They clear up dead tissue debris and reduce 
inflammation that the Type 1 ‘fire crews’ have caused. Type 1 kills 
the infection and Type 2 heals the damage, she says. This is her 
punchline with regard to ‘Covid vaccinations’: She says that mRNA 
‘antibodies’ block Type 2 macrophages by attaching to them and 
deactivating them. This meant that when the Type 1 response was 
triggered by infection there was nothing to stop that getting out of 
hand by calming everything down. There’s an on-switch, but no off- 
switch, she says. What follows can be ‘over and out, see you when I 
see you’. 


Genetic suicide 

Tenpenny also highlights the potential for autoimmune disease — the 
body attacking itself —- which has been associated with vaccines since 
they first appeared. Infusing a synthetic foreign substance into cells 
could cause the immune system to react in a panic believing that the 
body is being overwhelmed by an invader (it is) and the 
consequences can again be fatal. There is an autoimmune response 
known as a ‘cytokine storm’ which I have likened to a homeowner 
panicked by an intruder and picking up a gun to shoot randomly in 
all directions before turning the fire on himself. The immune system 
unleashes a storm of inflammatory response called cytokines to a 
threat and the body commits hara-kiri. The lesson is that you mess 
with the body’s immune response at your peril and these ‘vaccines’ 
seriously — fundamentally — mess with immune response. Tenpenny 
refers to a consequence called anaphylactic shock which is a severe 
and highly dangerous allergic reaction when the immune system 


floods the body with chemicals. She gives the example of having a 
bee sting which primes the immune system and makes it sensitive to 
those chemicals. When people are stung again maybe years later the 
immune response can be so powerful that it leads to anaphylactic 
shock. Tenpenny relates this ‘shock’ with regard to the ‘Covid 
vaccine’ to something called polyethylene glycol or PEG. Enormous 
numbers of people have become sensitive to this over decades of use 
in a whole range of products and processes including food, drink, 
skin creams and ‘medicine’. Studies have claimed that some 72 
percent of people have antibodies triggered by PEG compared with 
two percent in the 1960s and allergic hypersensitive reactions to this 
become a gathering cause for concern. Tenpenny points out that the 
‘mRNA vaccine’ is coated in a ‘bubble’ of polyethylene glycol which 
has the potential to cause anaphylactic shock through immune 
sensitivity. Many reports have appeared of people reacting this way 
after having the ‘Covid vaccine’. What do we think is going to 
happen as humanity has more and more of these ‘vaccines’? 
Tenpenny said: ‘All these pictures we have seen with people with 
these rashes ... these weepy rashes, big reactions on their arms and 
things like that — it’s an acute allergic reaction most likely to the 
polyethylene glycol that you’ve been previously primed and 
sensitised to.’ 

Those who have not studied the conspiracy and its perpetrators at 
length might think that making the population sensitive to PEG and 
then putting it in these ‘vaccines’ is just a coincidence. It is not. It is 
instead testament to how carefully and coldly-planned current 
events have been and the scale of the conspiracy we are dealing 
with. Tenpenny further explains that the ‘vaccine’ mRNA procedure 
can breach the blood-brain barrier which protects the brain from 
toxins and other crap that will cause malfunction. In this case they 
could make two proteins corrupt brain function to cause 
Amyotrophic lateral sclerosis (ALS) , a progressive nervous system 
disease leading to loss of muscle control, and frontal lobe 
degeneration — Alzheimer’s and dementia. Immunologist J. Bart 
Classon published a paper connecting mRNA ‘vaccines’ to prion 


disease which can lead to Alzheimer’s and other forms of 
neurogenerative disease while others have pointed out the potential 
to affect the placenta in ways that make women infertile. This will 
become highly significant in the next chapter when I will discuss 
other aspects of this non-vaccine that relate to its nanotechnology 
and transmission from the injected to the uninjected. 


Qualified in idiocy 

Tenpenny describes how research has confirmed that these ‘vaccine’- 
generated antibodies can interact with a range of other tissues in the 
body and attack many other organs including the lungs. ‘This means 
that if you have a hundred people standing in front of you that all 
got this shot they could have a hundred different symptoms.’ 
Anyone really think that Cult gofers like the Queen, Tony Blair, 
Christopher Whitty, Anthony Fauci, and all the other psychopaths 
have really had this ‘vaccine’ in the pictures we’ve seen? Not a 
bloody chance. Why don’t doctors all tell us about all these dangers 
and consequences of the ‘Covid vaccine’? Why instead do they 
encourage and pressure patients to have the shot? Don’t let’s think 
for amoment that doctors and medical staff can’t be stupid, lazy, and 
psychopathic and that’s without the financial incentives to give the 
jab. Tenpenny again: 


Some people are going to die from the vaccine directly but a large number of people are 
going to start to get horribly sick and get all kinds of autoimmune diseases 42 days to maybe a 
year out. What are they going to do, these stupid doctors who say; ‘Good for you for getting 
that vaccine.’ What are they going to say; ‘Oh, it must be a mutant, we need to give an extra 
dose of that vaccine.’ 


Because now the vaccine, instead of one dose or two doses we need three or four because the 
stupid physicians aren’t taking the time to learn anything about it. If | can learn this sitting in 
my living room reading a 19 page paper and several others so can they. There’s nothing 
special about me, | just take the time to do it. 


Remember how Sara Kayat, the NHS and TV doctor, said that the 
‘Covid vaccine’ would ‘100 percent prevent hospitalisation and 
death’. Doctors can be idiots like every other profession and they 


should not be worshipped as infallible. They are not and far from it. 
Behind many medical and scientific ‘experts’ lies an uninformed prat 
trying to hide themselves from you although in the ‘Covid’ era many 
have failed to do so as with UK narrative-repeating “TV doctor’ 
Hilary Jones. Pushing back against the minority of proper doctors 
and scientists speaking out against the ‘vaccine’ has been the entire 
edifice of the Cult global state in the form of governments, medical 
systems, corporations, mainstream media, Silicon Valley, and an 
army of compliant doctors, medical staff and scientists willing to say 
anything for money and to enhance their careers by promoting the 
party line. If you do that you are an ‘expert’ and if you won’t you are 
an ‘anti-vaxxer’ and ‘Covidiot’. The pressure to be ‘vaccinated’ is 
incessant. We have even had reports claiming that the ‘vaccine’ can 
help cure cancer and Alzheimer’s and make the lame walk. I am 
waiting for the announcement that it can bring you coffee in the 
morning and cook your tea. Just as the symptoms of ‘Covid’ seem to 
increase by the week so have the miracles of the ‘vaccine’. American 
supermarket giant Kroger Co. offered nearly 500,000 employees in 
35 states a $100 bonus for having the ‘vaccine’ while donut chain 
Krispy Kreme promised ‘vaccinated’ customers a free glazed donut 
every day for the rest of 2021. Have your DNA changed and you will 
get a doughnut although we might not have to give you them for 
long. Such offers and incentives confirm the desperation. 


Perhaps the worse vaccine-stunt of them all was UK ‘Health’ 
Secretary Matt-the-prat Hancock on live TV after watching a clip of 
someone being ‘vaccinated’ when the roll-out began. Hancock faked 
tears so badly it was embarrassing. Brain-of-Britain Piers Morgan, 
the lockdown-supporting, ‘vaccine’ supporting, ‘vaccine’ passport- 
supporting, TV host played along with Hancock — ‘You're quite 
emotional about that’ he said in response to acting so atrocious it 
would have been called out at a school nativity which will 
presumably today include Mary and Jesus in masks, wise men 
keeping their camels six feet apart, and shepherds under tent arrest. 
System-serving Morgan tweeted this: ‘Love the idea of covid vaccine 
passports for everywhere: flights, restaurants, clubs, football, gyms, 


shops etc. It’s time covid-denying, anti-vaxxer loonies had their 
bullsh*t bluff called & bar themselves from going anywhere that 
responsible citizens go.’ If only I could aspire to his genius. To think 
that Morgan, who specialises in shouting over anyone he disagrees 
with, was lauded as a free speech hero when he lost his job after 
storming off the set of his live show like a child throwing his dolly 
out of the pram. If he is a free speech hero we are in real trouble. I 
have no idea what ‘bullsh*t’ means, by the way, the * throws me 
completely. 

The Cult is desperate to infuse its synthetic DNA-changing 
concoction into everyone and has been using every lie, trick and 
intimidation to do so. The question of ‘Why?’ we shall now address. 


CHAPTER TEN 
Human 2.0 


| believe that at the end of the century the use of words and general 

educated opinion will have altered so much that one will be able to 

speak of machines thinking without expecting to be contradicted — 
Alan Turing (1912-1954), the ‘Father of artificial intelligence‘ 


have been exposing for decades the plan to transform the human 

body from a biological to a synthetic-biological state. The new 
human that I will call Human 2.0 is planned to be connected to 
artificial intelligence and a global AI ‘Smart Grid’ that would operate 
as one global system in which AI would control everything from 
your fridge to your heating system to your car to your mind. 
Humans would no longer be ‘human’, but post-human and sub- 
human, with their thinking and emotional processes replaced by AI. 

What I said sounded crazy and beyond science fiction and I could 
understand that. To any balanced, rational, mind it is crazy. Today, 
however, that world is becoming reality and it puts the ‘Covid 
vaccine’ into its true context. Ray Kurzweil is the ultra-Zionist 
‘computer scientist, inventor and futurist’ and co-founder of the 
Singularity University. Singularity refers to the merging of humans 
with machines or ‘transhumanism’. Kurzweil has said humanity 
would be connected to the cyber ‘cloud’ in the period of the ever- 
recurring year of 2030: 


Our thinking ... will be a hybrid of biological and non-biological thinking ... humans will be 
able to extend their limitations and ‘think in the cloud’ ... We’re going to put gateways to the 


cloud in our brains ... We're going to gradually merge and enhance ourselves ... In my view, 
that’s the nature of being human — we transcend our limitations. As the technology becomes 
vastly superior to what we are then the small proportion that is still human gets smaller and 
smaller and smaller until it’s just utterly negligible. 


They are trying to sell this end-of-humanity-as-we-know-it as the 
next stage of ‘evolution’ when we become super-human and ‘like the 
gods’. They are lying to you. Shocked, eh? The population, and again 
especially the young, have been manipulated into addiction to 
technologies designed to enslave them for life. First they induced an 
addiction to smartphones (holdables); next they moved to 
technology on the body (wearables); and then began the invasion of 
the body (implantables). I warned way back about the plan for 
microchipped people and we are now entering that era. We should 
not be diverted into thinking that this refers only to chips we can see. 
Most important are the nanochips known as smart dust, neural dust 
and nanobots which are far too small to be seen by the human eye. 
Nanotechnology is everywhere, increasingly in food products, and 
released into the atmosphere by the geoengineering of the skies 
funded by Bill Gates to ‘shut out the Sun’ and ‘save the planet from 
global warming’. Gates has been funding a project to spray millions 
of tonnes of chalk (calcium carbonate) into the stratosphere over 
Sweden to ‘dim the Sun’ and cool the Earth. Scientists warned the 
move could be disastrous for weather systems in ways no one can 
predict and opposition led to the Swedish space agency announcing 
that the ‘experiment’ would not be happening as planned in the 
summer of 2021; but it shows where the Cult is going with dimming 
the impact of the Sun and there’s an associated plan to change the 
planet’s atmosphere. Who gives psychopath Gates the right to 
dictate to the entire human race and dismantle planetary systems? 
The world will not be safe while this man is at large. 

The global warming hoax has made the Sun, like the gas of life, 
something to fear when both are essential to good health and human 
survival (more inversion). The body transforms sunlight into vital 
vitamin D through a process involving ... cholesterol. This is the 
cholesterol we are also told to fear. We are urged to take Big Pharma 


statin drugs to reduce cholesterol and it’s all systematic. Reducing 
cholesterol means reducing vitamin D uptake with all the multiple 
health problems that will cause. At least if you take statins long term 
it saves the government from having to pay you a pension. The 
delivery system to block sunlight is widely referred to as chemtrails 
although these have a much deeper agenda, too. They appear at first 
to be contrails or condensation trails streaming from aircraft into 
cold air at high altitudes. Contrails disperse very quickly while 
chemtrails do not and spread out across the sky before eventually 
their content falls to earth. Many times I have watched aircraft cross- 
cross a clear blue sky releasing chemtrails until it looks like a cloudy 
day. Chemtrails contain many things harmful to humans and the 
natural world including toxic heavy metals, aluminium (see 
Alzheimer’s) and nanotechnology. Ray Kurzweil reveals the reason 
without actually saying so: ‘Nanobots will infuse all the matter 
around us with information. Rocks, trees, everything will become 
these intelligent creatures.’ How do you deliver that? From the sky. 
Self-replicating nanobots would connect everything to the Smart 
Grid. The phenomenon of Morgellons disease began in the chemtrail 
era and the correlation has led to it being dubbed the ‘chemtrail 
disease’. Self-replicating fibres appear in the body that can be pulled 
out through the skin. Morgellons fibres continue to grow outside the 
body and have a form of artificial intelligence. I cover this at greater 
length in Phantom Self. 


Vaccine’ operating system 

‘Covid vaccines’ with their self-replicating synthetic material are also 
designed to make the connection between humanity and Kurzweil’s 
‘cloud’. American doctor and dedicated campaigner for truth, Carrie 
Madej, an Internal Medicine Specialist in Georgia with more than 20 
years medical experience, has highlighted the nanotechnology aspect 
of the fake ‘vaccines’. She explains how one of the components in at 
least the Moderna and Pfizer synthetic potions are ‘lipid 
nanoparticles’ which are ‘like little tiny computer bits’ — a ‘sci-fi 
substance’ known as nanobots and hydrogel which can be ‘triggered 


at any moment to deliver its payload’ and act as ‘biosensors’. The 
synthetic substance had ‘the ability to accumulate data from your 
body like your breathing, your respiration, thoughts and emotions, 
all kind of things’ and each syringe could carry a million nanobots: 


This substance because it’s like little bits of computers in your body, crazy, but it’s true, it can 
do that, [and] obviously has the ability to act through Wi-Fi. It can receive and transmit 
energy, messages, frequencies or impulses. That issue has never been addressed by these 
companies. What does that do to the human? 


Just imagine getting this substance in you and it can react to things all around you, the 5G, 
your smart device, your phones, what is happening with that? What if something is triggering 
it, too, like an impulse, a frequency? We have something completely foreign in the human 
body. 


Madej said her research revealed that electromagnetic (EMF) 
frequencies emitted by phones and other devices had increased 
dramatically in the same period of the ‘vaccine’ rollout and she was 
seeing more people with radiation problems as 5G and other 
electromagnetic technology was expanded and introduced to schools 
and hospitals. She said she was “floored with the EMF coming off’ 
the devices she checked. All this makes total sense and syncs with 
my own work of decades when you think that Moderna refers in 
documents to its mRNA ‘vaccine’ as an ‘operating system’: 


Recognizing the broad potential of mRNA science, we set out to create an MRNA technology 
platform that functions very much like an operating system on a computer. It is designed so 
that it can plug and play interchangeably with different programs. In our case, the ‘program’ 
or ‘app’ is our MRNA drug — the unique MRNA sequence that codes for a protein ... 


... Our MRNA Medicines — ‘The ‘Software Of Life’: When we have a concept for a new 
mRNA medicine and begin research, fundamental components are already in place. 
Generally, the only thing that changes from one potential MRNA medicine to another is the 
coding region — the actual genetic code that instructs ribosomes to make protein. Utilizing 
these instruction sets gives our investigational MRNA medicines a software-like quality. We 
also have the ability to combine different mRNA sequences encoding for different proteins in 
a single MRNA investigational medicine. 


Who needs a real ‘virus’ when you can create a computer version to 
justify infusing your operating system into the entire human race on 
the road to making living, breathing people into cyborgs? What is 
missed with the ‘vaccines’ is the digital connection between synthetic 
material and the body that I highlighted earlier with the study that 
hacked a computer with human DNA. On one level the body is 
digital, based on mathematical codes, and I’ll have more about that 
in the next chapter. Those who ridiculously claim that mRNA 
‘vaccines’ are not designed to change human genetics should explain 
the words of Dr Tal Zaks, chief medical officer at Moderna, in a 2017 
TED talk. He said that over the last 30 years ‘we’ve been living this 
phenomenal digital scientific revolution, and I’m here today to tell 
you, that we are actually hacking the software of life, and that it’s 
changing the way we think about prevention and treatment of 
disease’: 


In every cell there’s this thing called messenger RNA, or MRNA for short, that transmits the 
critical information from the DNA in our genes to the protein, which is really the stuff we’re 
all made out of. This is the critical information that determines what the cell will do. So we 
think about it as an operating system. So if you could change that, if you could introduce a 
line of code, or change a line of code, it turns out, that has profound implications for 
everything, from the flu to cancer. 


Zaks should more accurately have said that this has profound 
implications for the human genetic code and the nature of DNA. 
Communications within the body go both ways and not only one. 
But, hey, no, the ‘Covid vaccine’ will not affect your genetics. Cult 
fact-checkers say so even though the man who helped to develop the 
mRNA technique says that it does. Zaks said in 2017: 


If you think about what it is we’re trying to do. We’ve taken information and our 
understanding of that information and how that information is transmitted in a cell, and we’ve 
taken our understanding of medicine and how to make drugs, and we’re fusing the two. We 
think of it as information therapy. 


I have been writing for decades that the body is an information 
field communicating with itself and the wider world. This is why 


radiation which is information can change the information field of 
body and mind through phenomena like 5G and change their nature 
and function. ‘Information therapy’ means to change the body’s 
information field and change the way it operates. DNA is a receiver- 
transmitter of information and can be mutated by information like 
mRNA synthetic messaging. Technology to do this has been ready 
and waiting in the underground bases and other secret projects to be 
rolled out when the ‘Covid’ hoax was played. ‘Trials’ of such short 
and irrelevant duration were only for public consumption. When 
they say the ‘vaccine’ is ‘experimental’ that is not true. It may appear 
to be ‘experimental’ to those who don’t know what's going on, but 
the trials have already been done to ensure the Cult gets the result it 
desires. Zaks said that it took decades to sequence the human 
genome, completed in 2003, but now they could do it in a week. By 
‘they’ he means scientists operating in the public domain. In the 
secret projects they were sequencing the genome in a week long 
before even 2003. 


Deluge of mRNA 

Highly significantly the Moderna document says the guiding 
premise is that if using mRNA as a medicine works for one disease 
then it should work for many diseases. They were leveraging the 
flexibility afforded by their platform and the fundamental role 
mRNA plays in protein synthesis to pursue mRNA medicines for a 
broad spectrum of diseases. Moderna is confirming what I was 
saying through 2020 that multiple ‘vaccines’ were planned for 
‘Covid’ (and later invented ‘variants’) and that previous vaccines 
would be converted to the mRNA system to infuse the body with 
massive amounts of genetically-manipulating synthetic material to 
secure a transformation to a synthetic-biological state. The ‘vaccines’ 
are designed to kill stunning numbers as part of the long-exposed 
Cult depopulation agenda and transform the rest. Given this is the 
goal you can appreciate why there is such hysterical demand for 
every human to be ‘vaccinated’ for an alleged ‘disease’ that has an 
estimated ‘infection’ to ‘death’ ratio of 0.23-0.15 percent. As I write 


children are being given the ‘vaccine’ in trials (their parents are a 
disgrace) and ever-younger people are being offered the vaccine for 
a ‘virus’ that even if you believe it exists has virtually zero chance of 
harming them. Horrific effects of the ‘trials’ on a 12-year-old girl 
were revealed by a family member to be serious brain and gastric 
problems that included a bowel obstruction and the inability to 
swallow liquids or solids. She was unable to eat or drink without 
throwing up, had extreme pain in her back, neck and abdomen, and 
was paralysed from the waist down which stopped her urinating 
unaided. When the girl was first taken to hospital doctors said it was 
all in her mind. She was signed up for the ‘trial’ by her parents for 
whom no words suffice. None of this ‘Covid vaccine’ insanity makes 
any sense unless you see what the ‘vaccine’ really is — a body- 
changer. Synthetic biology or ‘SynBio’ is a fast-emerging and 
expanding scientific discipline which includes everything from 
genetic and molecular engineering to electrical and computer 
engineering. Synthetic biology is defined in these ways: 


e A multidisciplinary area of research that seeks to create new 
biological parts, devices, and systems, or to redesign systems that 
are already found in nature. 


e The use of a mixture of physical engineering and genetic 
engineering to create new (and therefore synthetic) life forms. 


e Anemerging field of research that aims to combine the 
knowledge and methods of biology, engineering and related 
disciplines in the design of chemically-synthesized DNA to create 
organisms with novel or enhanced characteristics and traits 
(synthetic organisms including humans). 


We now have synthetic blood, skin, organs and limbs being 
developed along with synthetic body parts produced by 3D printers. 
These are all elements of the synthetic human programme and this 
comment by Kurzweil’s co-founder of the Singularity University, 


Peter Diamandis, can be seen in a whole new light with the ‘Covid’ 
hoax and the sanctions against those that refuse the ‘vaccine’: 


Anybody who is going to be resisting the progress forward [to transhumanism] is going to be 
resisting evolution and, fundamentally, they will die out. It’s not a matter of whether it’s good 
or bad. It’s going to happen. 


‘Resisting evolution’? What absolute bollocks. The arrogance of these 
people is without limit. His ‘it’s going to happen’ mantra is another 
way of saying ‘resistance is futile’ to break the spirit of those pushing 
back and we must not fall for it. Getting this genetically- 
transforming ‘vaccine’ into everyone is crucial to the Cult plan for 
total control and the desperation to achieve that is clear for anyone 
to see. Vaccine passports are a major factor in this and they, too, are a 
form of resistance is futile. It’s NOT. The paper funded by the 
Rockefeller Foundation for the 2013 ‘health conference’ in China 
said: 


We will interact more with artificial intelligence. The use of robotics, bio-engineering to 
augment human functioning is already well underway and will advance. Re-engineering of 
humans into potentially separate and unequal forms through genetic engineering or mixed 
human-robots raises debates on ethics and equality. 


A new demography is projected to emerge after 2030 [that year again] of technologies 
(robotics, genetic engineering, nanotechnology) producing robots, engineered organisms, 
‘nanobots’ and artificial intelligence (Al) that can self-replicate. Debates will grow on the 
implications of an impending reality of human designed life. 


What is happening today is so long planned. The world army 
enforcing the will of the world government is intended to be a robot 
army, not a human one. Today’s military and its technologically 
‘enhanced’ troops, pilotless planes and driverless vehicles are just 
stepping stones to that end. Human soldiers are used as Cult fodder 
and its time they woke up to that and worked for the freedom of the 
population instead of their own destruction and their family’s 
destruction — the same with the police. Join us and let’s sort this out. 
The phenomenon of enforce my own destruction is widespread in 
the ‘Covid’ era with Woker ‘luvvies’ in the acting and entertainment 


industries supporting ‘Covid’ rules which have destroyed their 
profession and the same with those among the public who put signs 
on the doors of their businesses ‘closed due to Covid — stay safe’ 
when many will never reopen. It’s a form of masochism and most 
certainly insanity. 


Transgender = transhumanism 

When something explodes out of nowhere and is suddenly 
everywhere it is always the Cult agenda and so it is with the tidal 
wave of claims and demands that have infiltrated every aspect of 
society under the heading of ‘transgenderism’. The term ‘trans’ is so 
‘in’ and this is the dictionary definition: 


A prefix meaning ‘across’, ‘through’, occurring ... in loanwords from Latin, used in particular 
for denoting movement or conveyance from place to place (transfer; transmit; transplant) or 
complete change (transform; transmute), or to form adjectives meaning ‘crossing’, ‘on the 
other side of’, or ‘going beyond’ the place named (transmontane; transnational; trans- 
Siberian). 


Transgender means to go beyond gender and transhuman means 
to go beyond human. Both are aspects of the Cult plan to transform 
the human body to a synthetic state with no gender. Human 2.0 is not 
designed to procreate and would be produced technologically with 
no need for parents. The new human would mean the end of parents 
and so men, and increasingly women, are being targeted for the 
deletion of their rights and status. Parental rights are disappearing at 
an ever-quickening speed for the same reason. The new human 
would have no need for men or women when there is no procreation 
and no gender. Perhaps the transgender movement that appears to 
be in a permanent state of frenzy might now contemplate on how it 
is being used. This was never about transgender rights which are 
only the interim excuse for confusing gender, particularly in the 
young, on the road to fusing gender. Transgender activism is not an 
end; it is a means to an end. We see again the technique of creative 
destruction in which you destroy the status quo to “build back better’ 
in the form that you want. The gender status quo had to be 


destroyed by persuading the Cult-created Woke mentality to believe 
that you can have 100 genders or more. A programme for 9 to 12 
year olds produced by the Cult-owned BBC promoted the 100 
genders narrative. The very idea may be the most monumental 
nonsense, but it is not what is true that counts, only what you can 
make people believe is true. Once the gender of 2 + 2 = 4 has been 
dismantled through indoctrination, intimidation and 2 + 2 =5 then 
the new no-gender normal can take its place with Human 2.0. 
Aldous Huxley revealed the plan in his prophetic Brave New World in 
1932: 


Natural reproduction has been done away with and children are created, decanted’, and 
raised in ‘hatcheries and conditioning centres’. From birth, people are genetically designed to 
fit into one of five castes, which are further split into ‘Plus’ and ‘Minus’ members and designed 
to fulfil predetermined positions within the social and economic strata of the World State. 


How could Huxley know this in 1932? For the same reason George 
Orwell knew about the Big Brother state in 1948, Cult insiders I have 
quoted knew about it in 1969, and I have known about it since the 
early 1990s. If you are connected to the Cult or you work your balls 
off to uncover the plan you can predict the future. The process is 
simple. If there is a plan for the world and nothing intervenes to stop 
it then it will happen. Thus if you communicate the plan ahead of 
time you are perceived to have predicted the future, but you haven't. 
You have revealed the plan which without intervention will become 
the human future. The whole reason I have done what I have is to 
alert enough people to inspire an intervention and maybe at last that 
time has come with the Cult and its intentions now so obvious to 
anyone with a brain in working order. 


The future is here 

Technological wombs that Huxley described to replace parent 
procreation are already being developed and they are only the 
projects we know about in the public arena. Israeli scientists told The 
Times of Israel in March, 2021, that they have grown 250-cell embryos 


into mouse foetuses with fully formed organs using artificial wombs 
in a development they say could pave the way for gestating humans 
outside the womb. Professor Jacob Hanna of the Weizmann Institute 
of Science said: 


We took mouse embryos from the mother at day five of development, when they are just of 
250 cells, and had them in the incubator from day five until day 11, by which point they had 
grown all their organs. 


By day 11 they make their own blood and have a beating heart, a fully developed brain. 
Anybody would look at them and say, ‘this is clearly a mouse foetus with all the 
characteristics of a mouse.’ It’s gone from being a ball of cells to being an advanced foetus. 


A special liquid is used to nourish embryo cells in a laboratory 
dish and they float on the liquid to duplicate the first stage of 
embryonic development. The incubator creates all the right 
conditions for its development, Hanna said. The liquid gives the 
embryo ‘all the nutrients, hormones and sugars they need’ along 
with a custom-made electronic incubator which controls gas 
concentration, pressure and temperature. The cutting-edge in the 
underground bases and other secret locations will be light years 
ahead of that, however, and this was reported by the London 
Guardian in 2017: 


We are approaching a biotechnological breakthrough. Ectogenesis, the invention of a 
complete external womb, could completely change the nature of human reproduction. In 
April this year, researchers at the Children’s Hospital of Philadelphia announced their 
development of an artificial womb. 


The article was headed ‘Artificial wombs could soon be a reality. 
What will this mean for women?’ What would it mean for children is 
an even bigger question. No mother to bond with only a machine in 
preparation for a life of soulless interaction and control in a world 
governed by machines (see the Matrix movies). Now observe the 
calculated manipulations of the ‘Covid’ hoax as human interaction 
and warmth has been curtailed by distancing, isolation and fear with 
people communicating via machines on a scale never seen before. 


These are all dots in the same picture as are all the personal 
assistants, gadgets and children’s toys through which kids and 
adults communicate with AI as if it is human. The AI ‘voice’ on Sat- 
Nav should be included. All these things are psychological 
preparation for the Cult endgame. Before you can make a physical 
connection with AI you have to make a psychological connection 
and that is what people are being conditioned to do with this ever 
gathering human-Al interaction. Movies and TV programmes 
depicting the transhuman, robot dystopia relate to a phenomenon 
known as ‘pre-emptive programming’ in which the world that is 
planned is portrayed everywhere in movies, TV and advertising. 
This is conditioning the conscious and subconscious mind to become 
familiar with the planned reality to dilute resistance when it 
happens for real. What would have been a shock such is the change 
is made less so. We have young children put on the road to 
transgender transition surgery with puberty blocking drugs at an 
age when they could never be able to make those life-changing 
decisions. 

Rachel Levine, a professor of paediatrics and psychiatry who 
believes in treating children this way, became America’s highest- 
ranked openly-transgender official when she was confirmed as US 
Assistant Secretary at the Department of Health and Human 
Services after being nominated by Joe Biden (the Cult). Activists and 
governments press for laws to deny parents a say in their children’s 
transition process so the kids can be isolated and manipulated into 
agreeing to irreversible medical procedures. A Canadian father 
Robert Hoogland was denied bail by the Vancouver Supreme Court 
in 2021 and remained in jail for breaching a court order that he stay 
silent over his young teenage daughter, a minor, who was being 
offered life-changing hormone therapy without parental consent. At 
the age of 12 the girl’s ‘school counsellor’ said she may be 
transgender, referred her to a doctor and told the school to treat her 
like a boy. This is another example of state-serving schools imposing 
ever more control over children’s lives while parents have ever less. 


Contemptible and extreme child abuse is happening all over the 
world as the Cult gender-fusion operation goes into warp-speed. 


Why the war on men — and now women? 

The question about what artificial wombs mean for women should 
rightly be asked. The answer can be seen in the deletion of women’s 
rights involving sport, changing rooms, toilets and status in favour 
of people in male bodies claiming to identify as women. I can 
identify as a mountain climber, but it doesn’t mean I can climb a 
mountain any more than a biological man can be a biological 
woman. To believe so is a triumph of belief over factual reality which 
is the very perceptual basis of everything Woke. Women’s sport is 
being destroyed by allowing those with male bodies who say they 
identify as female to ‘compete’ with girls and women. Male body 
‘women’ dominate ‘women’s’ competition with their greater muscle 
mass, bone density, strength and speed. With that disadvantage 
sport for women loses all meaning. To put this in perspective nearly 
300 American high school boys can run faster than the quickest 
woman sprinter in the world. Women are seeing their previously 
protected spaces invaded by male bodies simply because they claim 
to identify as women. That's all they need to do to access all women’s 
spaces and activities under the Biden ‘Equality Act’ that destroys 
equality for women with the usual Orwellian Woke inversion. Male 
sex offenders have already committed rapes in women’s prisons after 
claiming to identify as women to get them transferred. Does this not 
matter to the Woke ‘equality’ hypocrites? Not in the least. What 
matters to Cult manipulators and funders behind transgender 
activists is to advance gender fusion on the way to the no-gender 
‘human’. When you are seeking to impose transparent nonsense like 
this, or the ‘Covid’ hoax, the only way the nonsense can prevail is 
through censorship and intimidation of dissenters, deletion of 
factual information, and programming of the unquestioning, 
bewildered and naive. You don’t have to scan the world for long to 
see that all these things are happening. 


Many women’s rights organisations have realised that rights and 
status which took such a long time to secure are being eroded and 
that it is systematic. Kara Dansky of the global Women’s Human 
Rights Campaign said that Biden’s transgender executive order 
immediately he took office, subsequent orders, and Equality Act 
legislation that followed “seek to erase women and girls in the law as 
a category’. Exactly. I said during the long ago-started war on men 
(in which many women play a crucial part) that this was going to 
turn into a war on them. The Cult is phasing out both male and 
female genders. To get away with that they are brought into conflict 
so they are busy fighting each other while the Cult completes the job 
with no unity of response. Unity, people, unity. We need unity 
everywhere. Transgender is the only show in town as the big step 
towards the no-gender human. It’s not about rights for transgender 
people and never has been. Woke political correctness is deleting 
words relating to genders to the same end. Wokers believe this is to 
be ‘inclusive’ when the opposite is true. They are deleting words 
describing gender because gender itself is being deleted by Human 
2.0. Terms like ‘man’, ‘woman’, ‘mother’ and ‘father’ are being 
deleted in the universities and other institutions to be replaced by 
the no-gender, not trans-gender, ‘individuals’ and ‘guardians’. 
Women’s rights campaigner Maria Keffler of Partners for Ethical 
Care said: “Children are being taught from kindergarten upward that 
some boys have a vagina, some girls have a penis, and that kids can 
be any gender they want to be.’ Do we really believe that suddenly 
countries all over the world at the same time had the idea of having 
drag queens go into schools or read transgender stories to very 
young children in the local library? It’s coldly-calculated confusion 
of gender on the way to the fusion of gender. Suzanne Vierling, a 
psychologist from Southern California, made another important 
point: 


Yesterday’s slave woman who endured gynecological medical experiments is today’s girl- 
child being butchered in a booming gender-transitioning sector. Ovaries removed, pushing her 
into menopause and osteoporosis, uncharted territory, and parents’ rights and authority 
decimated. 


The erosion of parental rights is a common theme in line with the 
Cult plans to erase the very concept of parents and ‘ovaries removed, 
pushing her into menopause’ means what? Those born female lose 
the ability to have children — another way to discontinue humanity 
as we know it. 


Eliminating Human 1.0 (before our very eyes) 

To pave the way for Human 2.0 you must phase out Human 1.0. This 
is happening through plummeting sperm counts and making 
women infertile through an onslaught of chemicals, radiation 
(including smartphones in pockets of men) and mRNA ‘vaccines’. 
Common agriculture pesticides are also having a devastating impact 
on human fertility. I have been tracking collapsing sperm counts in 
the books for a long time and in 2021 came a book by fertility 
scientist and reproductive epidemiologist Shanna Swan, Count 
Down: How Our Modern World Is Threatening Sperm Counts, Altering 
Male and Female Reproductive Development and Imperiling the Future of 
the Human Race. She reports how the global fertility rate dropped by 
half between 1960 and 2016 with America’s birth rate 16 percent 
below where it needs to be to sustain the population. Women are 
experiencing declining egg quality, more miscarriages, and more 
couples suffer from infertility. Other findings were an increase in 
erectile dysfunction, infant boys developing more genital 
abnormalities, male problems with conception, and plunging levels 
of the male hormone testosterone which would explain why so 
many men have lost their backbone and masculinity. This has been 
very evident during the ‘Covid’ hoax when women have been 
prominent among the Pushbackers and big strapping blokes have 
bowed their heads, covered their faces with a nappy and quietly 
submitted. Mind control expert Cathy O’Brien also points to how 
global education introduced the concept of ‘we’re all winners’ in 
sport and classrooms: ‘Competition was defused, and it in turn 
defused a sense of fighting back.’ This is another version of the 
‘equity’ doctrine in which you drive down rather than raise up. 
What a contrast in Cult-controlled China with its global ambitions 


where the government published plans in January, 2021, to ‘cultivate 
masculinity’ in boys from kindergarten through to high school in the 
face of a ‘masculinity crisis’. A government adviser said boys would 
be soon become ‘delicate, timid and effeminate’ unless action was 
taken. Don’t expect any similar policy in the targeted West. A 2006 
study showed that a 65-year-old man in 2002 had testosterone levels 
15 percent lower than a 65-year-old man in 1987 while a 2020 study 
found a similar story with young adults and adolescents. Men are 
getting prescriptions for testosterone replacement therapy which 
causes an even greater drop in sperm count with up to 99 percent 
seeing sperm counts drop to zero during the treatment. More sperm 
is defective and malfunctioning with some having two heads or not 
pursuing an egg. 

A class of synthetic chemicals known as phthalates are being 
blamed for the decline. These are found everywhere in plastics, 
shampoos, cosmetics, furniture, flame retardants, personal care 
products, pesticides, canned foods and even receipts. Why till 
receipts? Everyone touches them. Let no one delude themselves that 
all this is not systematic to advance the long-time agenda for human 
body transformation. Phthalates mimic hormones and disrupt the 
hormone balance causing testosterone to fall and genital birth 
defects in male infants. Animals and fish have been affected in the 
same way due to phthalates and other toxins in rivers. When fish 
turn gay or change sex through chemicals in rivers and streams it is 
a pointer to why there has been such an increase in gay people and 
the sexually confused. It doesn’t matter to me what sexuality people 
choose to be, but if it’s being affected by chemical pollution and 
consumption then we need to know. Does anyone really think that 
this is not connected to the transgender agenda, the war on men and 
the condemnation of male ‘toxic masculinity’? You watch this being 
followed by ‘toxic femininity’. It’s already happening. When 
breastfeeding becomes ‘chest-feeding’, pregnant women become 
pregnant people along with all the other Woke claptrap you know 
that the world is going insane and there’s a Cult scam in progress. 
Transgender activists are promoting the Cult agenda while Cult 


billionaires support and fund the insanity as they laugh themselves 
to sleep at the sheer stupidity for which humans must be infamous 
in galaxies far, far away. 


‘Covid vaccines’ and female infertility 

We can now see why the ‘vaccine’ has been connected to potential 
infertility in women. Dr Michael Yeadon, former Vice President and 
Chief Scientific Advisor at Pfizer, and Dr Wolfgang Wodarg in 
Germany, filed a petition with the European Medicines Agency in 
December, 2020, urging them to stop trials for the Pfizer/BioNTech 
shot and all other mRNA trials until further studies had been done. 
They were particularly concerned about possible effects on fertility 
with ‘vaccine’-produced antibodies attacking the protein Syncytin-1 
which is responsible for developing the placenta. The result would 
be infertility ‘of indefinite duration’ in women who have the 
‘vaccine’ with the placenta failing to form. Section 10.4.2 of the 
Pfizer/BioNTech trial protocol says that pregnant women or those 
who might become so should not have mRNA shots. Section 10.4 
warns men taking mRNA shots to ‘be abstinent from heterosexual 
intercourse’ and not to donate sperm. The UK government said that 
it did not know if the mRNA procedure had an effect on fertility. Did 
not know? These people have to go to jail. UK government advice did 
not recommend at the start that pregnant women had the shot and 
said they should avoid pregnancy for at least two months after 
‘vaccination’. The ‘advice’ was later updated to pregnant women 
should only have the ‘vaccine’ if the benefits outweighed the risks to 
mother and foetus. What the hell is that supposed to mean? Then 
‘spontaneous abortions’ began to appear and rapidly increase on the 
adverse reaction reporting schemes which include only a fraction of 
adverse reactions. Thousands and ever-growing numbers of 
‘vaccinated’ women are describing changes to their menstrual cycle 
with heavier blood flow, irregular periods and menstruating again 
after going through the menopause — all links to reproduction 
effects. Women are passing blood clots and the lining of their uterus 
while men report erectile dysfunction and blood effects. Most 


significantly of all unvaccinated women began to report similar 
menstrual changes after interaction with ‘vaccinated’ people and men 
and children were also affected with bleeding noses, blood clots and 
other conditions. ‘Shedding’ is when vaccinated people can emit the 
content of a vaccine to affect the unvaccinated, but this is different. 
‘Vaccinated’ people were not shedding a ‘live virus’ allegedly in 
‘vaccines’ as before because the fake ‘Covid vaccines’ involve 
synthetic material and other toxicity. Doctors exposing what is 
happening prefer the term ‘transmission’ to shedding. Somehow 
those that have had the shots are transmitting effects to those that 
haven't. Dr Carrie Madej said the nano-content of the ‘vaccines’ can 
‘act like an antenna’ to others around them which fits perfectly with 
my own conclusions. This ‘vaccine’ transmission phenomenon was 
becoming known as the book went into production and I deal with 
this further in the Postscript. 


Vaccine effects on sterility are well known. The World Health 
Organization was accused in 2014 of sterilising millions of women in 
Kenya with the evidence confirmed by the content of the vaccines 
involved. The same WHO behind the ‘Covid’ hoax admitted its 
involvement for more than ten years with the vaccine programme. 
Other countries made similar claims. Charges were lodged by 
Tanzania, Nicaragua, Mexico, and the Philippines. The Gardasil 
vaccine claimed to protect against a genital ‘virus’ known as HPV 
has also been linked to infertility. Big Pharma and the WHO (same 
thing) are criminal and satanic entities. Then there’s the Bill Gates 
Foundation which is connected through funding and shared 
interests with 20 pharmaceutical giants and laboratories. He stands 
accused of directing the policy of United Nations Children’s Fund 
(UNICEF), vaccine alliance GAVI, and other groupings, to advance 
the vaccine agenda and silence opposition at great cost to women 
and children. At the same time Gates wants to reduce the global 
population. Coincidence? 


Great Reset = Smart Grid = new human 


The Cult agenda I have been exposing for 30 years is now being 
openly promoted by Cult assets like Gates and Klaus Schwab of the 
World Economic Forum under code-terms like the ‘Great Reset’, 
‘Build Back Better’ and ‘a rare but narrow window of opportunity to 
reflect, reimagine, and reset our world’. What provided this ‘rare but 
narrow window of opportunity’? The ‘Covid’ hoax did. Who created 
that? They did. My books from not that long ago warned about the 
planned ‘Internet of Things’ (loT) and its implications for human 
freedom. This was the plan to connect all technology to the Internet 
and artificial intelligence and today we are way down that road with 
an estimated 36 billion devices connected to the World Wide Web 
and that figure is projected to be 76 billion by 2025. I further warned 
that the Cult planned to go beyond that to the Internet of Everything 
when the human brain was connected via AI to the Internet and 
Kurzweil’s ‘cloud’. Now we have Cult operatives like Schwab calling 
for precisely that under the term ‘Internet of Bodies’, a fusion of the 
physical, digital and biological into one centrally-controlled Smart 
Grid system which the Cult refers to as the ‘Fourth Industrial 
Revolution’. They talk about the ‘biological’, but they really mean 
the synthetic-biological which is required to fully integrate the 
human body and brain into the Smart Grid and artificial intelligence 
planned to replace the human mind. We have everything being 
synthetically manipulated including the natural world through 
GMO and smart dust, the food we eat and the human body itself 
with synthetic ‘vaccines’. I said in The Answer that we would see the 
Cult push for synthetic meat to replace animals and in February, 
2021, the so predictable psychopath Bill Gates called for the 
introduction of synthetic meat to save us all from ‘climate change’. 
The climate hoax just keeps on giving like the ‘Covid’ hoax. The war 
on meat by vegan activists is a carbon (oops, sorry) copy of the 
manipulation of transgender activists. They have no idea (except 
their inner core) that they are being used to promote and impose the 
agenda of the Cult or that they are only the vehicle and not the reason. 
This is not to say those who choose not to eat meat shouldn’t be 
respected and supported in that right, but there are ulterior motives 


for those in power. A Forbes article in December, 2019, highlighted 
the plan so beloved of Schwab and the Cult under the heading: 
‘What Is The Internet of Bodies? And How Is It Changing Our 
World?’ The article said the human body is the latest data platform 
(remember ‘our vaccine is an operating system’). Forbes described 
the plan very accurately and the words could have come straight out 
of my books from long before: 


The Internet of Bodies (loB) is an extension of the loT and basically connects the human body 
to a network through devices that are ingested, implanted, or connected to the body in some 
way. Once connected, data can be exchanged, and the body and device can be remotely 
monitored and controlled. 


They were really describing a human hive mind with human 
perception centrally-dictated via an AI connection as well as 
allowing people to be ‘remotely monitored and controlled’. 
Everything from a fridge to a human mind could be directed from a 
central point by these insane psychopaths and ‘Covid vaccines’ are 
crucial to this. Forbes explained the process I mentioned earlier of 
holdable and wearable technology followed by implantable. The 
article said there were three generations of the Internet of Bodies that 
include: 


¢ Body external: These are wearable devices such as Apple Watches 
or Fitbits that can monitor our health. 


¢ Body internal: These include pacemakers, cochlear implants, and 
digital pills that go inside our bodies to monitor or control various 
aspects of health. 


¢ Body embedded: The third generation of the Internet of Bodies is 
embedded technology where technology and the human body are 
melded together and have a real-time connection to a remote 
machine. 


Forbes noted the development of the Brain Computer Interface (BCI) 
which merges the brain with an external device for monitoring and 
controlling in real-time. ‘The ultimate goal is to help restore function 
to individuals with disabilities by using brain signals rather than 
conventional neuromuscular pathways.’ Oh, do fuck off. The goal of 
brain interface technology is controlling human thought and 
emotion from the central point in a hive mind serving its masters 
wishes. Many people are now agreeing to be chipped to open doors 
without a key. You can recognise them because they’ll be wearing a 
mask, social distancing and lining up for the ‘vaccine’. The Cult 
plans a Great Reset money system after they have completed the 
demolition of the global economy in which ‘money’ will be 
exchanged through communication with body operating systems. 
Rand Corporation, a Cult-owned think tank, said of the Internet of 
Bodies or IoB: 


Internet of Bodies technologies fall under the broader loT umbrella. But as the name suggests, 
loB devices introduce an even more intimate interplay between humans and gadgets. loB 
devices monitor the human body, collect health metrics and other personal information, and 
transmit those data over the Internet. Many devices, such as fitness trackers, are already in use 
... loB devices ... and those in development can track, record, and store users’ whereabouts, 
bodily functions, and what they see, hear, and even think. 


Schwab’s World Economic Forum, a long-winded way of saying 
‘fascism’ or ‘the Cult’, has gone full-on with the Internet of Bodies in 
the ‘Covid’ era. ‘We’re entering the era of the Internet of Bodies’, it 
declared, ‘collecting our physical data via a range of devices that can 
be implanted, swallowed or worn’. The result would be a huge 
amount of health-related data that could improve human wellbeing 
around the world, and prove crucial in fighting the “‘Covid-19 
pandemic’. Does anyone think these clowns care about ‘human 
wellbeing’ after the death and devastation their pandemic hoax has 
purposely caused? Schwab and co say we should move forward with 
the Internet of Bodies because ‘Keeping track of symptoms could 
help us stop the spread of infection, and quickly detect new cases’. 
How wonderful, but keeping track’ is all they are really bothered 


about. Researchers were investigating if data gathered from 
smartwatches and similar devices could be used as viral infection 
alerts by tracking the user’s heart rate and breathing. Schwab said in 
his 2018 book Shaping the Future of the Fourth Industrial Revolution: 


The lines between technologies and beings are becoming blurred and not just by the ability to 
create lifelike robots or synthetics. Instead it is about the ability of new technologies to literally 
become part of us. Technologies already influence how we understand ourselves, how we 
think about each other, and how we determine our realities. As the technologies ... give us 
deeper access to parts of ourselves, we may begin to integrate digital technologies into our 
bodies. 


You can see what the game is. Twenty-four hour control and people 
— if you could still call them that — would never know when 
something would go ping and take them out of circulation. It’s the 
most obvious rush to a global fascist dictatorship and the complete 
submission of humanity and yet still so many are locked away in 
their Cult-induced perceptual coma and can’t see it. 


Smart Grid control centres 

The human body is being transformed by the ‘vaccines’ and in other 
ways into a synthetic cyborg that can be attached to the global Smart 
Grid which would be controlled from a central point and other sub- 
locations of Grid manipulation. Where are these planned to be? Well, 
China for a start which is one of the Cult’s biggest centres of 
operation. The technological control system and technocratic rule 
was incubated here to be unleashed across the world after the 
‘Covid’ hoax came out of China in 2020. Another Smart Grid location 
that will surprise people new to this is Israel. I have exposed in The 
Trigger how Sabbatian technocrats, intelligence and military 
operatives were behind the horrors of 9/11 and not 19 Arab hijackers’ 
who somehow manifested the ability to pilot big passenger airliners 
when instructors at puddle-jumping flying schools described some 
of them as a joke. The 9/11 attacks were made possible through 
control of civilian and military air computer systems and those of the 
White House, Pentagon and connected agencies. See The Trigger — it 


will blow your mind. The controlling and coordinating force were 
the Sabbatian networks in Israel and the United States which by then 
had infiltrated the entire US government, military and intelligence 
system. The real name of the American Deep State is ‘Sabbatian 
State’. Israel is a tiny country of only nine million people, but it is 
one of the global centres of cyber operations and fast catching Silicon 
Valley in importance to the Cult. Israel is known as the ‘start-up 
nation’ for all the cyber companies spawned there with the 
Sabbatian specialisation of ‘cyber security’ that I mentioned earlier 
which gives those companies access to computer systems of their 
clients in real time through ‘backdoors’ written into the coding when 
security software is downloaded. The Sabbatian centre of cyber 
operations outside Silicon Valley is the Israeli military Cyber 
Intelligence Unit, the biggest infrastructure project in Israel’s history, 
headquartered in the desert-city of Beersheba and involving some 
20,000 ‘cyber soldiers’. Here are located a literal army of Internet 
trolls scanning social media, forums and comment lists for anyone 
challenging the Cult agenda. The UK military has something similar 
with its 77th Brigade and associated operations. The Beersheba 
complex includes research and development centres for other Cult 
operations such as Intel, Microsoft, IBM, Google, Apple, Hewlett- 
Packard, Cisco Systems, Facebook and Motorola. Techcrunch.com 
ran an article about the Beersheba global Internet technology centre 
headlined ‘Israel’s desert city of Beersheba is turning into a cybertech 
oasis’: 


The military’s massive relocation of its prestigious technology units, the presence of 
multinational and local companies, a close proximity to Ben Gurion University and generous 
government subsidies are turning Beersheba into a major global cybertech hub. Beersheba has 
all of the ingredients of a vibrant security technology ecosystem, including Ben Gurion 
University with its graduate program in cybersecurity and Cyber Security Research Center, and 
the presence of companies such as EMC, Deutsche Telekom, PayPal, Oracle, IBM, and 
Lockheed Martin. It’s also the future home of the INCB (Israeli National Cyber Bureau); offers 
a special income tax incentive for cyber security companies, and was the site for the 
relocation of the army’s intelligence corps units. 


Sabbatians have taken over the cyber world through the following 
process: They scan the schools for likely cyber talent and develop 
them at Ben Gurion University and their period of conscription in 
the Israeli Defense Forces when they are stationed at the Beersheba 
complex. When the cyber talented officially leave the army they are 
funded to start cyber companies with technology developed by 
themselves or given to them by the state. Much of this is stolen 
through backdoors of computer systems around the world with 
America top of the list. Others are sent off to Silicon Valley to start 
companies or join the major ones and so we have many major 
positions filled by apparently ‘Jewish’ but really Sabbatian 
operatives. Google, YouTube and Facebook are all run by ‘Jewish’ 
CEOs while Twitter is all but run by ultra-Zionist hedge-fund shark 
Paul Singer. At the centre of the Sabbatian global cyber web is the 
Israeli army’s Unit 8200 which specialises in hacking into computer 
systems of other countries, inserting viruses, gathering information, 
instigating malfunction, and even taking control of them from a 
distance. A long list of Sabbatians involved with 9/11, Silicon Valley 
and Israeli cyber security companies are operatives of Unit 8200. 
This is not about Israel. It’s about the Cult. Israel is planned to be a 
Smart Grid hub as with China and what is happening at Beersheba is 
not for the benefit of Jewish people who are treated disgustingly by 
the Sabbatian elite that control the country. A glance at the 
Nuremberg Codes will tell you that. 

The story is much bigger than ‘Covid’, important as that is to 
where we are being taken. Now, though, it’s time to really strap in. 
There’s more ... much more ... 


CHAPTER ELEVEN 


Awake, arise or be forever fall’n 
John Milton, Paradise Lost 


[rave exposed this far the level of the Cult conspiracy that operates 

in the world of the seen and within the global secret society and 
satanic network which operates in the shadows one step back from 
the seen. The story, however, goes much deeper than that. 

The ‘Covid’ hoax is major part of the Cult agenda, but only part, 
and to grasp the biggest picture we have to expand our attention 
beyond the realm of human sight and into the infinity of possibility 
that we cannot see. It is from here, ultimately, that humanity is being 
manipulated into a state of total control by the force which dictates 
the actions of the Cult. How much of reality can we see? Next to 
damn all is the answer. We may appear to see all there is to see in the 
‘space’ our eyes survey and observe, but little could be further from 
the truth. The human ‘world’ is only a tiny band of frequency that 
the body’s visual and perceptual systems can decode into perception 
of a ‘world’. According to mainstream science the electromagnetic 
spectrum is 0.005 percent of what exists in the Universe (Fig 10). The 
maximum estimate I have seen is 0.5 percent and either way it’s 
miniscule. I say it is far, far, smaller even than 0.005 percent when 
you compare reality we see with the totality of reality that we don't. 
Now get this if you are new to such information: Visible light, the 
only band of frequency that we can see, is a fraction of the 0.005 


percent (Fig 11 overleaf). Take this further and realise that our 
universe is one of infinite universes and that universes are only a 
fragment of overall reality — infinite reality. Then compare that with 
the almost infinitesimal frequency band of visible light or human 
sight. You see that humans are as near blind as it is possible to be 
without actually being so. Artist and filmmaker, Sergio Toporek, 
said: 
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Figure 10: Humans can perceive such a tiny band of visual reality it’s laughable. 
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Figure 11: We can see a smear of the 0.005 percent electromagnetic spectrum, but we still 
know it all. Yep, makes sense. 


Consider that you can see less than 1% of the electromagnetic spectrum and hear less than 
1% of the acoustic spectrum. 90% of the cells in your body carry their own microbial DNA 
and are not ‘you’. The atoms in your body are 99.9999999999999999% empty space and 
none of them are the ones you were born with ... Human beings have 46 chromosomes, two 
less than a potato. 


The existence of the rainbow depends on the conical photoreceptors in your eyes; to animals 
without cones, the rainbow does not exist. So you don’t just look at a rainbow, you create it. 
This is pretty amazing, especially considering that all the beautiful colours you see represent 
less than 1% of the electromagnetic spectrum. 


Suddenly the ‘world’ of humans looks a very different place. Take 
into account, too, that Planet Earth when compared with the 
projected size of this single universe is the equivalent of a billionth of 
a pinhead. Imagine the ratio that would be when compared to 
infinite reality. To think that Christianity once insisted that Earth and 
humanity were the centre of everything. This background is vital if 
we are going to appreciate the nature of ‘human’ and how we can be 
manipulated by an unseen force. To human visual reality virtually 
everything is unseen and yet the prevailing perception within the 
institutions and so much of the public is that if we can’t see it, touch 
it, hear it, taste it and smell it then it cannot exist. Such perception is 
indoctrinated and encouraged by the Cult and its agents because it 
isolates believers in the strictly limited, village-idiot, realm of the five 
senses where perceptions can be firewalled and information 
controlled. Most of those perpetuating the ‘this-world-is-all-there-is’ 
insanity are themselves indoctrinated into believing the same 
delusion. While major players and influencers know that official 
reality is laughable most of those in science, academia and medicine 
really believe the nonsense they peddle and teach succeeding 
generations. Those who challenge the orthodoxy are dismissed as 
nutters and freaks to protect the manufactured illusion from 
exposure. Observe the dynamic of the ‘Covid’ hoax and you will see 
how that takes the same form. The inner-circle psychopaths knows 
it’s a gigantic scam, but almost the entirety of those imposing their 
fascist rules believe that ‘Covid’ is all that they’re told it is. 


Stolen identity 

Ask people who they are and they will give you their name, place of 
birth, location, job, family background and life story. Yet that is not 
who they are — it is what they are experiencing. The difference is 
absolutely crucial. The true ‘I’, the eternal, infinite ‘Tl’, is consciousness, 


a state of being aware. Forget ‘form’. That is a vehicle for a brief 
experience. Consciousness does not come from the brain, but through 
the brain and even that is more symbolic than literal. We are 
awareness, pure awareness, and this is what withdraws from the 
body at what we call ‘death’ to continue our eternal beingness, 
isness, in other realms of reality within the limitlessness of infinity or 
the Biblical ‘many mansions in my father’s house’. Labels of a 
human life, man, woman, transgender, black, white, brown, 
nationality, circumstances and income are not who we are. They are 
what we are — awareness — is experiencing in a brief connection with a 
band of frequency we call ‘human’. The labels are not the self; they 
are, to use the title of one of my books, a Phantom Self. Iam not 
David Icke born in Leicester, England, on April 29th, 1952. Iam the 
consciousness having that experience. The Cult and its non-human 
masters seek to convince us through the institutions of ‘education’, 
science, medicine, media and government that what we are 
experiencing is who we are. It’s so easy to control and direct 
perception locked away in the bewildered illusions of the five senses 
with no expanded radar. Try, by contrast, doing the same with a 
humanity aware of its true self and its true power to consciously 
create its reality and experience. How is it possible to do this? We do 
it all day every day. If you perceive yourself as ‘little me’ with no 
power to impact upon your life and the world then your life 
experience will reflect that. You will hand the power you don’t think 
you have to authority in all its forms which will use it to control your 
experience. This, in turn, will appear to confirm your perception of 
‘little me’ in a self-fulfilling feedback loop. But that is what ‘little me’ 
really is — a perception. We are all ‘big-me’, infinite me, and the Cult 
has to make us forget that if its will is to prevail. We are therefore 
manipulated and pressured into self-identifying with human labels 
and not the consciousness/awareness experiencing those human 
labels. 

The phenomenon of identity politics is a Cult-instigated 
manipulation technique to sub-divide previous labels into even 
smaller ones. A United States university employs this list of letters to 


describe student identity: LGBTTQQFAGPBDSM or lesbian, gay, 
bisexual, transgender, transsexual, queer, questioning, flexual, 
asexual, gender-fuck, polyamorous, bondage/discipline, 
dominance/submission and sadism/masochism. I’m sure other lists 
are even longer by now as people feel the need to self-identity the ‘T’ 
with the minutiae of race and sexual preference. Wokers 
programmed by the Cult for generations believe this is about 
‘inclusivity’ when it’s really the Cult locking them away into smaller 
and smaller versions of Phantom Self while firewalling them from 
the influence of their true self, the infinite, eternal ‘I’. You may notice 
that my philosophy which contends that we are all unique points of 
attention/awareness within the same infinite whole or Oneness is the 
ultimate non-racism. The very sense of Oneness makes the 
judgement of people by their body-type, colour or sexuality utterly 
ridiculous and confirms that racism has no understanding of reality 
(including anti-white racism). Yet despite my perception of life Cult 
agents and fast-asleep Wokers label me racist to discredit my 
information while they are themselves phenomenally racist and 
sexist. All they see is race and sexuality and they judge people as 
good or bad, demons or untouchables, by their race and sexuality. 
All they see is Phantom Self and perceive themselves in terms of 
Phantom Self. They are pawns and puppets of the Cult agenda to 
focus attention and self-identity in the five senses and play those 
identities against each other to divide and rule. Columbia University 
has introduced segregated graduations in another version of social 
distancing designed to drive people apart and teach them that 
different racial and cultural groups have nothing in common with 
each other. The last thing the Cult wants is unity. Again the pump- 
primers of this will be Cult operatives in the knowledge of what they 
are doing, but the rest are just the Phantom Self blind leading the 
Phantom Self blind. We do have something in common - we are all 
the same consciousness having different temporary experiences. 


Yes, what is ‘human’? That is what we are supposed to be, right? I 
mean ‘human’? True, but ‘human’ is the experience not the ‘I’. Break 
it down to basics and ‘human’ is the way that information is 
processed. If we are to experience and interact with this band of 
frequency we call the ‘world’ we must have a vehicle that operates 
within that band of frequency. Our consciousness in its prime form 
cannot do that; it is way beyond the frequency of the human realm. 
My consciousness or awareness could not tap these keys and pick up 
the cup in front of me in the same way that radio station A cannot 
interact with radio station B when they are on different frequencies. 
The human body is the means through which we have that 
interaction. I have long described the body as a biological computer 
which processes information in a way that allows consciousness to 
experience this reality. The body is a receiver, transmitter and 
processor of information in a particular way that we call human. We 
visually perceive only the world of the five senses in a wakened state 
— that is the limit of the body’s visual decoding system. In truth it’s 
not even visual in the way we experience ‘visual reality’ as I will 
come to in a moment. We are ‘human’ because the body processes 
the information sources of human into a reality and behaviour 
system that we perceive as human. Why does an elephant act like an 
elephant and not like a human or a duck? The elephant'’s biological 
computer is a different information field and processes information 
according to that program into a visual and behaviour type we call 
an elephant. The same applies to everything in our reality. These 
body information fields are perpetuated through procreation (like 
making a copy of a software program). The Cult wants to break that 
cycle and intervene technologically to transform the human 
information field into one that will change what we call humanity. If 
it can change the human information field it will change the way 
that field processes information and change humanity both 
‘physically’ and psychologically. Hence the messenger (information) 
RNA ‘vaccines’ and so much more that is targeting human genetics 
by changing the body’s information — messaging — construct through 
food, drink, radiation, toxicity and other means. 


Reality that we experience is nothing like reality as it really is in 
the same way that the reality people experience in virtual reality 
games is not the reality they are really living in. The game is only a 
decoded source of information that appears to be a reality. Our 
world is also an information construct — a simulation (more later). In 
its base form our reality is a wavefield of information much the same 
in theme as Wi-Fi. The five senses decode wavefield information into 
electrical information which they communicate to the brain to 
decode into holographic (illusory ‘physical’) information. Different 
parts of the brain specialise in decoding different senses and the 
information is fused into a reality that appears to be outside of us 
but is really inside the brain and the genetic structure in general (Fig 
12 overleaf). DNA is a receiver-transmitter of information and a vital 
part of this decoding process and the body’s connection to other 
realities. Change DNA and you change the way we decode and 
connect with reality — see ‘Covid vaccines’. Think of computers 
decoding Wi-Fi. You have information encoded in a radiation field 
and the computer decodes that information into a very different 
form on the screen. You can’t see the Wi-Fi until its information is 
made manifest on the screen and the information on the screen is 
inside the computer and not outside. I have just described how we 
decode the ‘human world’. All five senses decode the waveform ‘Wi- 
Fi’ field into electrical signals and the brain (computer) constructs 
reality inside the brain and not outside — “You don’t just look at a 
rainbow, you create it’. Sound is a simple example. We don’t hear 
sound until the brain decodes it. Waveform sound waves are picked 
up by the hearing sense and communicated to the brain in an 
electrical form to be decoded into the sounds that we hear. 
Everything we hear is inside the brain along with everything we see, 
feel, smell and taste. Words and language are waveform fields 
generated by our vocal chords which pass through this process until 
they are decoded by the brain into words that we hear. Different 
languages are different frequency fields or sound waves generated 
by vocal chords. Late British philosopher Alan Watts said: 


Figure 12: The brain receives information from the five senses and constructs from that our 
perceived reality. 


[Without the brain] the world is devoid of light, heat, weight, solidity, motion, space, time or 
any other imaginable feature. All these phenomena are interactions, or transactions, of 
vibrations with a certain arrangement of neurons. 


That’s exactly what they are and scientist Robert Lanza describes in 
his book, Biocentrism, how we decode electromagnetic waves and 
energy into visual and ‘physical’ experience. He uses the example of 
a flame emitting photons, electromagnetic energy, each pulsing 
electrically and magnetically: 


... these ... invisible electromagnetic waves strike a human retina, and if (and only if) the 
waves happen to measure between 400 and 700 nano meters in length from crest to crest, 
then their energy is just right to deliver a stimulus to the 8 million cone-shaped cells in the 
retina. 


Each in turn send an electrical pulse to a neighbour neuron, and on up the line this goes, at 
250 mph, until it reaches the ... occipital lobe of the brain, in the back of the head. There, a 
cascading complex of neurons fire from the incoming stimuli, and we subjectively perceive 
this experience as a yellow brightness occurring in a place we have been conditioned to call 
the ‘external world’. 


You hear what you decode 


If a tree falls or a building collapses they make no noise unless 
someone is there to decode the energetic waves generated by the 
disturbance into what we call sound. Does a falling tree make a 
noise? Only if you hear it — decode it. Everything in our reality is a 
frequency field of information operating within the overall ‘Wi-Fi’ 
field that I call The Field. A vibrational disturbance is generated in 
The Field by the fields of the falling tree or building. These 
disturbance waves are what we decode into the sound of them 
falling. If no one is there to do that then neither will make any noise. 
Reality is created by the observer — decoder — and the perceptions of 
the observer affect the decoding process. For this reason different 
people — different perceptions — will perceive the same reality or 
situation in a different way. What one may perceive as a nightmare 
another will see as an opportunity. The question of why the Cult is 
so focused on controlling human perception now answers itself. All 
experienced reality is the act of decoding and we don’t experience 
Wi-Fi until it is decoded on the computer screen. The sight and 
sound of an Internet video is encoded in the Wi-Fi all around us, but 
we don’t see or hear it until the computer decodes that information. 
Taste, smell and touch are all phenomena of the brain as a result of 
the same process. We don’t taste, smell or feel anything except in the 
brain and there are pain relief techniques that seek to block the 
signal from the site of discomfort to the brain because if the brain 
doesn’t decode that signal we don’t feel pain. Pain is in the brain and 
only appears to be at the point of impact thanks to the feedback loop 
between them. We don’t see anything until electrical information 
from the sight senses is decoded in an area at the back of the brain. If 
that area is damaged we can go blind when our eyes are perfectly 
okay. So why do we go blind if we damage an eye? We damage the 
information processing between the waveform visual information 
and the visual decoding area of the brain. If information doesn’t 
reach the brain in a form it can decode then we can’t see the visual 
reality that it represents. What’s more the brain is decoding only a 
fraction of the information it receives and the rest is absorbed by the 


sub-conscious mind. This explanation is from the science magazine, 
Wonderpedia: 


Every second, 11 million sensations crackle along these [brain] pathways ... The brain is 
confronted with an alarming array of images, sounds and smells which it rigorously filters 
down until it is left with a manageable list of around 40. Thus 40 sensations per second make 
up what we perceive as reality. 


The ‘world’ is not what people are told to believe that is it and the 
inner circles of the Cult know that. 


illusory ‘physical reality 

We can only see a smear of 0.005 percent of the Universe which is 
only one of a vast array of universes — ‘mansions’ — within infinite 
reality. Even then the brain decodes only 40 pieces of information 
(‘sensations’) from a potential 11 million that we receive every 
second. Two points strike you from this immediately: The sheer 
breathtaking stupidity of believing we know anything so rigidly that 
there’s nothing more to know; and the potential for these processes 
to be manipulated by a malevolent force to control the reality of the 
population. One thing I can say for sure with no risk of contradiction 
is that when you can perceive an almost indescribable fraction of 
infinite reality there is always more to know as in tidal waves of it. 
Ancient Greek philosopher Socrates was so right when he said that 
wisdom is to know how little we know. How obviously true that is 
when you think that we are experiencing a physical world of solidity 
that is neither physical nor solid and a world of apartness when 
everything is connected. Cult-controlled ‘science’ dismisses the so- 
called ‘paranormal’ and all phenomena related to that when the 
‘para’-normal is perfectly normal and explains the alleged ‘great 
mysteries’ which dumbfound scientific minds. There is a reason for 
this. A ‘scientific mind’ in terms of the mainstream is a material 
mind, a five-sense mind imprisoned in see it, touch it, hear it, smell it 
and taste it. Phenomena and happenings that can’t be explained that 
way leave the ‘scientific mind’ bewildered and the rule is that if they 


can’t account for why something is happening then it can’t, by 
definition, be happening. I beg to differ. Telepathy is thought waves 
passing through The Field (think wave disturbance again) to be 
decoded by someone able to connect with that wavelength 
(information). For example: You can pick up the thought waves of a 
friend at any distance and at the very least that will bring them to 
mind. A few minutes later the friend calls you. ‘My god’, you say, 
‘that’s incredible — I was just thinking of you.’ Ah, but they were 
thinking of you before they made the call and that’s what you 
decoded. Native peoples not entrapped in five-sense reality do this 
so well it became known as the ‘bush telegraph’. Those known as 
psychics and mediums (genuine ones) are doing the same only 
across dimensions of reality. ‘Mind over matter’ comes from the fact 
that matter and mind are the same. The state of one influences the 
state of the other. Indeed one and the other are illusions. They are 
aspects of the same field. Paranormal phenomena are all explainable 
so why are they still considered ‘mysteries’ or not happening? Once 
you go down this road of understanding you begin to expand 
awareness beyond the five senses and that’s the nightmare for the 
Cult. 


Figure 13: Holograms are not solid, but the best ones appear to be. 
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Figure 14: How holograms are created by capturing a waveform version of the subject image. 


Holographic ‘solidity 

Our reality is not solid, it is holographic. We are now well aware of 
holograms which are widely used today. Two-dimensional 
information is decoded into a three-dimensional reality that is not 
solid although can very much appear to be (Fig 13). Holograms are 
created with a laser divided into two parts. One goes directly onto a 
holographic photographic print (‘reference beam’) and the other 
takes a waveform image of the subject (‘working beam’) before being 
directed onto the print where it ‘collides’ with the other half of the 
laser (Fig 14). This creates a waveform interference pattern which 
contains the wavefield information of whatever is being 
photographed (Fig 15 overleaf). The process can be likened to 
dropping pebbles in a pond. Waves generated by each one spread 
out across the water to collide with the others and create a wave 
representation of where the stones fell and at what speed, weight 
and distance. A waveform interference pattern of a hologram is akin 
to the waveform information in The Field which the five senses 
decode into electrical signals to be decoded by the brain into a 
holographic illusory ‘physical’ reality. In the same way when a laser 
(think human attention) is directed at the waveform interference 
pattern a three-dimensional version of the subject is projected into 
apparently ‘solid’ reality (Fig 16). An amazing trait of holograms 
reveals more ‘paranormal mysteries’. Information of the whole 


hologram is encoded in waveform in every part of the interference 
pattern by the way they are created. This means that every part of a 
hologram is a smaller version of the whole. Cut the interference 
wave-pattern into four and you won't get four parts of the image. 
You get quarter-sized versions of the whole image. The body is a 
hologram and the same applies. Here we have the basis of 
acupuncture, reflexology and other forms of healing which identify 
representations of the whole body in all of the parts, hands, feet, 
ears, everywhere. Skilled palm readers can do what they do because 
the information of whole body is encoded in the hand. The concept 
of as above, so below, comes from this. 
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Figure 15: A waveform interference pattern that holds the information that transforms into a 
hologram. 


Figure 16: Holographic people including ‘Elvis’ holographically inserted to sing a duet with 
Celine Dion. 


The question will be asked of why, if solidity is illusory, we can’t 
just walk through walls and each other. The resistance is not solid 
against solid; it is electromagnetic field against electromagnetic field 
and we decode this into the experience of solid against solid. We 
should also not underestimate the power of belief to dictate reality. 
What you believe is impossible will be. Your belief impacts on your 
decoding processes and they won’t decode what you think is 
impossible. What we believe we perceive and what we perceive we 
experience. ‘Can't dos’ and ‘impossibles’ are like a firewall in a 
computer system that won't put on the screen what the firewall 
blocks. How vital that is to understanding how human experience 
has been hijacked. I explain in The Answer, Everything You Need To 
Know But Have Never Been Told and other books a long list of 
‘mysteries’ and ‘paranormal’ phenomena that are not mysterious 
and perfectly normal once you realise what reality is and how it 
works. ‘Ghosts’ can be seen to pass through ‘solid’ walls because the 
walls are not solid and the ghost is a discarnate entity operating on a 
frequency so different to that of the wall that it’s like two radio 
stations sharing the same space while never interfering with each 
other. I have seen ghosts do this myself. The apartness of people and 
objects is also an illusion. Everything is connected by the Field like 
all sea life is connected by the sea. It’s just that within the limits of 
our visual reality we only ‘see’ holographic information and not the 
field of information that connects everything and from which the 
holographic world is made manifest. If you can only see holographic 
‘objects’ and not the field that connects them they will appear to you 
as unconnected to each other in the same way that we see the 
computer while not seeing the Wi-Fi. 


What you don't know ¢an hurt you 

Okay, we return to those ‘two worlds’ of human society and the Cult 
with its global network of interconnecting secret societies and 
satanic groups which manipulate through governments, 
corporations, media, religions, etc. The fundamental difference 
between them is knowledge. The idea has been to keep humanity 


ignorant of the plan for its total enslavement underpinned by a 
crucial ignorance of reality - who we are and where we are — and 
how we interact with it. ‘Human’ should be the interaction between 
our expanded eternal consciousness and the five-sense body 
experience. We are meant to be in this world in terms of the five 
senses but not of this world in relation to our greater consciousness 
and perspective. In that state we experience the small picture of the 
five senses within the wider context of the big picture of awareness 
beyond the five senses. Put another way the five senses see the dots 
and expanded awareness connects them into pictures and patterns 
that give context to the apparently random and unconnected. 
Without the context of expanded awareness the five senses see only 
apartness and randomness with apparently no meaning. The Cult 
and its other-dimensional controllers seek to intervene in the 
frequency realm where five-sense reality is supposed to connect with 
expanded reality and to keep the two apart (more on this in the final 
chapter). When that happens five-sense mental and emotional 
processes are no longer influenced by expanded awareness, or the 
True ‘I’, and instead are driven by the isolated perceptions of the 
body’s decoding systems. They are in the world and of it. Here we 
have the human plight and why humanity with its potential for 
infinite awareness can be so easily manipulatable and descend into 
such extremes of stupidity. 


Once the Cult isolates five-sense mind from expanded awareness 
it can then program the mind with perceptions and beliefs by 
controlling information that the mind receives through the 
‘education’ system of the formative years and the media perceptual 
bombardment and censorship of an entire lifetime. Limit perception 
and a sense of the possible through limiting knowledge by limiting 
and skewing information while censoring and discrediting that 
which could set people free. As the title of another of my books says 
... And The Truth Shall Set You Free. For this reason the last thing the 
Cult wants in circulation is the truth about anything — especially the 
reality of the eternal ‘I’ — and that’s why it is desperate to control 
information. The Cult knows that information becomes perception 


which becomes behaviour which, collectively, becomes human 
society. Cult-controlled and funded mainstream ‘science’ denies the 
existence of an eternal ‘I’ and seeks to dismiss and trash all evidence 
to the contrary. Cult-controlled mainstream religion has a version of 
‘God’ that is little more than a system of control and dictatorship 
that employs threats of damnation in an afterlife to control 
perceptions and behaviour in the here and now through fear and 
guilt. Neither is true and it’s the ‘neither’ that the Cult wishes to 
suppress. This ‘neither’ is that everything is an expression, a point of 
attention, within an infinite state of consciousness which is the real 
meaning of the term ‘God’. 


Perceptual obsession with the “physical body’ and five-senses 
means that ‘God’ becomes personified as a bearded bloke sitting 
among the clouds or a raging bully who loves us if we do what ‘he’ 
wants and condemns us to the fires of hell if we don’t. These are no 
more than a ‘spiritual’ fairy tales to control and dictate events and 
behaviour through fear of this ‘God’ which has bizarrely made ‘God- 
fearing’ in religious circles a state to be desired. I would suggest that 
fearing anything is not to be encouraged and celebrated, but rather 
deleted. You can see why ‘God fearing’ is so beneficial to the Cult 
and its religions when they decide what ‘God’ wants and what ‘God’ 
demands (the Cult demands) that everyone do. As the great 
American comedian Bill Hicks said satirising a Christian zealot: ‘T 
think what God meant to say.’ How much of this infinite awareness 
(‘God’) that we access is decided by how far we choose to expand 
our perceptions, self-identity and sense of the possible. The scale of 
self-identity reflects itself in the scale of awareness that we can 
connect with and are influenced by — how much knowing and 
insight we have instead of programmed perception. You cannot 
expand your awareness into the infinity of possibility when you 
believe that you are little me Peter the postman or Mary in marketing 
and nothing more. I'll deal with this in the concluding chapter 
because it’s crucial to how we turnaround current events. 


When I realised in the early 1990s there was a Cult network behind 
global events I asked the obvious question: When did it start? I took 
it back to ancient Rome and Egypt and on to Babylon and Sumer in 
Mesopotamia, the ‘Land Between Two Rivers’, in what we now call 
Iraq. The two rivers are the Tigris and Euphrates and this region is of 
immense historical and other importance to the Cult, as is the land 
called Israel only 550 miles away by air. There is much more going 
with deep esoteric meaning across this whole region. It’s not only 
about ‘wars for oil’. Priceless artefacts from Mesopotamia were 
stolen or destroyed after the American and British invasion of Iraq in 
2003 justified by the lies of Boy Bush and Tony Blair (their Cult 
masters) about non-existent “weapons of mass destruction’. 
Mesopotamia was the location of Sumer (about 5,400BC to 1,750BC), 
and Babylon (about 2,350BC to 539BC). Sabbatians may have become 
immensely influential in the Cult in modern times but they are part 
of a network that goes back into the mists of history. Sumer is said by 
historians to be the ‘cradle of civilisation’. I disagree. I say it was the 
re-start of what we call human civilisation after cataclysmic events 
symbolised in part as the ‘Great Flood’ destroyed the world that 
existed before. These fantastic upheavals that I have been describing 
in detail in the books since the early1990s appear in accounts and 
legends of ancient cultures across the world and they are supported 
by geological and biological evidence. Stone tablets found in Iraq 
detailing the Sumer period say the cataclysms were caused by non- 
human ‘gods’ they call the Anunnaki. These are described in terms 
of extraterrestrial visitations in which knowledge supplied by the 
Anunnaki is said to have been the source of at least one of the 
world’s oldest writing systems and developments in astronomy, 
mathematics and architecture that were way ahead of their time. I 
have covered this subject at length in The Biggest Secret and Children 
of the Matrix and the same basic ‘Anunnaki’ story can be found in 
Zulu accounts in South Africa where the late and very great Zulu 
high shaman Credo Mutwa told me that the Sumerian Anunnaki 
were known by Zulus as the Chitauri or ‘children of the serpent’. See 
my six-hour video interview with Credo on this subject entitled The 


Reptilian Agenda recorded at his then home near Johannesburg in 
1999 which you can watch on the Ickonic media platform. 


The Cult emerged out of Sumer, Babylon and Egypt (and 
elsewhere) and established the Roman Empire before expanding 
with the Romans into northern Europe from where many empires 
were savagely imposed in the form of Cult-controlled societies all 
over the world. Mass death and destruction was their calling card. 
The Cult established its centre of operations in Europe and European 
Empires were Cult empires which allowed it to expand into a global 
force. Spanish and Portuguese colonialists headed for Central and 
South America while the British and French targeted North America. 
Africa was colonised by Britain, France, Belgium, the Netherlands, 
Portugal, Spain, Italy, and Germany. Some like Britain and France 
moved in on the Middle East. The British Empire was by far the 
biggest for a simple reason. By now Britain was the headquarters of 
the Cult from which it expanded to form Canada, the United States, 
Australia and New Zealand. The Sun never set on the British Empire 
such was the scale of its occupation. London remains a global centre 
for the Cult along with Rome and the Vatican although others have 
emerged in Israel and China. It is no accident that the ‘virus’ is 
alleged to have come out of China while Italy was chosen as the 
means to terrify the Western population into compliance with 
‘Covid’ fascism. Nor that Israel has led the world in ‘Covid’ fascism 
and mass ‘vaccination’. 

You would think that I would mention the United States here, but 
while it has been an important means of imposing the Cult’s will it is 
less significant than would appear and is currently in the process of 
having what power it does have deleted. The Cult in Europe has 
mostly loaded the guns for the US to fire. America has been 
controlled from Europe from the start through Cult operatives in 
Britain and Europe. The American Revolution was an illusion to 
make it appear that America was governing itself while very 
different forces were pulling the strings in the form of Cult families 
such as the Rothschilds through the Rockefellers and other 
subordinates. The Rockefellers are extremely close to Bill Gates and 


established both scalpel and drug ‘medicine’ and the World Health 
Organization. They play a major role in the development and 
circulation of vaccines through the Rockefeller Foundation on which 
Bill Gates said his Foundation is based. Why wouldn't this be the 
case when the Rockefellers and Gates are on the same team? Cult 
infiltration of human society goes way back into what we call history 
and has been constantly expanding and centralising power with the 
goal of establishing a global structure to dictate everything. Look 
how this has been advanced in great leaps with the ‘Covid’ hoax. 


The non-human dimension 

I researched and observed the comings and goings of Cult operatives 
through the centuries and even thousands of years as they were 
born, worked to promote the agenda within the secret society and 
satanic networks, and then died for others to replace them. Clearly 
there had to be a coordinating force that spanned this entire period 
while operatives who would not have seen the end goal in their 
lifetimes came and went advancing the plan over millennia. I went 
in search of that coordinating force with the usual support from the 
extraordinary synchronicity of my life which has been an almost 
daily experience since 1990. I saw common themes in religious texts 
and ancient cultures about a non-human force manipulating human 
society from the hidden. Christianity calls this force Satan, the Devil 
and demons; Islam refers to the Jinn or Djinn; Zulus have their 
Chitauri (spelt in other ways in different parts of Africa); and the 
Gnostic people in Egypt in the period around and before 400AD 
referred to this phenomena as the ‘Archons’, a word meaning rulers 
in Greek. Central American cultures speak of the ‘Predators’ among 
other names and the same theme is everywhere. I will use ‘Archons’ 
as a collective name for all of them. When you see how their nature 
and behaviour is described all these different sources are clearly 
talking about the same force. Gnostics described the Archons in 
terms of ‘luminous fire’ while Islam relates the Jinn to ‘smokeless 
fire’. Some refer to beings in form that could occasionally be seen, 
but the most common of common theme is that they operate from 


unseen realms which means almost all existence to the visual 
processes of humans. I had concluded that this was indeed the 
foundation of human control and that the Cult was operating within 
the human frequency band on behalf of this hidden force when I 
came across the writings of Gnostics which supported my 
conclusions in the most extraordinary way. 

A sealed earthen jar was found in 1945 near the town of Nag 
Hammadi about 75-80 miles north of Luxor on the banks of the River 
Nile in Egypt. Inside was a treasure trove of manuscripts and texts 
left by the Gnostic people some 1,600 years earlier. They included 13 
leather-bound papyrus codices (manuscripts) and more than 50 texts 
written in Coptic Egyptian estimated to have been hidden in the jar 
in the period of 400AD although the source of the information goes 
back much further. Gnostics oversaw the Great or Royal Library of 
Alexandria, the fantastic depository of ancient texts detailing 
advanced knowledge and accounts of human history. The Library 
was dismantled and destroyed in stages over a long period with the 
death-blow delivered by the Cult-established Roman Church in the 
period around 415AD. The Church of Rome was the Church of 
Babylon relocated as I said earlier. Gnostics were not a race. They 
were a way of perceiving reality. Whenever they established 
themselves and their information circulated the terrorists of the 
Church of Rome would target them for destruction. This happened 
with the Great Library and with the Gnostic Cathars who were 
burned to death by the psychopaths after a long period of 
oppression at the siege of the Castle of Monségur in southern France 
in 1244. The Church has always been terrified of Gnostic information 
which demolishes the official Christian narrative although there is 
much in the Bible that supports the Gnostic view if you read it in 
another way. To anyone studying the texts of what became known as 
the Nag Hammadi Library it is clear that great swathes of Christian 
and Biblical belief has its origin with Gnostics sources going back to 
Sumer. Gnostic themes have been twisted to manipulate the 
perceived reality of Bible believers. Biblical texts have been in the 
open for centuries where they could be changed while Gnostic 


documents found at Nag Hammadi were sealed away and 
untouched for 1,600 years. What you see is what they wrote. 


Use your pneuma not your nous 

Gnosticism and Gnostic come from ‘gnosis’ which means 
knowledge, or rather secret knowledge, in the sense of spiritual 
awareness — knowledge about reality and life itself. The desperation 
of the Cult’s Church of Rome to destroy the Gnostics can be 
understood when the knowledge they were circulating was the last 
thing the Cult wanted the population to know. Sixteen hundred 
years later the same Cult is working hard to undermine and silence 
me for the same reason. The dynamic between knowledge and 
ignorance is a constant. ‘Time’ appears to move on, but essential 
themes remain the same. We are told to ‘use your nous’, a Gnostic 
word for head/brain/intelligence. They said, however, that spiritual 
awakening or ‘salvation’ could only be secured by expanding 
awareness beyond what they called nous and into pneuma or Infinite 
Self. Obviously as I read these texts the parallels with what I have 
been saying since 1990 were fascinating to me. There is a universal 
truth that spans human history and in that case why wouldn't we be 
talking the same language 16 centuries apart? When you free 
yourself from the perception program of the five senses and explore 
expanded realms of consciousness you are going to connect with the 
same information no matter what the perceived ‘era’ within a 
manufactured timeline of a single and tiny range of manipulated 
frequency. Humans working with ‘smart’ technology or knocking 
rocks together in caves is only a timeline appearing to operate within 
the human frequency band. Expanded awareness and the 
knowledge it holds have always been there whether the era be Stone 
Age or computer age. We can only access that knowledge by 
opening ourselves to its frequency which the five-sense prison cell is 
designed to stop us doing. Gates, Fauci, Whitty, Vallance, 
Zuckerberg, Brin, Page, Wojcicki, Bezos, and all the others behind 
the ‘Covid’ hoax clearly have a long wait before their range of 
frequency can make that connection given that an open heart is 


crucial to that as we shall see. Instead of accessing knowledge 
directly through expanded awareness it is given to Cult operatives 
by the secret society networks of the Cult where it has been passed 
on over thousands of years outside the public arena. Expanded 
realms of consciousness is where great artists, composers and 
writers find their inspiration and where truth awaits anyone open 
enough to connect with it. We need to go there fast. 


Archon hijack 

A fifth of the Nag Hammadi texts describe the existence and 
manipulation of the Archons led by a ‘Chief Archon’ they call 
‘Yaldabaoth’, or the ‘Demiurge’, and this is the Christian ‘Devil’, 
‘Satan’, ‘Lucifer’, and his demons. Archons in Biblical symbolism are 
the ‘fallen ones’ which are also referred to as fallen angels after the 
angels expelled from heaven according to the Abrahamic religions of 
Judaism, Christianity and Islam. These angels are claimed to tempt 
humans to ‘sin’ ongoing and you will see how accurate that 
symbolism is during the rest of the book. The theme of ‘original sin’ 
is related to the ‘Fall’ when Adam and Eve were ‘tempted by the 
serpent’ and fell from a state of innocence and ‘obedience’ 
(connection) with God into a state of disobedience (disconnection). 
The Fall is said to have brought sin into the world and corrupted 
everything including human nature. Yaldabaoth, the ‘Lord Archon’, 
is described by Gnostics as a ‘counterfeit spirit’, ‘The Blind One’, 
‘The Blind God’, and ‘The Foolish One’. The Jewish name for 
Yaldabaoth in Talmudic writings is Samael which translates as 
‘Poison of God’, or ‘Blindness of God’. You see the parallels. 
Yaldabaoth in Islamic belief is the Muslim Jinn devil known as 
Shaytan — Shaytan is Satan as the same themes are found all over the 
world in every religion and culture. The ‘Lord God’ of the Old 
Testament is the ‘Lord Archon’ of Gnostic manuscripts and that’s 
why he’s such a bloodthirsty bastard. Satan is known by Christians 
as ‘the Demon of Demons’ and Gnostics called Yaldabaoth the 
‘Archon of Archons’. Both are known as “The Deceiver’. We are 
talking about the same ‘bloke’ for sure and these common themes 


using different names, storylines and symbolism tell a common tale 
of the human plight. 

Archons are referred to in Nag Hammadi documents as mind 
parasites, inverters, guards, gatekeepers, detainers, judges, pitiless 
ones and deceivers. The ‘Covid’ hoax alone is a glaring example of 
all these things. The Biblical ‘God’ is so different in the Old and New 
Testaments because they are not describing the same phenomenon. 
The vindictive, angry, hate-filled, ‘God’ of the Old Testament, known 
as Yahweh, is Yaldabaoth who is depicted in Cult-dictated popular 
culture as the ‘Dark Lord’, ‘Lord of Time’, Lord (Darth) Vader and 
Dormammu, the evil ruler of the ‘Dark Dimension’ trying to take 
over the ‘Earth Dimension’ in the Marvel comic movie, Dr Strange. 
Yaldabaoth is both the Old Testament ‘god’ and the Biblical ‘Satan’. 
Gnostics referred to Yaldabaoth as the ‘Great Architect of the 
Universe’and the Cult-controlled Freemason network calls their god 
‘the ‘Great Architect of the Universe’ (also Grand Architect). The 
‘Great Architect’ Yaldabaoth is symbolised by the Cult as the all- 
seeing eye at the top of the pyramid on the Great Seal of the United 
States and the dollar bill. Archon is encoded in arch-itect as it is in 
arch-angels and arch-bishops. All religions have the theme of a force 
for good and force for evil in some sort of spiritual war and there is a 
reason for that — the theme is true. The Cult and its non-human 
masters are quite happy for this to circulate. They present 
themselves as the force for good fighting evil when they are really 
the force of evil (absence of love). The whole foundation of Cult 
modus operandi is inversion. They promote themselves as a force for 
good and anyone challenging them in pursuit of peace, love, 
fairness, truth and justice is condemned as a satanic force for evil. 
This has been the game plan throughout history whether the Church 
of Rome inquisitions of non-believers or ‘conspiracy theorists’ and 
‘anti-vaxxers’ of today. The technique is the same whatever the 
timeline era. 


Yaldabaoth is revolting (true) 


Yaldabaoth and the Archons are said to have revolted against God 
with Yaldabaoth claiming to be God — the All That Is. The Old 
Testament ‘God’ (Yaldabaoth) demanded to be worshipped as such: ’ 
Iam the LORD, and there is none else, there is no God beside me’ 
(Isaiah 45:5). I have quoted in other books a man who said he was 
the unofficial son of the late Baron Philippe de Rothschild of the 
Mouton-Rothschild wine producing estates in France who died in 
1988 and he told me about the Rothschild ‘revolt from God’. The 
man said he was given the name Phillip Eugene de Rothschild and 
we shared long correspondence many years ago while he was living 
under another identity. He said that he was conceived through 
‘occult incest’ which (within the Cult) was ‘normal and to be 
admired’. ‘Phillip’ told me about his experience attending satanic 
rituals with rich and famous people whom he names and you can 
see them and the wider background to Cult Satanism in my other 
books starting with The Biggest Secret. Cult rituals are interactions 
with Archontic ‘gods’. ‘Phillip’ described Baron Philippe de 
Rothschild as ‘a master Satanist and hater of God’ and he used the 
same term ‘revolt from God’ associated with 
Yaldabaoth/Satan/Lucifer/the Devil in describing the Sabbatian 
Rothschild dynasty. ‘I played a key role in my family’s revolt from 
God’, he said. That role was to infiltrate in classic Sabbatian style the 
Christian Church, but eventually he escaped the mind-prison to live 
another life. The Cult has been targeting religion in a plan to make 
worship of the Archons the global one-world religion. Infiltration of 
Satanism into modern ‘culture’, especially among the young, 
through music videos, stage shows and other means, is all part of 
this. 


Nag Hammadi texts describe Yaldabaoth and the Archons in their 
prime form as energy — consciousness — and say they can take form if 
they choose in the same way that consciousness takes form as a 
human. Yaldabaoth is called ‘formless’ and represents a deeply 
inverted, distorted and chaotic state of consciousness which seeks to 
attached to humans and turn them into a likeness of itself in an 
attempt at assimilation. For that to happen it has to manipulate 


humans into low frequency mental and emotional states that match 
its own. Archons can certainly appear in human form and this is the 
origin of the psychopathic personality. The energetic distortion 
Gnostics called Yaldabaoth is psychopathy. When psychopathic 
Archons take human form that human will be a psychopath as an 
expression of Yaldabaoth consciousness. Cult psychopaths are 
Archons in human form. The principle is the same as that portrayed 
in the 2009 Avatar movie when the American military travelled to a 
fictional Earth-like moon called Pandora in the Alpha Centauri star 
system to infiltrate a society of blue people, or Na’vi, by hiding 
within bodies that looked like the Na’vi. Archons posing as humans 
have a particular hybrid information field, part human, part Archon, 
(the ancient ‘demigods’) which processes information in a way that 
manifests behaviour to match their psychopathic evil, lack of 
empathy and compassion, and stops them being influenced by the 
empathy, compassion and love that a fully-human information field 
is capable of expressing. Cult bloodlines interbreed, be they royalty 
or dark suits, for this reason and you have their obsession with 
incest. Interbreeding with full-blown humans would dilute the 
Archontic energy field that guarantees psychopathy in its 
representatives in the human realm. 

Gnostic writings say the main non-human forms that Archons 
take are serpentine (what I have called for decades ‘reptilian’ amid 
unbounded ridicule from the Archontically-programmed) and what 
Gnostics describe as ‘an unborn baby or foetus with grey skin and 
dark, unmoving eyes’. This is an excellent representation of the ET 
‘Greys’ of UFO folklore which large numbers of people claim to have 
seen and been abducted by — Zulu shaman Credo Mutwa among 
them. I agree with those that believe in extraterrestrial or 
interdimensional visitations today and for thousands of years past. 
No wonder with their advanced knowledge and technological 
capability they were perceived and worshipped as gods for 
technological and other ‘miracles’ they appeared to perform. 
Imagine someone arriving in a culture disconnected from the 
modern world with a smartphone and computer. They would be 


seen as a ‘god’ capable of ‘miracles’. The Renegade Mind, however, 
wants to know the source of everything and not only the way that 
source manifests as human or non-human. In the same way that a 
Renegade Mind seeks the original source material for the “‘Covid 
virus’ to see if what is claimed is true. The original source of 
Archons in form is consciousness — the distorted state of 
consciousness known to Gnostics as Yaldabaoth. 


‘Revolt from God is energetic disconnection 

Where I am going next will make a lot of sense of religious texts and 
ancient legends relating to ‘Satan’, Lucifer’ and the ‘gods’. Gnostic 
descriptions sync perfectly with the themes of my own research over 
the years in how they describe a consciousness distortion seeking to 
impose itself on human consciousness. I’ve referred to the core of 
infinite awareness in previous books as Infinite Awareness in 
Awareness of Itself. By that I mean a level of awareness that knows 
that it is all awareness and is aware of all awareness. From here 
comes the frequency of love in its true sense and balance which is 
what love is on one level — the balance of all forces into a single 
whole called Oneness and Isness. The more we disconnect from this 
state of love that many call ‘God’ the constituent parts of that 
Oneness start to unravel and express themselves as a part and not a 
whole. They become individualised as intellect, mind, selfishness, 
hatred, envy, desire for power over others, and such like. This is not 
a problem in the greater scheme in that ‘God’, the All That Is, can 
experience all these possibilities through different expressions of 
itself including humans. What we as expressions of the whole 
experience the All That Is experiences. We are the All That Is 
experiencing itself. As we withdraw from that state of Oneness we 
disconnect from its influence and things can get very unpleasant and 
very stupid. Archontic consciousness is at the extreme end of that. It 
has so disconnected from the influence of Oneness that it has become 
an inversion of unity and love, an inversion of everything, an 
inversion of life itself. Evil is appropriately live written backwards. 
Archontic consciousness is obsessed with death, an inversion of life, 


and so its manifestations in Satanism are obsessed with death. They 
use inverted symbols in their rituals such as the inverted pentagram 
and cross. Sabbatians as Archontic consciousness incarnate invert 
Judaism and every other religion and culture they infiltrate. They 
seek disunity and chaos and they fear unity and harmony as they 
fear love like garlic to a vampire. As a result the Cult, Archons 
incarnate, act with such evil, psychopathy and lack of empathy and 
compassion disconnected as they are from the source of love. How 
could Bill Gates and the rest of the Archontic psychopaths do what 
they have to human society in the ‘Covid’ era with all the death, 
suffering and destruction involved and have no emotional 
consequence for the impact on others? Now you know. Why have 
Zuckerberg, Brin, Page, Wojcicki and company callously censored 
information warning about the dangers of the ‘vaccine’ while 
thousands have been dying and having severe, sometimes life- 
changing reactions? Now you know. Why have Tedros, Fauci, 
Whitty, Vallance and their like around the world been using case and 
death figures they’re aware are fraudulent to justify lockdowns and 
all the deaths and destroyed lives that have come from that? Now 
you know. Why did Christian Drosten produce and promote a 
‘testing’ protocol that he knew couldn’t test for infectious disease 
which led to a global human catastrophe. Now you know. The 
Archontic mind doesn’t give a shit (Fig 17). I personally think that 
Gates and major Cult insiders are a form of AI cyborg that the 
Archons want humans to become. 
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Figure 17: Artist Neil Hague’s version of the ‘Covid’ hierarchy. 


Human batteries 

A state of such inversion does have its consequences, however. The 
level of disconnection from the Source of All means that you 
withdraw from that source of energetic sustenance and creativity. 
This means that you have to find your own supply of energetic 
power and it has — us. When the Morpheus character in the first 
Matrix movie held up a battery he spoke a profound truth when he 
said: ‘The Matrix is a computer-generated dream world built to keep 
us under control in order to change the human being into one of 


these.’ The statement was true in all respects. We do live in a 
technologically-generated virtual reality simulation (more very 
shortly) and we have been manipulated to be an energy source for 
Archontic consciousness. The Disney-Pixar animated movie 
Monsters, Inc. in 2001 symbolised the dynamic when monsters in 
their world had no energy source and they would enter the human 
world to terrify children in their beds, catch the child’s scream, terror 
(low-vibrational frequencies), and take that energy back to power 
the monster world. The lead character you might remember was a 
single giant eye and the symbolism of the Cult’s all-seeing eye was 
obvious. Every thought and emotion is broadcast as a frequency 
unique to that thought and emotion. Feelings of love and joy, 
empathy and compassion, are high, quick, frequencies while fear, 
depression, anxiety, suffering and hate are low, slow, dense 
frequencies. Which kind do you think Archontic consciousness can 
connect with and absorb? In such a low and dense frequency state 
there’s no way it can connect with the energy of love and joy. 
Archons can only feed off energy compatible with their own 
frequency and they and their Cult agents want to delete the human 
world of love and joy and manipulate the transmission of low 
vibrational frequencies through low-vibrational human mental and 
emotional states. We are their energy source. Wars are energetic 
banquets to the Archons — a world war even more so — and think 
how much low-frequency mental and emotional energy has been 
generated from the consequences for humanity of the ‘Covid’ hoax 
orchestrated by Archons incarnate like Gates. 


The ancient practice of human sacrifice ‘to the gods’, continued in 
secret today by the Cult, is based on the same principle. “The gods’ 
are Archontic consciousness in different forms and the sacrifice is 
induced into a state of intense terror to generate the energy the 
Archontic frequency can absorb. Incarnate Archons in the ritual 
drink the blood which contains an adrenaline they crave which 
floods into the bloodstream when people are terrorised. Most of the 
sacrifices, ancient and modern, are children and the theme of 
‘sacrificing young virgins to the gods’ is just code for children. They 


have a particular pre-puberty energy that Archons want more than 
anything and the energy of the young in general is their target. The 
California Department of Education wants students to chant the 
names of Aztec gods (Archontic gods) once worshipped in human 
sacrifice rituals in a curriculum designed to encourage them to 
‘challenge racist, bigoted, discriminatory, imperialist/colonial 
beliefs’, join ‘social movements that struggle for social justice’, and 
‘build new possibilities for a post-racist, post-systemic racism 
society’. It’s the usual Woke crap that inverts racism and calls it anti- 
racism. In this case solidarity with ‘indigenous tribes’ is being used 
as an excuse to chant the names of ‘gods’ to which people were 
sacrificed (and still are in secret). What an example of Woke’s 
inability to see beyond black and white, us and them, They condemn 
the colonisation of these tribal cultures by Europeans (quite right), 
but those cultures sacrificing people including children to their 
‘gods’, and mass murdering untold numbers as the Aztecs did, is 
just fine. One chant is to the Aztec god Tezcatlipoca who had a man 
sacrificed to him in the 5th month of the Aztec calendar. His heart 
was cut out and he was eaten. Oh, that’s okay then. Come on 
children ... after three ... Other sacrificial ‘gods’ for the young to 
chant their allegiance include Quetzalcoatl, Huitzilopochtli and Xipe 
Totec. The curriculum says that ‘chants, affirmations, and energizers 
can be used to bring the class together, build unity around ethnic 
studies principles and values, and to reinvigorate the class following 
a lesson that may be emotionally taxing or even when student 
engagement may appear to be low’. Well, that’s the cover story, 
anyway. Chanting and mantras are the repetition of a particular 
frequency generated from the vocal cords and chanting the names of 
these Archontic ‘gods’ tunes you into their frequency. That is the last 
thing you want when it allows for energetic synchronisation, 
attachment and perceptual influence. Initiates chant the names of 
their ‘Gods’ in their rituals for this very reason. 


Paedophilia is another way that Archons absorb the energy of 
children. Paedophiles possessed by Archontic consciousness are 
used as the conduit during sexual abuse for discarnate Archons to 
vampire the energy of the young they desire so much. Stupendous 
numbers of children disappear every year never to be seen again 
although you would never know from the media. Imagine how 
much low-vibrational energy has been generated by children during 
the ‘Covid’ hoax when so many have become depressed and 
psychologically destroyed to the point of killing themselves. 
Shocking numbers of children are now taken by the state from 
loving parents to be handed to others. I can tell you from long 
experience of researching this since 1996 that many end up with 
paedophiles and assets of the Cult through corrupt and Cult-owned 
social services which in the reframing era has hired many 
psychopaths and emotionless automatons to do the job. Children are 
even stolen to order using spurious reasons to take them by the 
corrupt and secret (because they’re corrupt) ‘family courts’. I have 
written in detail in other books, starting with The Biggest Secret in 
1997, about the ubiquitous connections between the political, 
corporate, government, intelligence and military elites (Cult 
operatives) and Satanism and paedophilia. If you go deep enough 
both networks have an interlocking leadership. The Woke mentality 
has been developed by the Cult for many reasons: To promote 
almost every aspect of its agenda; to hijack the traditional political 
left and turn it fascist; to divide and rule; and to target agenda 
pushbackers. But there are other reasons which relate to what Iam 
describing here. How many happy and joyful Wokers do you ever 
see especially at the extreme end? They are a mental and 
psychological mess consumed by emotional stress and constantly 
emotionally cocked for the next explosion of indignation at someone 
referring to a female as a female. They are walking, talking, batteries 
as Morpheus might say emitting frequencies which both enslave 
them in low-vibrational bubbles of perceptual limitation and feed 
the Archons. Add to this the hatred claimed to be love; fascism 
claimed to ‘anti-fascism’, racism claimed to be ‘anti-racism’; 


exclusion claimed to inclusion; and the abuse-filled Internet trolling. 
You have a purpose-built Archontic energy system with not a wind 
turbine in sight and all founded on Archontic inversion. We have 
whole generations now manipulated to serve the Archons with their 
actions and energy. They will be doing so their entire adult lives 
unless they snap out of their Archon-induced trance. Is it really a 
surprise that Cult billionaires and corporations put so much money 
their way? Where is the energy of joy and laughter, including 
laughing at yourself which is confirmation of your own emotional 
security? Mark Twain said: ‘The human race has one really effective 
weapon, and that is laughter.’ We must use it all the time. Woke has 
destroyed comedy because it has no humour, no joy, sense of irony, 
or self-deprecation. Its energy is dense and intense. Mmmmm, lunch 
says the Archontic frequency. Rudolf Steiner (1861-1925) was the 
Austrian philosopher and famous esoteric thinker who established 
Waldorf education or Steiner schools to treat children like unique 
expressions of consciousness and not minds to be programmed with 
the perceptions determined by authority. I’d been writing about this 
energy vampiring for decades when I was sent in 2016 a quote by 
Steiner. He was spot on: 


There are beings in the spiritual realms for whom anxiety and fear emanating from human 
beings offer welcome food. When humans have no anxiety and fear, then these creatures 
starve. If fear and anxiety radiates from people and they break out in panic, then these 
creatures find welcome nutrition and they become more and more powerful. These beings are 
hostile towards humanity. Everything that feeds on negative feelings, on anxiety, fear and 
superstition, despair or doubt, are in reality hostile forces in super-sensible worlds, launching 
cruel attacks on human beings, while they are being fed ... These are exactly the feelings that 
belong to contemporary culture and materialism; because it estranges people from the 
spiritual world, it is especially suited to evoke hopelessness and fear of the unknown in 
people, thereby calling up the above mentioned hostile forces against them. 


Pause for a moment from this perspective and reflect on what has 
happened in the world since the start of 2020. Not only will pennies 
drop, but billion dollar bills. We see the same theme from Don Juan 
Matus, a Yaqui Indian shaman in Mexico and the information source 
for Peruvian-born writer, Carlos Castaneda, who wrote a series of 


books from the 1960s to 1990s. Don Juan described the force 
manipulating human society and his name for the Archons was the 
predator: 


We have a predator that came from the depths of the cosmos and took over the rule of our 
lives. Human beings are its prisoners. The predator is our lord and master. It has rendered us 
docile, helpless. If we want to protest, it suppresses our protest. If we want to act 
independently, it demands that we don’t do so ... indeed we are held prisoner! 


They took us over because we are food to them, and they squeeze us mercilessly because we 
are their sustenance. Just as we rear chickens in coops, the predators rear us in human coops, 
humaneros. Therefore, their food is always available to them. 


Different cultures, different eras, same recurring theme. 


The ‘ennoia’ dilemma 


Nag Hammadi Gnostic manuscripts say that Archon consciousness 
has no ‘ennoia’. This is directly translated as ‘intentionality’, but I’ll 
use the term ‘creative imagination’. The All That Is in awareness of 
itself is the source of all creativity — all possibility - and the more 
disconnected you are from that source the more you are 
subsequently denied ‘creative imagination’. Given that Archon 
consciousness is almost entirely disconnected it severely lacks 
creativity and has to rely on far more mechanical processes of 
thought and exploit the creative potential of those that do have 
‘ennoia’. You can see cases of this throughout human society. Archon 
consciousness almost entirely dominates the global banking system 
and if we study how that system works you will appreciate what I 
mean. Banks manifest ‘money’ out of nothing by issuing lines of 
‘credit’ which is ‘money’ that has never, does not, and will never 
exist except in theory. It’s a confidence trick. If you think ‘credit’ 
figures-on-a-screen ‘money’ is worth anything you accept it as 
payment. If you don’t then the whole system collapses through lack 
of confidence in the value of that ‘money’. Archontic bankers with 
no ‘ennoia’ are ‘lending’ ‘money’ that doesn’t exist to humans that do 
have creativity — those that have the inspired ideas and create 
businesses and products. Archon banking feeds off human creativity 


which it controls through ‘money’ creation and debt. Humans have 
the creativity and Archons exploit that for their own benefit and 
control while having none themselves. Archon Internet platforms 
like Facebook claim joint copyright of everything that creative users 
post and while Archontic minds like Zuckerberg may officially head 
that company it will be human creatives on the staff that provide the 
creative inspiration. When you have limitless ‘money’ you can then 
buy other companies established by creative humans. Witness the 
acquisition record of Facebook, Google and their like. Survey the 
Archon-controlled music industry and you see non-creative dark 
suit executives making their fortune from the human creativity of 
their artists. The cases are endless. Research the history of people 
like Gates and Zuckerberg and how their empires were built on 
exploiting the creativity of others. Archon minds cannot create out of 
nothing, but they are skilled (because they have to be) in what 
Gnostic texts call ‘countermimicry’. They can imitate, but not 
innovate. Sabbatians trawl the creativity of others through 
backdoors they install in computer systems through their 
cybersecurity systems. Archon-controlled China is globally infamous 
for stealing intellectual property and I remember how Hong Kong, 
now part of China, became notorious for making counterfeit copies 
of the creativity of others — ‘countermimicry’. With the now 
pervasive and all-seeing surveillance systems able to infiltrate any 
computer you can appreciate the potential for Archons to vampire 
the creativity of humans. Author John Lamb Lash wrote in his book 
about the Nag Hammadi texts, Not In His Image: 


Although they cannot originate anything, because they lack the divine factor of ennoia 
(intentionality), Archons can imitate with a vengeance. Their expertise is simulation (HAL, 
virtual reality). The Demiurge [Yaldabaoth] fashions a heaven world copied from the fractal 
patterns [of the original] ... His construction is celestial kitsch, like the fake Italianate villa of a 
Mafia don complete with militant angels to guard every portal. 


This brings us to something that I have been speaking about since 
the turn of the millennium. Our reality is a simulation; a virtual 
reality that we think is real. No, I’m not kidding. 


Human reality? Well, virtually 

I had pondered for years about whether our reality is ‘real’ or some 
kind of construct. I remembered being immensely affected on a visit 
as a small child in the late 1950s to the then newly-opened 
Planetarium on the Marylebone Road in London which is now 
closed and part of the adjacent Madame Tussauds wax museum. It 
was in the middle of the day, but when the lights went out there was 
the night sky projected in the Planetarium’s domed ceiling and it 
appeared to be so real. The experience never left me and I didn’t 
know why until around the turn of the millennium when I became 
certain that our ‘night sky’ and entire reality is a projection, a virtual 
reality, akin to the illusory world portrayed in the Matrix movies. I 
looked at the sky one day in this period and it appeared to me like 
the domed roof of the Planetarium. The release of the first Matrix 
movie in 1999 also provided a synchronistic and perfect visual 
representation of where my mind had been going for a long time. I 
hadn’t come across the Gnostic Nag Hammadi texts then. When I 
did years later the correlation was once again astounding. As I read 
Gnostic accounts from 1,600 years and more earlier it was clear that 
they were describing the same simulation phenomenon. They tell 
how the Yaldabaoth ‘Demiurge’ and Archons created a “bad copy’ of 
original reality to rule over all that were captured by its illusions and 
the body was a prison to trap consciousness in the ‘bad copy’ fake 
reality. Read how Gnostics describe the ‘bad copy’ and update that 
to current times and they are referring to what we would call today a 
virtual reality simulation. 

Author John Lamb Lash said ‘the Demiurge fashions a heaven 
world copied from the fractal patterns’ of the original through 
expertise in ‘HAL’ or virtual reality simulation. Fractal patterns are 
part of the energetic information construct of our reality, a sort of 
blueprint. If these patterns were copied in computer terms it would 
indeed give you a copy of a ‘natural’ reality in a non-natural 
frequency and digital form. The principle is the same as making a 
copy of a website. The original website still exists, but now you can 
change the copy version to make it whatever you like and it can 


become very different to the original website. Archons have done 
this with our reality, a synthetic copy of prime reality that still exists 
beyond the frequency walls of the simulation. Trapped within the 
illusions of this synthetic Matrix, however, were and are human 
consciousness and other expressions of prime reality and this is why 
the Archons via the Cult are seeking to make the human body 
synthetic and give us synthetic AI minds to complete the job of 
turning the entire reality synthetic including what we perceive to be 
the natural world. To quote Kurzweil: ‘Nanobots will infuse all the 
matter around us with information. Rocks, trees, everything will 
become these intelligent creatures.’ Yes, synthetic ‘creatures’ just as 
‘Covid’ and other genetically-manipulating ‘vaccines’ are designed 
to make the human body synthetic. From this perspective it is 
obvious why Archons and their Cult are so desperate to infuse 
synthetic material into every human with their ‘Covid’ scam. 


Let there be (electromagnetic) light 

Yaldabaoth, the force that created the simulation, or Matrix, makes 
sense of the Gnostic reference to ‘The Great Architect’ and its use by 
Cult Freemasonry as the name of its deity. The designer of the Matrix 
in the movies is called ‘The Architect’ and that trilogy is jam-packed 
with symbolism relating to these subjects. I have contended for years 
that the angry Old Testament God (Yaldabaoth) is the ‘God’ being 
symbolically ‘quoted’ in the opening of Genesis as ‘creating the 
world’. This is not the creation of prime reality — it’s the creation of 
the simulation. The Genesis ‘God’ says: ‘Let there be Light: and there 
was light.’ But what is this ‘Light’? I have said for decades that the 
speed of light (186,000 miles per second) is not the fastest speed 
possible as claimed by mainstream science and is in fact the 
frequency walls or outer limits of the Matrix. You can’t have a fastest 
or slowest anything within all possibility when everything is 
possible. The human body is encoded to operate within the speed of 
light or within the simulation and thus we see only the tiny frequency 
band of visible light. Near-death experiencers who perceive reality 
outside the body during temporary ‘death’ describe a very different 


form of light and this is supported by the Nag Hammadi texts. 
Prime reality beyond the simulation (‘Upper Aeons’ to the Gnostics) 
is described as a realm of incredible beauty, bliss, love and harmony 
—a realm of ‘watery light’ that is so powerful ‘there are no shadows’. 
Our false reality of Archon control, which Gnostics call the ‘Lower 
Aeons’, is depicted as a realm with a different kind of ‘light’ and 
described in terms of chaos, ‘Hell’, ‘the Abyss’ and ‘Outer Darkness’, 
where trapped souls are tormented and manipulated by demons 
(relate that to the ‘Covid’ hoax alone). The watery light theme can be 
found in near-death accounts and it is not the same as simulation 
‘light’ which is electromagnetic or radiation light within the speed of 
light — the ‘Lower Aeons’. Simulation ‘light’ is the ‘Iuminous fire’ 
associated by Gnostics with the Archons. The Bible refers to 
Yaldabaoth as ‘that old serpent, called the Devil, and Satan, which 
deceiveth the whole world’ (Revelation 12:9). I think that making a 
simulated copy of prime reality (‘countermimicry’) and changing it 
dramatically while all the time manipulating humanity to believe it 
to be real could probably meet the criteria of deceiving the whole 
world. Then we come to the Cult god Lucifer — the Light Bringer. 
Lucifer is symbolic of Yaldabaoth, the bringer of radiation light that 
forms the bad copy simulation within the speed of light. “He’ is 
symbolised by the lighted torch held by the Statue of Liberty and in 
the name ‘Illuminati’. Sabbatian-Frankism declares that Lucifer is the 
true god and Lucifer is the real god of Freemasonry honoured as 
their ‘Great or Grand Architect of the Universe’ (simulation). 


I would emphasise, too, the way Archontic technologically- 
generated luminous fire of radiation has deluged our environment 
since I was a kid in the 1950s and changed the nature of The Field 
with which we constantly interact. Through that interaction 
technological radiation is changing us. The Smart Grid is designed to 
operate with immense levels of communication power with 5G 
expanding across the world and 6G, 7G, in the process of 
development. Radiation is the simulation and the Archontic 
manipulation system. Why wouldn’t the Archon Cult wish to 
unleash radiation upon us to an ever-greater extreme to form 


Kurzweil’s ‘cloud’? The plan for a synthetic human is related to the 
need to cope with levels of radiation beyond even anything we’ve 
seen so far. Biological humans would not survive the scale of 
radiation they have in their script. The Smart Grid is a technological 
sub-reality within the technological simulation to further disconnect 
five-sense perception from expanded consciousness. It’s a 
technological prison of the mind. 


A recurring theme in religion and native cultures is the 
manipulation of human genetics by a non-human force and most 
famously recorded as the biblical “sons of god’ (the gods plural in the 
original) who interbred with the daughters of men. The Nag 
Hammadi Apocryphon of John tells the same story this way: 


He [Yaldabaoth] sent his angels [Archons/demons] to the daughters of men, that they might 
take some of them for themselves and raise offspring for their enjoyment. And at first they did 
not succeed. When they had no success, they gathered together again and they made a plan 
together ... And the angels changed themselves in their likeness into the likeness of their 
mates, filling them with the spirit of darkness, which they had mixed for them, and with evil ... 
And they took women and begot children out of the darkness according to the likeness of 
their spirit. 


Possession when a discarnate entity takes over a human body is an 
age-old theme and continues today. It’s very real and I’ve seen it. 
Satanic and secret society rituals can create an energetic environment 
in which entities can attach to initiates and I’ve heard many stories 
of how people have changed their personality after being initiated 
even into lower levels of the Freemasons. I have been inside three 
Freemasonic temples, one at a public open day and two by just 
walking in when there was no one around to stop me. They were in 
Ryde, the town where I live, Birmingham, England, when I was with 
a group, and Boston, Massachusetts. They all felt the same 
energetically — dark, dense, low-vibrational and sinister. Demonic 
attachment can happen while the initiate has no idea what is going 
on. To them it’s just a ritual to get in the Masons and do a bit of good 


business. In the far more extreme rituals of Satanism human 
possession is even more powerful and they are designed to make 
possession possible. The hierarchy of the Cult is dictated by the 
power and perceived status of the possessing Archon. In this way 
the Archon hierarchy becomes the Cult hierarchy. Once the entity 
has attached it can influence perception and behaviour and if it 
attaches to the extreme then so much of its energy (information) 
infuses into the body information field that the hologram starts to 
reflect the nature of the possessing entity. This is the Exorcist movie 
type of possession when facial features change and it’s known as 
shapeshifting. Islam’s Jinn are said to be invisible tricksters who 
change shape, ‘whisper’, confuse and take human form. These are all 
traits of the Archons and other versions of the same phenomenon. 
Extreme possession could certainty infuse the ‘spirit of darkness’ 
into a partner during sex as the Nag Hammadi texts appear to 
describe. Such an infusion can change genetics which is also 
energetic information. Human genetics is information and the ‘spirit 
of darkness’ is information. Mix one with the other and change must 
happen. Islam has the concept of a ‘Jinn baby’ through possession of 
the mother and by Jinn taking human form. There are many ways 
that human genetics can be changed and remember that Archons 
have been aware all along of advanced techniques to do this. What is 
being done in human society today — and far more — was known 
about by Archons at the time of the ‘fallen ones’ and their other 
versions described in religions and cultures. 


Archons and their human-world Cult are obsessed with genetics 
as we see today and they know this dictates how information is 
processed into perceived reality during a human life. They needed to 
produce a human form that would decode the simulation and this is 
symbolically known as ‘Adam and Eve’ who left the ‘garden’ (prime 
reality) and ‘fell’ into Matrix reality. The simulation is not a 
‘physical’ construct (there is no “physical’); it is a source of 
information. Think Wi-Fi again. The simulation is an energetic field 
encoded with information and body-brain systems are designed to 
decode that information encoded in wave or frequency form which 


is transmitted to the brain as electrical signals. These are decoded by 
the brain to construct our sense of reality — an illusory ‘physical’ 
world that only exists in the brain or the mind. Virtual reality games 
mimic this process using the same sensory decoding system. 
Information is fed to the senses to decode a virtual reality that can 
appear so real, but isn’t (Figs 18 and 19). Some scientists believe — 
and I agree with them — that what we perceive as ‘physical’ reality 
only exists when we are looking or observing. The act of perception 
or focus triggers the decoding systems which turn waveform 
information into holographic reality. When we are not observing 
something our reality reverts from a holographic state to a waveform 
state. This relates to the same principle as a falling tree not making a 
noise unless someone is there to hear it or decode it. The concept 
makes sense from the simulation perspective. A computer is not 
decoding all the information in a Wi-Fi field all the time and only 
decodes or brings into reality on the screen that part of Wi-Fi that it’s 
decoding — focusing upon — at that moment. 


Figure 19: The result can be experienced as very ‘real’. 


Interestingly, Professor Donald Hoffman at the Department of 
Cognitive Sciences at the University of California, Irvine, says that 
our experienced reality is like a computer interface that shows us 
only the level with which we interact while hiding all that exists 
beyond it: ‘Evolution shaped us with a user interface that hides the 
truth. Nothing that we see is the truth — the very language of space 
and time and objects is the wrong language to describe reality.’ He is 
correct in what he says on so many levels. Space and time are not a 
universal reality. They are a phenomenon of decoded simulation 
reality as part of the process of enslaving our sense of reality. Near- 
death experiencers report again and again how space and time did 
not exist as we perceive them once they were free of the body — body 
decoding systems. You can appreciate from this why Archons and 
their Cult are so desperate to entrap human attention in the five 
senses where we are in the Matrix and of the Matrix. Opening your 
mind to expanded states of awareness takes you beyond the 
information confines of the simulation and you become aware of 
knowledge and insights denied to you before. This is what we call 
‘awakening’ — awakening from the Matrix — and in the final chapter I 
will relate this to current events. 


Where are the ‘aliens’? 

A simulation would explain the so-called ‘Fermi Paradox’ named 
after Italian physicist Enrico Fermi (1901-1954) who created the first 
nuclear reactor. He considered the question of why there is such a 
lack of extraterrestrial activity when there are so many stars and 
planets in an apparently vast universe; but what if the night sky that 
we see, or think we do, is a simulated projection as I say? If you 
control the simulation and your aim is to hold humanity fast in 
essential ignorance would you want other forms of life including 
advanced life coming and going sharing information with 
humanity? Or would you want them to believe they were isolated 
and apparently alone? Themes of human isolation and apartness are 
common whether they be the perception of a lifeless universe or the 
fascist isolation laws of the ‘Covid’ era. Paradoxically the very 


existence of a simulation means that we are not alone when some 
force had to construct it. My view is that experiences that people 
have reported all over the world for centuries with Reptilians and 
Grey entities are Archon phenomena as Nag Hammadi texts 
describe; and that benevolent ‘alien’ interactions are non-human 
groups that come in and out of the simulation by overcoming 
Archon attempts to keep them out. It should be highlighted, too, that 
Reptilians and Greys are obsessed with genetics and technology as 
related by cultural accounts and those who say they have been 
abducted by them. Technology is their way of overcoming some of 
the limitations in their creative potential and our technology-driven 
and controlled human society of today is archetypical Archon- 
Reptilian-Grey modus operandi. Technocracy is really Archontocracy. 
The Universe does not have to be as big as it appears with a 
simulation. There is no space or distance only information decoded 
into holographic reality. What we call ‘space’ is only the absence of 
holographic ‘objects’ and that ‘space’ is The Field of energetic 
information which connects everything into a single whole. The 
same applies with the artificially-generated information field of the 
simulation. The Universe is not big or small as a physical reality. It is 
decoded information, that’s all, and its perceived size is decided by 
the way the simulation is encoded to make it appear. The entire 
night sky as we perceive it only exists in our brain and so where are 
those ‘millions of light years’? The ‘stars’ on the ceiling of the 
Planetarium looked a vast distance away. 


There’s another point to mention about ‘aliens’. I have been 
highlighting since the 1990s the plan to stage a fake ‘alien invasion’ 
to justify the centralisation of global power and a world military. 
Nazi scientist Werner von Braun, who was taken to America by 
Operation Paperclip after World War Two to help found NASA, told 
his American assistant Dr Carol Rosin about the Cult agenda when 
he knew he was dying in 1977. Rosin said that he told her about a 
sequence that would lead to total human control by a one-world 
government. This included threats from terrorism, rogue nations, 
meteors and asteroids before finally an ‘alien invasion’. All of these 


things, von Braun said, would be bogus and what I would refer to as 
a No-Problem-Reaction-Solution. Keep this in mind when ‘the aliens 
are coming’ is the new mantra. The aliens are not coming — they are 
already here and they have infiltrated human society while looking 
human. French-Canadian investigative journalist Serge Monast said 
in 1994 that he had uncovered a NASA/military operation called 
Project Blue Beam which fits with what Werner von Braun predicted. 
Monast died of a ‘heart attack’ in 1996 the day after he was arrested 
and spent a night in prison. He was 51. He said Blue Beam was a 
plan to stage an alien invasion that would include religious figures 
beamed holographically into the sky as part of a global manipulation 
to usher in a ‘new age’ of worshipping what I would say is the Cult 
‘god’ Yaldabaoth in a one-world religion. Fake holographic asteroids 
are also said to be part of the plan which again syncs with von 
Braun. How could you stage an illusory threat from asteroids unless 
they were holographic inserts? This is pretty straightforward given 
the advanced technology outside the public arena and the fact that 
our ‘physical’ reality is holographic anyway. Information fields 
would be projected and we would decode them into the illusion of a 
‘physical’ asteroid. If they can sell a global ‘pandemic’ with a ‘virus’ 
that doesn’t exist what will humans not believe if government and 
media tell them? 

All this is particularly relevant as I write with the Pentagon 
planning to release in June, 2021, information about ‘UFO sightings’. 
I have been following the UFO story since the early 1990s and the 
common theme throughout has been government and military 
denials and cover up. More recently, however, the Pentagon has 
suddenly become more talkative and apparently open with Air 
Force pilot radar images released of unexplained craft moving and 
changing direction at speeds well beyond anything believed possible 
with human technology. Then, in March, 2021, former Director of 
National Intelligence John Ratcliffe said a Pentagon report months 
later in June would reveal a great deal of information about UFO 
sightings unknown to the public. He said the report would have 
‘massive implications’. The order to do this was included bizarrely 


in a $2.3 trillion ‘coronavirus’ relief and government funding bill 
passed by the Trump administration at the end of 2020. I would add 
some serious notes of caution here. I have been pointing out since 
the 1990s that the US military and intelligence networks have long 
had craft — ‘flying saucers’ or anti-gravity craft — which any observer 
would take to be extraterrestrial in origin. Keeping this knowledge 
from the public allows craft flown by humans to be perceived as alien 
visitations. I am not saying that ‘aliens’ do not exist. I would be the 
last one to say that, but we have to be streetwise here. President 
Ronald Reagan told the UN General Assembly in 1987: ‘I 
occasionally think how quickly our differences worldwide would 
vanish if we were facing an alien threat from outside this world.’ 
That's the idea. Unite against a common ‘enemy’ with a common 
purpose behind your ‘saviour force’ (the Cult) as this age-old 
technique of mass manipulation goes global. 


Science moves this way... 

I could find only one other person who was discussing the 
simulation hypothesis publicly when I concluded it was real. This 
was Nick Bostrom, a Swedish-born philosopher at the University of 
Oxford, who has explored for many years the possibility that human 
reality is a computer simulation although his version and mine are 
not the same. Today the simulation and holographic reality 
hypothesis have increasingly entered the scientific mainstream. Well, 
the more open-minded mainstream, that is. Here are a few of the 
ever-gathering examples. American nuclear physicist Silas Beane led 
a team of physicists at the University of Bonn in Germany pursuing 
the question of whether we live in a simulation. They concluded that 
we probably do and it was likely based on a lattice of cubes. They 
found that cosmic rays align with that specific pattern. The team 
highlighted the Greisen—Zatsepin—Kuzmin (GZK) limit which refers 
to cosmic ray particle interaction with cosmic background radiation 
that creates an apparent boundary for cosmic ray particles. They say 
in a paper entitled ‘Constraints on the Universe as a Numerical 
Simulation’ that this ‘pattern of constraint’ is exactly what you 


would find with a computer simulation. They also made the point 
that a simulation would create its own ‘laws of physics’ that would 
limit possibility. I’ve been making the same point for decades that 
the perceived laws of physics relate only to this reality, or what I 
would later call the simulation. When designers write codes to create 
computer and virtual reality games they are the equivalent of the 
laws of physics for that game. Players interact within the limitations 
laid out by the coding. In the same way those who wrote the codes 
for the simulation decided the laws of physics that would apply. 
These can be overridden by expanded states of consciousness, but 
not by those enslaved in only five-sense awareness where simulation 
codes rule. Overriding the codes is what people call ‘miracles’. They 
are not. They are bypassing the encoded limits of the simulation. A 
population caught in simulation perception would have no idea that 
this was their plight. As the Bonn paper said: ‘Like a prisoner in a 
pitch-black cell we would not be able to see the “walls” of our 
prison,’ That’s true if people remain mesmerised by the five senses. 
Open to expanded awareness and those walls become very clear. The 
main one is the speed of light. 

American theoretical physicist James Gates is another who has 
explored the simulation question and found considerable evidence 
to support the idea. Gates was Professor of Physics at the University 
of Maryland, Director of The Center for String and Particle Theory, 
and on Barack Obama’s Council of Advisors on Science and 
Technology. He and his team found computer codes of digital data 
embedded in the fabric of our reality. They relate to on-off electrical 
charges of 1 and 0 in the binary system used by computers. “We have 
no idea what they are doing there’, Gates said. They found within 
the energetic fabric mathematical sequences known as error- 
correcting codes or block codes that ‘reboot’ data to its original state 
or ‘default settings’ when something knocks it out of sync. Gates was 
asked if he had found a set of equations embedded in our reality 
indistinguishable from those that drive search engines and browsers 
and he said: ‘That is correct.’ Rich Terrile, director of the Centre for 
Evolutionary Computation and Automated Design at NASA’s Jet 


Propulsion Laboratory, has said publicly that he believes the 
Universe is a digital hologram that must have been created by a form 
of intelligence. I agree with that in every way. Waveform information 
is delivered electrically by the senses to the brain which constructs a 
digital holographic reality that we call the ‘world’. This digital level 
of reality can be read by the esoteric art of numerology. Digital 
holograms are at the cutting edge of holographics today. We have 
digital technology everywhere designed to access and manipulate 
our digital level of perceived reality. Synthetic mRNA in ‘Covid 
vaccines’ has a digital component to manipulate the body’s digital 
‘operating system’. 


Reality is numbers 


How many know that our reality can be broken down to numbers 
and codes that are the same as computer games? Max Tegmark, a 
physicist at the Massachusetts Institute of Technology (MIT), is the 
author of Our Mathematical Universe in which he lays out how reality 
can be entirely described by numbers and maths in the way that a 
video game is encoded with the ‘physics’ of computer games. Our 
world and computer virtual reality are essentially the same. 
Tegmark imagines the perceptions of characters in an advanced 
computer game when the graphics are so good they don’t know they 
are in a game. They think they can bump into real objects 
(electromagnetic resistance in our reality), fall in love and feel 
emotions like excitement. When they began to study the apparently 
‘physical world’ of the video game they would realise that 
everything was made of pixels (which have been found in our 
energetic reality as must be the case when on one level our world is 
digital). What computer game characters thought was physical 
‘stuff’, Tegmark said, could actually be broken down into numbers: 


And we're exactly in this situation in our world. We look around and it doesn’t seem that 
mathematical at all, but everything we see is made out of elementary particles like quarks and 
electrons. And what properties does an electron have? Does it have a smell or a colour or a 
texture? No! ... We physicists have come up with geeky names for [Electron] properties, like 


electric charge, or spin, or lepton number, but the electron doesn’t care what we call it, the 
properties are just numbers. 


This is the illusory reality Gnostics were describing. This is the 
simulation. The A, C, G, and T codes of DNA have a binary value — 
A and C = 0 while G and T = 1. This has to be when the simulation is 
digital and the body must be digital to interact with it. Recurring 
mathematical sequences are encoded throughout reality and the 
body. They include the Fibonacci sequence in which the two 
previous numbers are added to get the next one, as in... 1, 1, 2, 3, 5, 
8, 13, 21, 34, 55, etc. The sequence is encoded in the human face and 
body, proportions of animals, DNA, seed heads, pine cones, trees, 
shells, spiral galaxies, hurricanes and the number of petals in a 
flower. The list goes on and on. There are fractal patterns — a ‘never- 
ending pattern that is infinitely complex and self-similar across all 
scales in the as above, so below, principle of holograms. These and 
other famous recurring geometrical and mathematical sequences 
such as Phi, Pi, Golden Mean, Golden Ratio and Golden Section are 
computer codes of the simulation. I had to laugh and give my head a 
shake the day I finished this book and it went into the production 
stage. I was sent an article in Scientific American published in April, 
2021, with the headline ‘Confirmed! We Live in a Simulation’. Two 
decades after I first said our reality is a simulation and the speed of 
light is it’s outer limit the article suggested that we do live ina 
simulation and that the speed of light is its outer limit. I left school at 
15 and never passed a major exam in my life while the writer was up 
to his eyes in qualifications. As I will explain in the final chapter 
knowing is far better than thinking and they come from very different 
sources. The article rightly connected the speed of light to the 
processing speed of the ‘Matrix’ and said what has been in my books 
all this time ... ‘If we are in a simulation, as it appears, then space is 
an abstract property written in code. It is not real’. No it’s not and if 
we live in a simulation something created it and it wasn’t us. ‘That 
David Icke says we are manipulated by aliens’ — he’s crackers.’ 


The reality that humanity thinks is so real is an illusion. Politicians, 
governments, scientists, doctors, academics, law enforcement, 
media, school and university curriculums, on and on, are all 
founded on a world that does not exist except as a simulated prison 
cell. Is it such a stretch to accept that “Covid’ doesn’t exist when our 
entire ‘physical’ reality doesn’t exist? Revealed here is the 
knowledge kept under raps in the Cult networks of 
compartmentalised secrecy to control humanity’s sense of reality by 
inducing the population to believe in a reality that’s not real. If it 
wasn’t so tragic in its experiential consequences the whole thing 
would be hysterically funny. None of this is new to Renegade Minds. 
Ancient Greek philosopher Plato (about 428 to about 347BC) was a 
major influence on Gnostic belief and he described the human plight 
thousands of years ago with his Allegory of the Cave. He told the 
symbolic story of prisoners living in a cave who had never been 
outside. They were chained and could only see one wall of the cave 
while behind them was a fire that they could not see. Figures walked 
past the fire casting shadows on the prisoners’ wall and those 
moving shadows became their sense of reality. Some prisoners began 
to study the shadows and were considered experts on them (today’s 
academics and scientists), but what they studied was only an illusion 
(today’s academics and scientists). A prisoner escaped from the cave 
and saw reality as it really is. When he returned to report this 
revelation they didn’t believe him, called him mad and threatened to 
kill him if he tried to set them free. Plato’s tale is not only a brilliant 
analogy of the human plight and our illusory reality. It describes, 
too, the dynamics of the ‘Covid’ hoax. I have only skimmed the 
surface of these subjects here. The aim of this book is to crisply 
connect all essential dots to put what is happening today into its true 
context. All subject areas and their connections in this chapter are 
covered in great evidential detail in Everything You Need To Know, 
But Have Never Been Told and The Answer. 


They say that bewildered people ‘can’t see the forest for the trees’. 
Humanity, however, can’t see the forest for the twigs. The five senses 


see only twigs while Renegade Minds can see the forest and it’s the 
forest where the answers lie with the connections that reveals. 
Breaking free of perceptual programming so the forest can be seen is 
the way we turn all this around. Not breaking free is how humanity 
got into this mess. The situation may seem hopeless, but I promise 
you it’s not. We are a perceptual heartbeat from paradise if only we 
knew. 


CHAPTER TWELVE 
Escaping Wetiko 


Life is simply a vacation from the infinite 
Dean Cavanagh 


enegade Minds weave the web of life and events and see 

common themes in the apparently random. They are always 
there if you look for them and their pursuit is aided by incredible 
synchronicity that comes when your mind is open rather than 
mesmerised by what it thinks it can see. 


Infinite awareness is infinite possibility and the more of infinite 
possibility that we access the more becomes infinitely possible. That 
may be stating the apparently obvious, but it is a devastatingly- 
powerful fact that can set us free. We are a point of attention within 
an infinity of consciousness. The question is how much of that 
infinity do we choose to access? How much knowledge, insight, 
awareness, wisdom, do we want to connect with and explore? If 
your focus is only in the five senses you will be influenced by a 
fraction of infinite awareness. I mean a range so tiny that it gives 
new meaning to infinitesimal. Limitation of self-identity and a sense 
of the possible limit accordingly your range of consciousness. We are 
what we think we are. Life is what we think it is. The dream is the 
dreamer and the dreamer is the dream. Buddhist philosophy puts it 
this way: ‘As a thing is viewed, so it appears.” Most humans live in 
the realm of touch, taste, see, hear, and smell and that’s the limit of 
their sense of the possible and sense of self. Many will follow a 
religion and speak of a God in his heaven, but their lives are still 


dominated by the five senses in their perceptions and actions. The 
five senses become the arbiter of everything. When that happens all 
except a smear of infinity is sealed away from influence by the rigid, 
unyielding, reality bubbles that are the five-sense human or 
Phantom Self. Archon Cult methodology is to isolate consciousness 
within five-sense reality — the simulation — and then program that 
consciousness with a sense of self and the world through a deluge of 
life-long information designed to instil the desired perception that 
allows global control. Efforts to do this have increased dramatically 
with identity politics as identity bubbles are squeezed into the 
minutiae of five-sense detail which disconnect people even more 
profoundly from the infinite ‘T’. 


Five-sense focus and self-identity are like a firewall that limits 
access to the infinite realms. You only perceive one radio or 
television station and no other. We’ll take that literally for a moment. 
Imagine a vast array of stations giving different information and 
angles on reality, but you only ever listen to one. Here we have the 
human plight in which the population is overwhelmingly confined 
to CultFM. This relates only to the frequency range of CultFM and 
limits perception and insight to that band — limits possibility to that 
band. It means you are connecting with an almost imperceptibly 
minuscule range of possibility and creative potential within the 
infinite Field. It’s a world where everything seems apart from 
everything else and where synchronicity is rare. Synchronicity is 
defined in the dictionary as ‘the happening by chance of two or more 
related or similar events at the same time’. Use of ‘by chance’ betrays 
a complete misunderstanding of reality. Synchronicity is not ‘by 
chance’. As people open their minds, or ‘awaken’ to use the term, 
they notice more and more coincidences in their lives, bits of ‘luck’, 
apparently miraculous happenings that put them in the right place 
at the right time with the right people. Days become peppered with 
‘fancy meeting you here’ and ‘what are the chances of that?” My 
entire life has been lived like this and ever more so since my own 
colossal awakening in 1990 and 91 which transformed my sense of 
reality. Synchronicity is not ‘by chance’; it is by accessing expanded 


realms of possibility which allow expanded potential for 
manifestation. People broadcasting the same vibe from the same 
openness of mind tend to be drawn ‘by chance’ to each other 
through what I call frequency magnetism and it’s not only people. In 
the last more than 30 years incredible synchronicity has also led me 
through the Cult maze to information in so many forms and to 
crucial personal experiences. These ‘coincidences’ have allowed me 
to put the puzzle pieces together across an enormous array of 
subjects and situations. Those who have breached the bubble of five- 
sense reality will know exactly what I mean and this escape from the 
perceptual prison cell is open to everyone whenever they make that 
choice. This may appear super-human when compared with the 
limitations of ‘human’, but it’s really our natural state. ‘Human’ as 
currently experienced is consciousness in an unnatural state of 
induced separation from the infinity of the whole. I’ll come to how 
this transformation into unity can be made when I have described in 
more detail the force that holds humanity in servitude by denying 
this access to infinite self. 


The Wetiko factor 


I have been talking and writing for decades about the way five-sense 
mind is systematically barricaded from expanded awareness. I have 
used the analogy of a computer (five-sense mind) and someone at 
the keyboard (expanded awareness). Interaction between the 
computer and the operator is symbolic of the interaction between 
five-sense mind and expanded awareness. The computer directly 
experiences the Internet and the operator experiences the Internet 
via the computer which is how it’s supposed to be — the two working 
as one. Archons seek to control that point where the operator 
connects with the computer to stop that interaction (Fig 20). Now the 
operator is banging the keyboard and clicking the mouse, but the 
computer is not responding and this happens when the computer is 
taken over — possessed — by an appropriately-named computer ‘virus’. 
The operator has lost all influence over the computer which goes its 
own way making decisions under the control of the ‘virus’. I have 


just described the dynamic through which the force known to 
Gnostics as Yaldabaoth and Archons disconnects five-sense mind 
from expanded awareness to imprison humanity in perceptual 
servitude. 
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Figure 20: The mind ‘virus’ | have been writing about for decades seeks to isolate five-sense 
mind (the computer) from the true ‘I’. (Image by Neil Hague). 


About a year ago I came across a Native American concept of 
Wetiko which describes precisely the same phenomenon. Wetiko is 
the spelling used by the Cree and there are other versions including 
wintiko and windigo used by other tribal groups. They spell the 
name with lower case, but I see Wetiko as a proper noun as with 
Archons and prefer a capital. I first saw an article about Wetiko by 
writer and researcher Paul Levy which so synced with what I had 
been writing about the computer/operator disconnection and later 
the Archons. I then read his book, the fascinating Dispelling Wetiko, 
Breaking the Spell of Evil. The parallels between what I had concluded 
long before and the Native American concept of Wetiko were so 
clear and obvious that it was almost funny. For Wetiko see the 
Gnostic Archons for sure and the Jinn, the Predators, and every 
other name for a force of evil, inversion and chaos. Wetiko is the 
Native American name for the force that divides the computer from 


the operator (Fig 21). Indigenous author Jack D. Forbes, a founder of 
the Native American movement in the 1960s, wrote another book 
about Wetiko entitled Columbus And Other Cannibals — The Wetiko 
Disease of Exploitation, Imperialism, and Terrorism which | also read. 
Forbes says that Wetiko refers to an evil person or spirit ‘who 
terrorizes other creatures by means of terrible acts, including 
cannibalism’. Zulu shaman Credo Mutwa told me that African 
accounts tell how cannibalism was brought into the world by the 
Chitauri ‘gods’ — another manifestation of Wetiko. The distinction 
between ‘evil person or spirit’ relates to Archons/Wetiko possessing 
a human or acting as pure consciousness. Wetiko is said to be a 
sickness of the soul or spirit and a state of being that takes but gives 
nothing back — the Cult and its operatives perfectly described. Black 
Hawk, a Native American war leader defending their lands from 
confiscation, said European invaders had ‘poisoned hearts’ — Wetiko 
hearts — and that this would spread to native societies. Mention of 
the heart is very significant as we shall shortly see. Forbes writes: 
‘Tragically, the history of the world for the past 2,000 years is, in 
ereat part, the story of the epidemiology of the wetiko disease.’ Yes, 
and much longer. Forbes is correct when he says: “The wetikos 
destroyed Egypt and Babylon and Athens and Rome and 
Tenochtitlan [capital of the Aztec empire] and perhaps now they will 
destroy the entire earth.’ Evil, he said, is the number one export of a 
Wetiko culture — see its globalisation with ‘Covid’. Constant war, 
mass murder, suffering of all kinds, child abuse, Satanism, torture 
and human sacrifice are all expressions of Wetiko and the Wetiko 
possessed. The world is Wetiko made manifest, but it doesn’t have to 
be. There is a way out of this even now. 


Figure 21: The mind ‘virus’ is known to Native Americans as ‘Wetiko’. (Image by Neil Hague). 


Wetiko is the Yaldabaoth frequency distortion that seeks to attach to 
human consciousness and absorb it into its own. Once this 
connection is made Wetiko can drive the perceptions of the target 
which they believe to be coming from their own mind. All the 
horrors of history and today from mass killers to Satanists, 
paedophiles like Jeffrey Epstein and other psychopaths, are the 
embodiment of Wetiko and express its state of being in all its 
erotesqueness. The Cult is Wetiko incarnate, Yaldabaoth incarnate, 
and it seeks to facilitate Wetiko assimilation of humanity in totality 
into its distortion by manipulating the population into low 
frequency states that match its own. Paul Levy writes: 
‘Holographically enforced within the psyche of every human being 
the wetiko virus pervades and underlies the entire field of 
consciousness, and can therefore potentially manifest through any 
one of us at any moment if we are not mindful.’ The ‘Covid’ hoax 
has achieved this with many people, but others have not fallen into 
Wetiko’s frequency lair. Players in the ‘Covid’ human catastrophe 
including Gates, Schwab, Tedros, Fauci, Whitty, Vallance, Johnson, 
Hancock, Ferguson, Drosten, and all the rest, including the 
psychopath psychologists, are expressions of Wetiko. This is why 


they have no compassion or empathy and no emotional consequence 
for what they do that would make them stop doing it. Observe all 
the people who support the psychopaths in authority against the 
Pushbackers despite the damaging impact the psychopaths have on 
their own lives and their family’s lives. You are again looking at 
Wetiko possession which prevents them seeing through the lies to 
the obvious scam going on. Why can’t they see it? Wetiko won't let 
them see it. The perceptual divide that has now become a chasm is 
between the Wetikoed and the non-Wetikoed. 


Paul Levy describes Wetiko in the same way that I have long 
described the Archontic force. They are the same distorted 
consciousness operating across dimensions of reality: ‘... the subtle 
body of wetiko is not located in the third dimension of space and 
time, literally existing in another dimension ... it is able to affect 
ordinary lives by mysteriously interpenetrating into our three- 
dimensional world.’ Wetiko does this through its incarnate 
representatives in the Cult and by weaving itself into The Field 
which on our level of reality is the electromagnetic information field 
of the simulation or Matrix. More than that, the simulation is Wetiko 
/ Yaldabaoth. Caleb Scharf, Director of Astrobiology at Columbia 
University, has speculated that ‘alien life’ could be so advanced that 
it has transcribed itself into the quantum realm to become what we 
call physics. He said intelligence indistinguishable from the fabric of 
the Universe would solve many of its greatest mysteries: 


Perhaps hyper-advanced life isn’t just external. Perhaps it’s already all around. It is embedded 
in what we perceive to be physics itself, from the root behaviour of particles and fields to the 
phenomena of complexity and emergence ... In other words, life might not just be in the 
equations. It might BE the equations [My emphasis]. 


Scharf said it is possible that ‘we don’t recognise advanced life 
because it forms an integral and unsuspicious part of what we’ve 
considered to be the natural world’. I agree. Wetiko/Yaldabaoth is the 
simulation. We are literally in the body of the beast. But that doesn’t 
mean it has to control us. We all have the power to overcome Wetiko 


influence and the Cult knows that. I doubt it sleeps too well because 
it knows that. 


This, I suggest, is how it all works. There are two Fields. One is the 
fierce electromagnetic light of the Matrix within the speed of light; 
the other is the ‘watery light’ of The Field beyond the walls of the 
Matrix that connects with the Great Infinity. Five-sense mind and the 
decoding systems of the body attach us to the Field of Matrix light. 
They have to or we could not experience this reality. Five-sense mind 
sees only the Matrix Field of information while our expanded 
consciousness is part of the Infinity Field. When we open our minds, 
and most importantly our hearts, to the Infinity Field we have a 
mission control which gives us an expanded perspective, a road 
map, to understand the nature of the five-sense world. If we are 
isolated only in five-sense mind there is no mission control. We’re on 
our own trying to understand a world that’s constantly feeding us 
information to ensure we do not understand. People in this state can 
feel ‘lost’ and bewildered with no direction or radar. You can see 
ever more clearly those who are influenced by the Fields of Big 
Infinity or little five-sense mind simply by their views and behaviour 
with regard to the ‘Covid’ hoax. We have had this division 
throughout known human history with the mass of the people on 
one side and individuals who could see and intuit beyond the walls 
of the simulation — Plato’s prisoner who broke out of the cave and 
saw reality for what it is. Such people have always been targeted by 
Wetiko/Archon-possessed authority, burned at the stake or 
demonised as mad, bad and dangerous. The Cult today and its 
global network of ‘anti-hate’, ‘anti-fascist’ Woke groups are all 
expressions of Wetiko attacking those exposing the conspiracy, 
‘Covid’ lies and the ‘vaccine’ agenda. 

Woke as a whole is Wetiko which explains its black and white 
mentality and how at one it is with the Wetiko-possessed Cult. Paul 
Levy said: ‘To be in this paradigm is to still be under the thrall of a 
two-valued logic — where things are either true or false — of a 


wetikoized mind.’ Wetiko consciousness is in a permanent rage, 
therefore so is Woke, and then there is Woke inversion and 
contradiction. ‘Anti-fascists’ act like fascists because fascists and ‘anti- 
fascists’ are both Wetiko at work. Political parties act the same while 
claiming to be different for the same reason. Secret society and 
satanic rituals are attaching initiates to Wetiko and the cold, ruthless, 
psychopathic mentality that secures the positions of power all over 
the world is Wetiko. Reframing ‘training programmes’ have the 
same cumulative effect of attaching Wetiko and we have their 
graduates described as automatons and robots with a cold, 
psychopathic, uncaring demeanour. They are all traits of Wetiko 
possession and look how many times they have been described in 
this book and elsewhere with regard to personnel behind ‘Covid’ 
including the police and medical profession. Climbing the greasy 
pole in any profession in a Wetiko society requires traits of Wetiko to 
get there and that is particularly true of politics which is not about 
fair competition and pre-eminence of ideas. It is founded on how 
many backs you can stab and arses you can lick. This culminated in 
the global ‘Covid’ coordination between the Wetiko possessed who 
pulled it off in all the different countries without a trace of empathy 
and compassion for their impact on humans. Our sight sense can see 
only holographic form and not the Field which connects holographic 
form. Therefore we perceive ‘physical’ objects with ‘space’ in 
between. In fact that ‘space’ is energy/consciousness operating on 
multiple frequencies. One of them is Wetiko and that connects the 
Cult psychopaths, those who submit to the psychopaths, and those 
who serve the psychopaths in the media operations of the world. 
Wetiko is Gates. Wetiko is the mask-wearing submissive. Wetiko is 
the fake journalist and “‘fact-checker’. The Wetiko Field is 
coordinating the whole thing. Psychopaths, gofers, media 
operatives, ‘anti-hate’ hate groups, ‘fact-checkers’ and submissive 
people work as one unit even without human coordination because they 
are attached to the same Field which is organising it all (Fig 22). Paul 
Levy is here describing how Wetiko-possessed people are drawn 
together and refuse to let any information breach their rigid 


perceptions. He was writing long before ‘Covid’, but I think you will 
recognise followers of the ‘Covid’ religion oh just a little bit: 


People who are channelling the vibratory frequency of wetiko align with each other through 
psychic resonance to reinforce their unspoken shared agreement so as to uphold their 
deranged view of reality. Once an unconscious content takes possession of certain 
individuals, it irresistibly draws them together by mutual attraction and knits them into groups 
tied together by their shared madness that can easily swell into an avalanche of insanity. 


A psychic epidemic is a closed system, which is to say that it is insular and not open to any 
new information or informing influences from the outside world which contradict its fixed, 
limited, and limiting perspective. 


There we have the Woke mind and the ‘Covid’ mind. Compatible 
resonance draws the awakening together, too, which is clearly 
happening today. 


THE WETIKO FIELD 


WETIKO MANIPULATION 
OF THE ENERGETIC 
WAVEFIELD 


Figure 22: The Wetiko Field from which the Cult pyramid and its personnel are made 
manifest. (Image by Neil Hague). 


Wetiko doesn’t care about humans. It’s not human; it just possesses 
humans for its own ends and the effect (depending on the scale of 


possession) can be anything from extreme psychopathy to 
unquestioning obedience. Wetiko’s worst nightmare is for human 
consciousness to expand beyond the simulation. Everything is 
focussed on stopping that happening through control of 
information, thus perception, thus frequency. The ‘education 
system’, media, science, medicine, academia, are all geared to 
maintaining humanity in five-sense servitude as is the constant 
stimulation of low-vibrational mental and emotional states (see 
‘Covid’). Wetiko seeks to dominate those subconscious spaces 
between five-sense perception and expanded consciousness where 
the computer meets the operator. From these subconscious hiding 
places Wetiko speaks to us to trigger urges and desires that we take 
to be our own and manipulate us into anything from low-vibrational 
to psychopathic states. Remember how Islam describes the Jinn as 
invisible tricksters that ‘whisper’ and confuse. Wetiko is the origin of 
the ‘trickster god’ theme that you find in cultures all over the world. 
Jinn, like the Archons, are Wetiko which is terrified of humans 
awakening and reconnecting with our true self for then its energy 
source has gone. With that the feedback loop breaks between Wetiko 
and human perception that provides the energetic momentum on 
which its very existence depends as a force of evil. Humans are both 
its target and its source of survival, but only if we are operating in 
low-vibrational states of fear, hate, depression and the background 
anxiety that most people suffer. We are Wetiko’s target because we 
are its key to survival. It needs us, not the other way round. Paul 
Levy writes: 


A vampire has no intrinsic, independent, substantial existence in its own right; it only exists in 
relation to us. The pathogenic, vampiric mind-parasite called wetiko is nothing in itself — not 
being able to exist from its own side — yet it has a ‘virtual reality’ such that it can potentially 
destroy our species ... 


... The fact that a vampire is not reflected by a mirror can also mean that what we need to see 
is that there’s nothing, no-thing to see, other than ourselves. The fact that wetiko is the 
expression of something inside of us means that the cure for wetiko is with us as well. The 
critical issue is finding this cure within us and then putting it into effect. 


Evil begets evil because if evil does not constantly expand and 
find new sources of energetic sustenance its evil, its distortion, dies 
with the assimilation into balance and harmony. Love is the garlic to 
Wetiko’s vampire. Evil, the absence of love, cannot exist in the 
presence of love. I think I see a way out of here. I have emphasised 
so many times over the decades that the Archons/Wetiko and their 
Cult are not all powerful. They are not. I don’t care how it looks even 
now they are not. I have not called them little boys in short trousers 
for effect. I have said it because it is true. Wetiko’s insatiable desire 
for power over others is not a sign of its omnipotence, but its 
insecurity. Paul Levy writes: “Due to the primal fear which 
ultimately drives it and which it is driven to cultivate, wetiko’s body 
politic has an intrinsic and insistent need for centralising power and 
control so as to create imagined safety for itself.’ Yeeeeeees! Exactly! 
Why does Wetiko want humans in an ongoing state of fear? Wetiko 
itself is fear and it is petrified of love. As evil is an absence of love, so 
love is an absence of fear. Love conquers all and especially Wetiko 
which is fear. Wetiko brought fear into the world when it wasn’t here 
before. Fear was the ‘fall’, the fall into low-frequency ignorance and 
illusion — fear is False Emotion Appearing Real. The simulation is 
driven and energised by fear because Wetiko/Yaldabaoth (fear) are 
the simulation. Fear is the absence of love and Wetiko is the absence 
of love. 


We can now view current events from this level of perspective. The 
‘Covid’ hoax has generated momentous amounts of ongoing fear, 
anxiety, depression and despair which have empowered Wetiko. No 
wonder people like Gates have been the instigators when they are 
Wetiko incarnate and exhibit every trait of Wetiko in the extreme. 
See how cold and unemotional these people are like Gates and his 
cronies, how dead of eye they are. That’s Wetiko. Sabbatians are 
Wetiko and everything they control including the World Health 
Organization, Big Pharma and the ‘vaccine’ makers, national ‘health’ 


hierarchies, corporate media, Silicon Valley, the banking system, and 
the United Nations with its planned transformation into world 
government. All are controlled and possessed by the Wetiko 
distortion into distorting human society in its image. We are with 
this knowledge at the gateway to understanding the world. 
Divisions of race, culture, creed and sexuality are diversions to hide 
the real division between those possessed and influenced by Wetiko 
and those that are not. The ‘Covid’ hoax has brought both clearly 
into view. Human behaviour is not about race. Tyrants and 
dictatorships come in all colours and creeds. What unites the US 
president bombing the innocent and an African tribe committing 
genocide against another as in Rwanda? What unites them? Wetiko. 
All wars are Wetiko, all genocide is Wetiko, all hunger over centuries 
in a world of plenty is Wetiko. Children going to bed hungry, 
including in the West, is Wetiko. Cult-generated Woke racial 
divisions that focus on the body are designed to obscure the reality 
that divisions in behaviour are manifestations of mind, not body. 
Obsession with body identity and group judgement is a means to 
divert attention from the real source of behaviour — mind and 
perception. Conflict sown by the Woke both within themselves and 
with their target groups are Wetiko providing lunch for itself 
through still more agents of the division, chaos, and fear on which it 
feeds. The Cult is seeking to assimilate the entirety of humanity and 
all children and young people into the Wetiko frequency by 
manipulating them into states of fear and despair. Witness all the 
suicide and psychological unravelling since the spring of 2020. 
Wetiko psychopaths want to impose a state of unquestioning 
obedience to authority which is no more than a conduit for Wetiko to 
enforce its will and assimilate humanity into itself. It needs us to 
believe that resistance is futile when it fears resistance and even 
more so the game-changing non-cooperation with its impositions. It 
can use violent resistance for its benefit. Violent impositions and 
violent resistance are both Wetiko. The Power of Love with its Power 
of No will sweep Wetiko from our world. Wetiko and its Cult know 
that. They just don’t want us to know. 


This brings me to AI or artificial intelligence and something else 
Wetikos don’t want us to know. What is AI really? I know about 
computer code algorithms and AI that learns from data input. These, 
however, are more diversions, the expeditionary force, for the real Al 
that they want to connect to the human brain as promoted by Silicon 
Valley Wetikos like Kurzweil. What is this AI? It is the frequency of 
Wetiko, the frequency of the Archons. The connection of AI to the 
human brain is the connection of the Wetiko frequency to create a 
Wetiko hive mind and complete the job of assimilation. The hive 
mind is planned to be controlled from Israel and China which are 
both 100 percent owned by Wetiko Sabbatians. The assimilation 
process has been going on minute by minute in the ‘smart’ era which 
fused with the ‘Covid’ era. We are told that social media is 
scrambling the minds of the young and changing their personality. 
This is true, but what is social media? Look more deeply at how it 
works, how it creates divisions and conflict, the hostility and cruelty, 
the targeting of people until they are destroyed. That’s Wetiko. Social 
media is manipulated to tune people to the Wetiko frequency with 
all the emotional exploitation tricks employed by platforms like 
Facebook and its Wetiko front man, Zuckerberg. Facebook’s 
Instagram announced a new platform for children to overcome a 
legal bar on them using the main site. This is more Wetiko 
exploitation and manipulation of kids. Amnesty International 
likened the plan to foxes offering to guard the henhouse and said it 
was incompatible with human rights. Since when did Wetiko or 
Zuckerberg (I repeat myself) care about that? Would Brin and Page 
at Google, Wojcicki at YouTube, Bezos at Amazon and whoever the 
hell runs Twitter act as they do if they were not channelling Wetiko? 
Would those who are developing technologies for no other reason 
than human control? How about those designing and selling 
technologies to kill people and Big Pharma drug and ‘vaccine’ 
producers who know they will end or devastate lives? Quite a 
thought for these people to consider is that if you are Wetiko in a 
human life you are Wetiko on the ‘other side’ unless your frequency 


changes and that can only change by a change of perception which 
becomes a change of behaviour. Where Gates is going does not bear 
thinking about although perhaps that’s exactly where he wants to go. 
Either way, that’s where he’s going. His frequency will make it so. 


The frequency lair 

I have been saying for a long time that a big part of the addiction to 
smartphones and devices is that a frequency is coming off them that 
entraps the mind. People spend ages on their phones and sometimes 
even a minute or so after they put them down they pick them up 
again and it all repeats. ‘Covid’ lockdowns will have increased this 
addiction a million times for obvious reasons. Addictions to alcohol 
overindulgence and drugs are another way that Wetiko entraps 
consciousness to attach to its own. Both are symptoms of low- 
vibrational psychological distress which alcoholism and drug 
addiction further compound. Do we think it’s really a coincidence 
that access to them is made so easy while potions that can take 
people into realms beyond the simulation are banned and illegal? I 
have explored smartphone addiction in other books, the scale is 
mind-blowing, and that level of addiction does not come without 
help. Tech companies that make these phones are Wetiko and they 
will have no qualms about destroying the minds of children. We are 
seeing again with these companies the Wetiko perceptual 
combination of psychopathic enforcers and weak and meek 
unquestioning compliance by the rank and file. 

The global Smart Grid is the Wetiko Grid and it is crucial to 
complete the Cult endgame. The simulation is radiation and we are 
being deluged with technological radiation on a devastating scale. 
Wetiko frauds like Elon Musk serve Cult interests while occasionally 
criticising them to maintain his street-cred. 5G and other forms of 
Wi-Fi are being directed at the earth from space on a volume and 
scale that goes on increasing by the day. Elon Musk’s (officially) 
SpaceX Starlink project is in the process of putting tens of thousands 
of satellites in low orbit to cover every inch of the planet with 5G 
and other Wi-Fi to create Kurzweil’s global ‘cloud’ to which the 


human mind is planned to be attached very soon. SpaceX has 
approval to operate 12,000 satellites with more than 1,300 launched 
at the time of writing and applications filed for 30,000 more. Other 
operators in the Wi-Fi, 5G, low-orbit satellite market include 
OneWeb (UK), Telesat (Canada), and AST & Science (US). Musk tells 
us that AI could be the end of humanity and then launches a 
company called Neuralink to connect the human brain to computers. 
Musk’s (in theory) Tesla company is building electric cars and the 
driverless vehicles of the smart control grid. As frauds and 
bullshitters go Elon Musk in my opinion is Major League. 


5G and technological radiation in general are destructive to 
human health, genetics and psychology and increasing the strength 
of artificial radiation underpins the five-sense perceptual bubbles 
which are themselves expressions of radiation or electromagnetism. 
Freedom activist John Whitehead was so right with his ‘databit by 
databit, we are building our own electronic concentration camps’. 
The Smart Grid and 5G is a means to control the human mind and 
infuse perceptual information into The Field to influence anyone in 
sync with its frequency. You can change perception and behaviour 
en masse if you can manipulate the population into those levels of 
frequency and this is happening all around us today. The arrogance 
of Musk and his fellow Cult operatives knows no bounds in the way 
that we see with Gates. Musk’s satellites are so many in number 
already they are changing the night sky when viewed from Earth. 
The astronomy community has complained about this and they have 
seen nothing yet. Some consequences of Musk’s Wetiko hubris 
include: Radiation; visible pollution of the night sky; interference 
with astronomy and meteorology; ground and water pollution from 
intensive use of increasingly many spaceports; accumulating space 
debris; continual deorbiting and burning up of aging satellites, 
polluting the atmosphere with toxic dust and smoke; and ever- 
increasing likelihood of collisions. A collective public open letter of 
complaint to Musk said: 


We are writing to you ... because SpaceX is in process of surrounding the Earth with a 
network of thousands of satellites whose very purpose is to irradiate every square inch of the 


Earth. SpaceX, like everyone else, is treating the radiation as if it were not there. As if the 
mitochondria in our cells do not depend on electrons moving undisturbed from the food we 
digest to the oxygen we breathe. 


As if our nervous systems and our hearts are not subject to radio frequency interference like 
any piece of electronic equipment. As if the cancer, diabetes, and heart disease that now 
afflict a majority of the Earth’s population are not metabolic diseases that result from 
interference with our cellular machinery. As if insects everywhere, and the birds and animals 
that eat them, are not starving to death as a result. 


People like Musk and Gates believe in their limitless Wetiko 
arrogance that they can do whatever they like to the world because 
they own it. Consequences for humanity are irrelevant. It’s 
absolutely time that we stopped taking this shit from these self- 
styled masters of the Earth when you consider where this is going. 


Why is the Cult so anti-human? 

I hear this question often: Why would they do this when it will affect 
them, too? Ah, but will it? Who is this them? Forget their bodies. 
They are just vehicles for Wetiko consciousness. When you break it 
all down to the foundations we are looking at a state of severely 
distorted consciousness targeting another state of consciousness for 
assimilation. The rest is detail. The simulation is the fly-trap in 
which unique sensations of the five senses create a cycle of addiction 
called reincarnation. Renegade Minds see that everything which 
happens in our reality is a smaller version of the whole picture in 
line with the holographic principle. Addiction to the radiation of 
smart technology is a smaller version of addiction to the whole 
simulation. Connecting the body/brain to AI is taking that addiction 
on a giant step further to total ongoing control by assimilating 
human incarnate consciousness into Wetiko. I have watched during 
the ‘Covid’ hoax how many are becoming ever more profoundly 
attached to Wetiko’s perceptual calling cards of aggressive response 
to any other point of view (‘There is no other god but me’), 
psychopathic lack of compassion and empathy, and servile 
submission to the narrative and will of authority. Wetiko is the 
psychopaths and subservience to psychopaths. The Cult of Wetiko is 


so anti-human because it is not human. It embarked on a mission to 
destroy human by targeting everything that it means to be human 
and to survive as human. ‘Covid’ is not the end, just a means to an 
end. The Cult with its Wetiko consciousness is seeking to change 
Earth systems, including the atmosphere, to suit them, not humans. 
The gathering bombardment of 5G alone from ground and space is 
dramatically changing The Field with which the five senses interact. 
There is so much more to come if we sit on our hands and hope it 
will all go away. It is not meant to go away. It is meant to get ever 
more extreme and we need to face that while we still can — just. 


Carbon dioxide is the gas of life. Without that human is over. 
Kaput, gone, history. No natural world, no human. The Cult has 
created a cock and bull story about carbon dioxide and climate 
change to justify its reduction to the point where Gates and the 
ignoramus Biden ‘climate chief’ John Kerry want to suck it out of the 
atmosphere. Kerry wants to do this because his master Gates does. 
Wetikos have made the gas of life a demon with the usual support 
from the Wokers of Extinction Rebellion and similar organisations 
and the bewildered puppet-child that is Greta Thunberg who was 
put on the world stage by Klaus Schwab and the World Economic 
Forum. The name Extinction Rebellion is both ironic and as always 
Wetiko inversion. The gas that we need to survive must be reduced 
to save us from extinction. The most basic need of human is oxygen 
and we now have billions walking around in face nappies depriving 
body and brain of this essential requirement of human existence. 
More than that 5G at 60 gigahertz interacts with the oxygen 
molecule to reduce the amount of oxygen the body can absorb into 
the bloodstream. The obvious knock-on consequences of that for 
respiratory and cognitive problems and life itself need no further 
explanation. Psychopaths like Musk are assembling a global system 
of satellites to deluge the human atmosphere with this insanity. The 
man should be in jail. Here we have two most basic of human needs, 
oxygen and carbon dioxide, being dismantled. 


Two others, water and food, are getting similar treatment with the 
United Nations Agendas 21 and 2030 — the Great Reset — planning to 


centrally control all water and food supplies. People will not even 
own rain water that falls on their land. Food is affected at the most 
basic level by reducing carbon dioxide. We have genetic modification 
or GMO infiltrating the food chain on a mass scale, pesticides and 
herbicides polluting the air and destroying the soil. Freshwater fish 
that provide livelihoods for 60 million people and feed hundreds of 
millions worldwide are being ‘pushed to the brink’ according the 
conservationists while climate change is the only focus. Now we 
have Gates and Schwab wanting to dispense with current food 
sources all together and replace them with a synthetic version which 
the Wetiko Cult would control in terms of production and who eats 
and who doesn’t. We have been on the Totalitarian Tiptoe to this for 
more than 60 years as food has become ever more processed and full 
of chemical shite to the point today when it’s not natural food at all. 
As Dr Tom Cowan says: ‘If it has a label don’t eat it.’ Bill Gates is 
now the biggest owner of farmland in the United States and he does 
nothing without an ulterior motive involving the Cult. Klaus Schwab 
wrote: ‘To feed the world in the next 50 years we will need to 
produce as much food as was produced in the last 10,000 years ... 
food security will only be achieved, however, if regulations on 
genetically modified foods are adapted to reflect the reality that gene 
editing offers a precise, efficient and safe method of improving 
crops.’ Liar. People and the world are being targeted with 
aluminium through vaccines, chemtrails, food, drink cans, and 
endless other sources when aluminium has been linked to many 
health issues including dementia which is increasing year after year. 
Insects, bees and wildlife essential to the food chain are being 
deleted by pesticides, herbicides and radiation which 5G is 
dramatically increasing with 6G and 7G to come. The pollinating bee 
population is being devastated while wildlife including birds, 
dolphins and whales are having their natural radar blocked by the 
effects of ever-increasing radiation. In the summer windscreens used 
to be splattered with insects so numerous were they. It doesn’t 
happen now. Where have they gone? 


Synthetic everything 

The Cult is introducing genetically-modified versions of trees, plants 
and insects including a Gates-funded project to unleash hundreds of 
millions of genetically-modified, lab-altered and patented male 
mosquitoes to mate with wild mosquitoes and induce genetic flaws 
that cause them to die out. Clinically-insane Gates-funded Japanese 
researchers have developed mosquitos that spread vaccine and are 
dubbed ‘flying vaccinators’. Gates is funding the modification of 
weather patterns in part to sell the myth that this is caused by carbon 
dioxide and he’s funding geoengineering of the skies to change the 
atmosphere. Some of this came to light with the Gates-backed plan 
to release tonnes of chalk into the atmosphere to ‘deflect the Sun and 
cool the planet’. Funny how they do this while the heating effect of 
the Sun is not factored into climate projections focussed on carbon 
dioxide. The reason is that they want to reduce carbon dioxide (so 
don’t mention the Sun), but at the same time they do want to reduce 
the impact of the Sun which is so essential to human life and health. 
I have mentioned the sun-cholesterol-vitamin D connection as they 
demonise the Sun with warnings about skin cancer (caused by the 
chemicals in sun cream they tell you to splash on). They come from 
the other end of the process with statin drugs to reduce cholesterol 
that turns sunlight into vitamin D. A lack of vitamin D leads to a 
long list of health effects and how vitamin D levels must have fallen 
with people confined to their homes over ‘Covid’. Gates is funding 
other forms of geoengineering and most importantly chemtrails 
which are dropping heavy metals, aluminium and self-replicating 
nanotechnology onto the Earth which is killing the natural world. 
See Everything You Need To Know, But Have Never Been Told for the 
detailed background to this. 

Every human system is being targeted for deletion by a force that’s 
not human. The Wetiko Cult has embarked on the process of 
transforming the human body from biological to synthetic biological 
as I have explained. Biological is being replaced by the artificial and 
synthetic — Archontic ‘countermimicry’ — right across human society. 
The plan eventually is to dispense with the human body altogether 


and absorb human consciousness — which it wouldn't really be by 
then — into cyberspace (the simulation which is Wetiko/Yaldabaoth). 
Preparations for that are already happening if people would care to 
look. The alternative media rightly warns about globalism and ‘the 
globalists’, but this is far bigger than that and represents the end of 
the human race as we know it. The ‘bad copy’ of prime reality that 
Gnostics describe was a bad copy of harmony, wonder and beauty to 
start with before Wetiko/Yaldabaoth set out to change the simulated 
‘copy’ into something very different. The process was slow to start 
with. Entrapped humans in the simulation timeline were not 
technologically aware and they had to be brought up to intellectual 
speed while being suppressed spiritually to the point where they 
could build their own prison while having no idea they were doing 
so. We have now reached that stage where technological intellect has 
the potential to destroy us and that’s why events are moving so fast. 
Central American shaman Don Juan Matus said: 


Think for a moment, and tell me how you would explain the contradictions between the 
intelligence of man the engineer and the stupidity of his systems of belief, or the stupidity of 
his contradictory behaviour. Sorcerers believe that the predators have given us our systems of 
beliefs, our ideas of good and evil; our social mores. They are the ones who set up our dreams 
of success or failure. They have given us covetousness, greed, and cowardice. It is the 
predator who makes us complacent, routinary, and egomaniacal. 


In order to keep us obedient and meek and weak, the predators engaged themselves in a 
stupendous manoeuvre — stupendous, of course, from the point of view of a fighting strategist; 
a horrendous manoeuvre from the point of those who suffer it. They gave us their mind. The 
predators’ mind is baroque, contradictory, morose, filled with the fear of being discovered any 
minute now. 


For ‘predators’ see Wetiko, Archons, Yaldabaoth, Jinn, and all the 
other versions of the same phenomenon in cultures and religions all 
over the world. The theme is always the same because it’s true and 
it’s real. We have reached the point where we have to deal with it. 
The question is — how? 


I thought I’d use a controversial subheading to get things moving in 
terms of our response to global fascism. What do you mean ‘don’t 
fight’? What do you mean ‘walk away’? We've got to fight. We can’t 
walk away. Well, it depends what we mean by fight and walk away. 
If fighting means physical combat we are playing Wetiko’s game and 
falling for its trap. It wants us to get angry, aggressive, and direct 
hate and hostility at the enemy we think we must fight. Every war, 
every battle, every conflict, has been fought with Wetiko leading 
both sides. It’s what it does. Wetiko wants a fight, anywhere, any 
place. Just hit me, son, so I can hit you back. Wetiko hits Wetiko and 
Wetiko hits Wetiko in return. Iam very forthright as you can see in 
exposing Wetikos of the Cult, but I don’t hate them. I refuse to hate 
them. It’s what they want. What you hate you become. What you 
fight you become. Wokers, ‘anti-haters’ and ‘anti-fascists’ prove this 
every time they reach for their keyboards or don their balaclavas. By 
walk away I mean to disengage from Wetiko which includes ceasing 
to cooperate with its tyranny. Paul Levy says of Wetiko: 


The way to ‘defeat’ evil is not to try to destroy it (for then, in playing evil’s game, we have 
already lost), but rather, to find the invulnerable place within ourselves where evil is unable to 
vanquish us — this is to truly ‘win’ our battle with evil. 


Wetiko is everywhere in human society and it’s been on steroids 
since the ‘Covid’ hoax. Every shouting match over wearing masks 
has Wetiko wearing a mask and Wetiko not wearing one. It’s an 
electrical circuit of push and resist, push and resist, with Wetiko 
pushing and resisting. Each polarity is Wetiko empowering itself. 
Dictionary definitions of ‘resist’ include ‘opposing, refusing to accept 
or comply with’ and the word to focus on is ‘opposing’. What form 
does this take — setting police cars alight or ‘refusing to accept or 
comply with’? The former is Wetiko opposing Wetiko while the 
other points the way forward. This is the difference between those 
aggressively demanding that government fascism must be obeyed 
who stand in stark contrast to the great majority of Pushbackers. We 
saw this clearly with a march by thousands of Pushbackers against 
lockdown in London followed days later by a Woker-hijacked 


protest in Bristol in which police cars were set on fire. Masks were 
virtually absent in London and widespread in Bristol. Wetiko wants 
lockdown on every level of society and infuses its aggression to 
police it through its unknowing stooges. Lockdown protesters are 
the ones with the smiling faces and the hugs, The two blatantly 
obvious states of being — getting more obvious by the day — are the 
result of Wokers and their like becoming ever more influenced by 
the simulation Field of Wetiko and Pushbackers ever more 
influenced by The Field of a far higher vibration beyond the 
simulation. Wetiko can’t invade the heart which is where most 
lockdown opponents are coming from. It’s the heart that allows them 
to see through the lies to the truth in ways I will be highlighting. 


Renegade Minds know that calmness is the place from which 
wisdom comes. You won’t find wisdom in a hissing fit and wisdom 
is what we need in abundance right now. Calmness is not weakness 
— you don’t have to scream at the top of your voice to be strong. 
Calmness is indeed a sign of strength. ‘No’ means I’m not doing it. 
NOOOO!!! doesn’t mean you're not doing it even more. Volume 
does not advance ‘No — I’m not doing it’. You are just not doing it. 
Wetiko possessed and influenced don’t know how to deal with that. 
Wetiko wants a fight and we should not give it one. What it needs 
more than anything is our cooperation and we should not give that 
either. Mass rallies and marches are great in that they are a visual 
representation of feeling, but if it ends there they are irrelevant. You 
demand that Wetikos act differently? Well, they’re not going to are 
they? They are Wetikos. We don’t need to waste our time demanding 
that something doesn’t happen when that will make no difference. 
We need to delete the means that allows it to happen. This, invariably, 
is our cooperation. You can demand a child stop firing a peashooter 
at the dog or you can refuse to buy the peashooter. If you provide 
the means you are cooperating with the dog being smacked on the 
nose with a pea. How can the authorities enforce mask-wearing if 
millions in a country refuse? What if the 74 million Pushbackers that 
voted for Trump in 2020 refused to wear masks, close their 
businesses or stay in their homes. It would be unenforceable. The 


few control the many through the compliance of the many and that’s 
always been the dynamic be it ‘Covid’ regulations or the Roman 
Empire. I know people can find it intimidating to say no to authority 
or stand out in a crowd for being the only one with a face on display; 
but it has to be done or it’s over. I hope I’ve made clear in this book 
that where this is going will be far more intimidating than standing 
up now and saying ‘No’ — I will not cooperate with my own 
enslavement and that of my children. There might be consequences 
for some initially, although not so if enough do the same. The 
question that must be addressed is what is going to happen if we 
don’t? It is time to be strong and unyieldingly so. No means no. Not 
here and there, but everywhere and always. I have refused to wear a 
mask and obey all the other nonsense. I will not comply with 
tyranny. I repeat: Fascism is not imposed by fascists — there are never 
enough of them. Fascism is imposed by the population acquiescing 
to fascism. I will not do it. I will die first, or my body will. Living 
meekly under fascism is a form of death anyway, the death of the 
spirit that Martin Luther King described. 


Making things happen 

We must not despair. This is not over till it’s over and it’s far from 
that. The ‘fat lady’ must refuse to sing. The longer the ‘Covid’ hoax 
has dragged on and impacted on more lives we have seen an 
awakening of phenomenal numbers of people worldwide to the 
realisation that what they have believed all their lives is not how the 
world really is. Research published by the system-serving University 
of Bristol and King’s College London in February, 2021, concluded: 
‘One in every 11 people in Britain say they trust David Icke’s take on 
the coronavirus pandemic.’ It will be more by now and we have 
gathering numbers to build on. We must urgently progress from 
seeing the scam to ceasing to cooperate with it. Prominent German 
lawyer Reiner Fuellmich, also licenced to practice law in America, is 
doing a magnificent job taking the legal route to bring the 
psychopaths to justice through a second Nuremberg tribunal for 
crimes against humanity. Fuellmich has an impressive record of 


beating the elite in court and he formed the German Corona 
Investigative Committee to pursue civil charges against the main 
perpetrators with a view to triggering criminal charges. Most 
importantly he has grasped the foundation of the hoax — the PCR 
test not testing for the ‘virus’ — and Christian Drosten is therefore on 
his charge sheet along with Gates frontman Tedros at the World 
Health Organization. Major players must be not be allowed to inflict 
their horrors on the human race without being brought to book. A 
life sentence must follow for Bill Gates and the rest of them. A group 
of researchers has also indicted the government of Norway for 
crimes against humanity with copies sent to the police and the 
International Criminal Court. The lawsuit cites participation in an 
internationally-planned false pandemic and violation of 
international law and human rights, the European Commission’s 
definition of human rights by coercive rules, Nuremberg and Hague 
rules on fundamental human rights, and the Norwegian 
constitution. We must take the initiative from hereon and not just 
complain, protest and react. 


There are practical ways to support vital mass non-cooperation. 
Organising in numbers is one. Lockdown marches in London in the 
spring in 2021 were mass non-cooperation that the authorities could 
not stop. There were too many people. Hundreds of thousands 
walked the London streets in the centre of the road for mile after 
mile while the Face-Nappies could only look on. They were 
determined, but calm, and just did it with no histrionics and lots of 
smiles. The police were impotent. Others are organising group 
shopping without masks for mutual support and imagine if that was 
happening all over. Policing it would be impossible. If the store 
refuses to serve people in these circumstances they would be faced 
with a long line of trolleys full of goods standing on their own and 
everything would have to be returned to the shelves. How would 
they cope with that if it kept happening? I am talking here about 
moving on from complaining to being pro-active; from watching 
things happen to making things happen. I include in this our 
relationship with the police. The behaviour of many Face-Nappies 


has been disgraceful and anyone who thinks they would never find 
concentration camp guards in the ‘enlightened’ modern era have 
had that myth busted big-time. The period and setting may change — 
Wetikos never do. I watched film footage from a London march in 
which a police thug viciously kicked a protestor on the floor who 
had done nothing. His fellow Face-Nappies stood in a ring 
protecting him. What he did was a criminal assault and with a 
crowd far outnumbering the police this can no longer be allowed to 
happen unchallenged. I get it when people chant ‘shame on you’ in 
these circumstances, but that is no longer enough. They have no 
shame those who do this. Crowds needs to start making a citizen’s 
arrest of the police who commit criminal offences and brutally attack 
innocent people and defenceless women. A citizen’s arrest can be 
made under section 24A of the UK Police and Criminal Evidence 
(PACE) Act of 1984 and you will find something similar in other 
countries. I prefer to call it a Common Law arrest rather than 
citizen’s for reasons I will come to shortly. Anyone can arrest a 
person committing an indictable offence or if they have reasonable 
grounds to suspect they are committing an indictable offence. On 
both counts the attack by the police thug would have fallen into this 
category. A citizen’s arrest can be made to stop someone: 


¢ Causing physical injury to himself or any other person 

e Suffering physical injury 

e Causing loss of or damage to property 

e Making off before a constable can assume responsibility for him 


A citizen’s arrest may also be made to prevent a breach of the 
peace under Common Law and if they believe a breach of the peace 
will happen or anything related to harm likely to be done or already 
done in their presence. This is the way to go I think — the Common 
Law version. If police know that the crowd and members of the 
public will no longer be standing and watching while they commit 


their thuggery and crimes they will think twice about acting like 
Brownshirts and Blackshirts. 


Common Law — common sense 

Mention of Common Law is very important. Most people think the 
law is the law as in one law. This is not the case. There are two 
bodies of law, Common Law and Statute Law, and they are not the 
same. Common Law is founded on the simple premise of do no 
harm. It does not recognise victimless crimes in which no harm is 
done while Statute Law does. There is a Statute Law against almost 
everything. So what is Statute Law? Amazingly it’s the law of the sea 
that was brought ashore by the Cult to override the law of the land 
which is Common Law. They had no right to do this and as always 
they did it anyway. They had to. They could not impose their will on 
the people through Common Law which only applies to do no harm. 
How could you stitch up the fine detail of people’s lives with that? 
Instead they took the law of the sea, or Admiralty Law, and applied 
it to the population. Statute Law refers to all the laws spewing out of 
governments and their agencies including all the fascist laws and 
regulations relating to ‘Covid’. The key point to make is that Statute 
Law is contract law. It only applies between contracting corporations. 
Most police officers don’t even know this. They have to be kept in 
the dark, too. Long ago when merchants and their sailing ships 
began to trade with different countries a contractual law was 
developed called Admiralty Law and other names. Again it only 
applied to contracts agreed between corporate entities. If there is no 
agreed contract the law of the sea had no jurisdiction and that still 
applies to its new alias of Statute Law. The problem for the Cult when 
the law of the sea was brought ashore was an obvious one. People 
were not corporations and neither were government entities. To 
overcome the latter they made governments and all associated 
organisations corporations. All the institutions are private 
corporations and I mean governments and their agencies, local 
councils, police, courts, military, US states, the whole lot. Go to the 


Dun and Bradstreet corporate listings website for confirmation that 
they are all corporations. You are arrested by a private corporation 
called the police by someone who is really a private security guard 
and they take you to court which is another private corporation. 
Neither have jurisdiction over you unless you consent and contract 
with them. This is why you hear the mantra about law enforcement 
policing by consent of the people. In truth the people ‘consent’ only 
in theory through monumental trickery. 


Okay, the Cult overcame the corporate law problem by making 
governments and institutions corporate entities; but what about 
people? They are not corporations are they? Ah ... well in a sense, 
and only a sense, they are. Not people exactly — the illusion of 
people. The Cult creates a corporation in the name of everyone at the 
time that their birth certificate is issued. Note birth/ berth certificate 
and when you go to court under the law of the sea on land you stand 
in a dock. These are throwbacks to the origin. My Common Law 
name is David Vaughan Icke. The name of the corporation created 
by the government when I was born is called Mr David Vaughan 
Icke usually written in capitals as MR DAVID VAUGHAN ICKE. 
That is not me, the living, breathing man. It is a fictitious corporate 
entity. The trick is to make you think that David Vaughan Icke and 
MR DAVID VAUGHAN ICKE are the same thing. They are not. When 
police charge you and take you to court they are prosecuting the 
corporate entity and not the living, breathing, man or woman. They 
have to trick you into identifying as the corporate entity and 
contracting with them. Otherwise they have no jurisdiction. They do 
this through a language known as legalese. Lawful and legal are not 
the same either. Lawful relates to Common Law and legal relates to 
Statute Law. Legalese is the language of Statue Law which uses 
terms that mean one thing to the public and another in legalese. 
Notice that when a police officer tells someone why they are being 
charged he or she will say at the end: ‘Do you understand?’ To the 
public that means ‘Do you comprehend?’ In legalese it means ‘Do 
you stand under me?’ Do you stand under my authority? If you say 


yes to the question you are unknowingly agreeing to give them 
jurisdiction over you in a contract between two corporate entities. 


This is a confidence trick in every way. Contracts have to be agreed 
between informed parties and if you don’t know that David 
Vaughan Icke is agreeing to be the corporation MR DAVID 
VAUGHAN ICKE you cannot knowingly agree to contract. They are 
deceiving you and another way they do this is to ask for proof of 
identity. You usually show them a driving licence or other document 
on which your corporate name is written. In doing so you are 
accepting that you are that corporate entity when you are not. 
Referring to yourself as a ‘person’ or ‘citizen’ is also identifying with 
your corporate fiction which is why I made the Common Law point 
about the citizen’s arrest. If you are approached by a police officer 
you identify yourself immediately as a living, breathing, man or 
woman and say ‘I do not consent, I do not contract with you and I do 
not understand’ or stand under their authority. I have a Common 
Law birth certificate as a living man and these are available at no 
charge from commonlawcourt.com. Businesses registered under the 
Statute Law system means that its laws apply. There are, however, 
ways to run a business under Common Law. Remember all ‘Covid’ 
laws and regulations are Statute Law — the law of contracts and you 
do not have to contract. This doesn’t mean that you can kill someone 
and get away with it. Common Law says do no harm and that 
applies to physical harm, financial harm etc. Police are employees of 
private corporations and there needs to be a new system of non- 
corporate Common Law constables operating outside the Statute 
Law system. If you go to davidicke.com and put Common Law into 
the search engine you will find videos that explain Common Law in 
much greater detail. It is definitely a road we should walk. 


With all my heart 


I have heard people say that we are in a spiritual war. I don’t like the 
term ‘war’ with its Wetiko dynamic, but I know what they mean. 
Sweep aside all the bodily forms and we are in a situation in which 
two states of consciousness are seeking very different realities. 


Wetiko wants upheaval, chaos, fear, suffering, conflict and control. 
The other wants love, peace, harmony, fairness and freedom. That's 
where we are. We should not fall for the idea that Wetiko is all- 
powerful and there’s nothing we can do. Wetiko is not all-powerful. 
It’s a joke, pathetic. It doesn’t have to be, but it has made that choice 
for now. A handful of times over the years when I have felt the 
presence of its frequency I have allowed it to attach briefly so I could 
consciously observe its nature. The experience is not pleasant, the 
energy is heavy and dark, but the ease with which you can kick it 
back out the door shows that its real power is in persuading us that 
it has power. It’s all a con. Wetiko is a con. It’s a trickster and not a 
power that can control us if we unleash our own. The con is founded 
on manipulating humanity to give its power to Wetiko which 
recycles it back to present the illusion that it has power when its 
power is ours that we gave away. This happens on an energetic level 
and plays out in the world of the seen as humanity giving its power 
to Wetiko authority which uses that power to control the population 
when the power is only the power the population has handed over. 
How could it be any other way for billions to be controlled by a 
relative few? I have had experiences with people possessed by 
Wetiko and again you can kick its arse if you do it with an open 
heart. Oh yes — the heart which can transform the world of perceived 
‘matter’. 


We are receiver-transmitters and processors of information, but 
what information and where from? Information is processed into 
perception in three main areas — the brain, the heart and the belly. 
These relate to thinking, knowing, and emotion. Wetiko wants us to 
be head and belly people which means we think within the confines 
of the Matrix simulation and low-vibrational emotional reaction 
scrambles balance and perception. A few minutes on social media 
and you see how emotion is the dominant force. Woke is all emotion 
and is therefore thought-free and fact-free. Our heart is something 
different. It knows while the head thinks and has to try to work it out 
because it doesn’t know. The human energy field has seven prime 
vortexes which connect us with wider reality (Fig 23). Chakra means 


‘wheels of light’ in the Sanskrit language of ancient India. The main 
ones are: The crown chakra on top of the head; brow (or ‘third eye’) 
chakra in the centre of the forehead; throat chakra; heart chakra in 
the centre of the chest; solar plexus chakra below the sternum; sacral 
chakra beneath the navel; and base chakra at the bottom of the spine. 
Each one has a particular function or functions. We feel anxiety and 
nervousness in the belly where the sacral chakra is located and this 
processes emotion that can affect the colon to give people ‘the shits’ 
or make them ‘shit scared’ when they are nervous. Chakras all play 
an important role, but the Mr and Mrs Big is the heart chakra which 
sits at the centre of the seven, above the chakras that connect us to 
the ‘physical’ and below those that connect with higher realms (or at 
least should). Here in the heart chakra we feel love, empathy and 
compassion — ‘My heart goes out to you’. Those with closed hearts 
become literally ‘heart-less’ in their attitudes and behaviour (see Bill 
Gates). Native Americans portrayed Wetiko with what Paul Levy 
calls a ‘frigid, icy heart, devoid of mercy’ (see Bill Gates). 


Figure 23: The chakra system which interpenetrates the human energy field. The heart chakra 
is the governor — or should be. 


Wetiko trembles at the thought of heart energy which it cannot 
infiltrate. The frequency is too high. What it seeks to do instead is 
close the heart chakra vortex to block its perceptual and energetic 
influence. Psychopaths have ‘hearts of stone’ and emotionally- 
damaged people have ‘heartache’ and ‘broken hearts’. The 
astonishing amount of heart disease is related to heart chakra 


disruption with its fundamental connection to the ‘physical’ heart. 
Dr Tom Cowan has written an outstanding book challenging the 
belief that the heart is a pump and making the connection between 
the ‘physical’ and spiritual heart. Rudolph Steiner who was way 
ahead of his time said the same about the fallacy that the heart is a 
pump. What? The heart is not a pump? That's crazy, right? 
Everybody knows that. Read Cowan’s Human Heart, Cosmic Heart 
and you will realise that the very idea of the heart as a pump is 
ridiculous when you see the evidence. How does blood in the feet so 
far from the heart get pumped horizontally up the body by the 
heart?? Cowan explains in the book the real reason why blood 
moves as it does. Our ‘physical’ heart is used to symbolise love when 
the source is really the heart vortex or spiritual heart which is our 
most powerful energetic connection to ‘out there’ expanded 
consciousness. That’s why we feel knowing — intuitive knowing — in 
the centre of the chest. Knowing doesn’t come from a process of 
thoughts leading to a conclusion. It is there in an instant all in one 
go. Our heart knows because of its connection to levels of awareness 
that do know. This is the meaning and source of intuition — intuitive 
knowing. 

For the last more than 30 years of uncovering the global game and 
the nature of reality my heart has been my constant antenna for 
truth and accuracy. An American intelligence insider once said that I 
had quoted a disinformer in one of my books and yet I had only 
quoted the part that was true. He asked: ‘How do you do that?’ By 
using my heart antenna was the answer and anyone can do it. Heart- 
centred is how we are meant to be. With a closed heart chakra we 
withdraw into a closed mind and the bubble of five-sense reality. If 
you take a moment to focus your attention on the centre of your 
chest, picture a spinning wheel of light and see it opening and 
expanding. You will feel it happening, too, and perceptions of the 
heart like joy and love as the heart impacts on the mind as they 
interact. The more the chakra opens the more you will feel 
expressions of heart consciousness and as the process continues, and 
becomes part of you, insights and knowings will follow. An open 


heart is connected to that level of awareness that knows all is One. 
You will see from its perspective that the fault-lines that divide us 
are only illusions to control us. An open heart does not process the 
illusions of race, creed and sexuality except as brief experiences for a 
consciousness that is all. Our heart does not see division, only unity 
(Figs 24 and 25). There’s something else, too. Our hearts love to 
laugh. Mark Twain’s quote that says ‘The human race has one really 
effective weapon, and that is laughter’ is really a reference to the 
heart which loves to laugh with the joy of knowing the true nature of 
infinite reality and that all the madness of human society is an 
illusion of the mind. Twain also said: ‘Against the assault of laughter 
nothing can stand.’ This is so true of Wetiko and the Cult. Their 
insecurity demands that they be taken seriously and their power and 
authority acknowledged and feared. We should do nothing of the 
sort. We should not get aggressive or fearful which their insecurity 
so desires. We should laugh in their face. Even in their no-face as 
police come over in their face-nappies and expect to be taken 
seriously. They don’t take themselves seriously looking like that so 
why should we? Laugh in the face of intimidation. Laugh in the face 
of tyranny. You will see by its reaction that you have pressed all of its 
buttons. Wetiko does not know what to do in the face of laughter or 
when its targets refuse to concede their joy to fear. We have seen 
many examples during the ‘Covid’ hoax when people have 
expressed their energetic power and the string puppets of Wetiko 
retreat with their tail limp between their knees. Laugh — the world is 
bloody mad after all and if it’s a choice between laughter and tears I 
know which way I’m going. 


Figure 24: Head consciousness without the heart sees division and everything apart from 
everything else. 


Figure 25: Heart consciousness sees everything as One. 


The foundation of Wetiko/Archon control of humans is the 
separation of incarnate five-sense mind from the infinite ‘I’ and 
closing the heart chakra where the True ‘T’ lives during a human life. 
The goal has been to achieve complete separation in both cases. I was 
interested therefore to read an account by a French energetic healer 
of what she said she experienced with a patient who had been given 
the ‘Covid’ vaccine. Genuine energy healers can sense information 
and consciousness fields at different levels of being which are 
referred to as ‘subtle bodies’. She described treating the patient who 
later returned after having, without the healer’s knowledge, two 
doses of the ‘Covid vaccine’. The healer said: 


| noticed immediately the change, very heavy energy emanating from [the] subtle bodies. The 
scariest thing was when | was working on the heart chakra, | connected with her soul: it was 
detached from the physical body, it had no contact and it was, as if it was floating in a state of 
total confusion: a damage to the consciousness that loses contact with the physical body, i.e. 
with our biological machine, there is no longer any communication between them. 


| continued the treatment by sending light to the heart chakra, the soul of the person, but it 
seemed that the soul could no longer receive any light, frequency or energy. It was a very 
powerful experience for me. Then | understood that this substance is indeed used to detach 
consciousness so that this consciousness can no longer interact through this body that it 
possesses in life, where there is no longer any contact, no frequency, no light, no more 
energetic balance or mind. 


This would create a human that is rudderless and at the extreme 
almost zombie-like operating with a fractional state of consciousness 
at the mercy of Wetiko. I was especially intrigued by what the healer 
said in the light of the prediction by the highly-informed Rudolf 
Steiner more than a hundred years ago. He said: 


In the future, we will eliminate the soul with medicine. Under the pretext of a ‘healthy point 
of view’, there will be a vaccine by which the human body will be treated as soon as possible 
directly at birth, so that the human being cannot develop the thought of the existence of soul 
and Spirit. To materialistic doctors will be entrusted the task of removing the soul of humanity. 


As today, people are vaccinated against this disease or that disease, so in the future, children 
will be vaccinated with a substance that can be produced precisely in such a way that people, 
thanks to this vaccination, will be immune to being subjected to the ‘madness’ of spiritual life. 
He would be extremely smart, but he would not develop a conscience, and that is the true 
goal of some materialistic circles. 


Steiner said the vaccine would detach the physical body from the 
etheric body (subtle bodies) and ‘once the etheric body is detached 
the relationship between the universe and the etheric body would 
become extremely unstable, and man would become an automaton’. 
He said ‘the physical body of man must be polished on this Earth by 
spiritual will — so the vaccine becomes a kind of arymanique 
(Wetiko) force’ and ‘man can no longer get rid of a given 
materialistic feeling’. Humans would then, he said, become 
‘materialistic of constitution and can no longer rise to the spiritual’. I 
have been writing for years about DNA being a receiver-transmitter 
of information that connects us to other levels of reality and these 
‘vaccines’ changing DNA can be likened to changing an antenna and 
what it can transmit and receive. Such a disconnection would clearly 
lead to changes in personality and perception. Steiner further 
predicted the arrival of AI. Big Pharma ‘Covid vaccine’ makers, 
expressions of Wetiko, are testing their DNA-manipulating evil on 
children as I write with a view to giving the ‘vaccine’ to babies. If it’s 
a soul-body disconnector — and I say that it is or can be — every child 
would be disconnected from ‘soul’ at birth and the ‘vaccine’ would 
create a closed system in which spiritual guidance from the greater 
self would play no part. This has been the ambition of Wetiko all 


along. A Pentagon video from 2005 was leaked of a presentation 
explaining the development of vaccines to change behaviour by their 
effect on the brain. Those that believe this is not happening with the 
‘Covid’ genetically-modifying procedure masquerading as a 
‘vaccine’ should make an urgent appointment with Naivety 
Anonymous. Klaus Schwab wrote in 2018: 


Neurotechnologies enable us to better influence consciousness and thought and to understand 
many activities of the brain. They include decoding what we are thinking in fine levels of 
detail through new chemicals and interventions that can influence our brains to correct for 
errors or enhance functionality. 


The plan is clear and only the heart can stop it. With every heart that 
opens, every mind that awakens, Wetiko is weakened. Heart and 
love are far more powerful than head and hate and so nothing like a 
majority is needed to turn this around. 


Beyond the Phantom 

Our heart is the prime target of Wetiko and so it must be the answer 
to Wetiko. We are our heart which is part of one heart, the infinite 
heart. Our heart is where the true self lives in a human life behind 
firewalls of five-sense illusion when an imposter takes its place — 
Phantom Self; but our heart waits patiently to be set free any time we 
choose to see beyond the Phantom, beyond Wetiko. A Wetikoed 
Phantom Self can wreak mass death and destruction while the love 
of forever is locked away in its heart. The time is here to unleash its 
power and let it sweep away the fear and despair that is Wetiko. 
Heart consciousness does not seek manipulated, censored, 
advantage for its belief or religion, its activism and desires. As an 
expression of the One it treats all as One with the same rights to 
freedom and opinion. Our heart demands fairness for itself no more 
than for others. From this unity of heart we can come together in 
mutual support and transform this Wetikoed world into what reality 
is meant to be —a place of love, joy, happiness, fairness, justice and 
freedom. Wetiko has another agenda and that’s why the world is as 


it is, but enough of this nonsense. Wetiko can’t stay where hearts are 
open and it works so hard to keep them closed. Fear is its currency 
and its food source and love in its true sense has no fear. Why would 
love have fear when it knows it is All That Is, Has Been, And Ever Can 
Be on an eternal exploration of all possibility? Love in this true sense 
is not the physical attraction that passes for love. This can be an 
expression of it, yes, but Infinite Love, a love without condition, goes 
far deeper to the core of all being. It is the core of all being. Infinite 
realty was born from love beyond the illusions of the simulation. 
Love infinitely expressed is the knowing that all is One and the 
swiftly-passing experience of separation is a temporary 
hallucination. You cannot disconnect from Oneness; you can only 
perceive that you have and withdraw from its influence. This is the 
most important of all perception trickery by the mind parasite that is 
Wetiko and the foundation of all its potential for manipulation. 


If we open our hearts, open the sluice gates of the mind, and 
redefine self-identity amazing things start to happen. Consciousness 
expands or contracts in accordance with self-identity. When true self 
is recognised as infinite awareness and label self — Phantom Self — is 
seen as only a series of brief experiences life is transformed. 
Consciousness expands to the extent that self-identity expands and 
everything changes. You see unity, not division, the picture, not the 
pixels. From this we can play the long game. No more is an 
experience something in and of itself, but a fleeting moment in the 
eternity of forever. Suddenly people in uniform and dark suits are no 
longer intimidating. Doing what your heart knows to be right is no 
longer intimidating and consequences for those actions take on the 
same nature of a brief experience that passes in the blink of an 
infinite eye. Intimidation is all in the mind. Beyond the mind there is 
no intimidation. 


An open heart does not consider consequences for what it knows 
to be right. To do so would be to consider not doing what it knows to 
be right and for a heart in its power that is never an option. The 
Renegade Mind is really the Renegade Heart. Consideration of 
consequences will always provide a getaway car for the mind and 


the heart doesn’t want one. What is right in the light of what we face 
today is to stop cooperating with Wetiko in all its forms and to do it 
without fear or compromise. You cannot compromise with tyranny 
when tyranny always demands more until it has everything. Life is 
your perception and you are your destiny. Change your perception 
and you change your life. Change collective perception and we 
change the world. 

Come on people ... One human family, One heart, One goal ... 
FREEEEEEDOM! 

We must settle for nothing less. 


he big scare story as the book goes to press is the ‘Indian’ 

variant and the world is being deluged with propaganda about 
the ‘Covid catastrophe’ in India which mirrors in its lies and 
misrepresentations what happened in Italy before the first lockdown 
in 2020. 


The New York Post published a picture of someone who had 
‘collapsed in the street from Covid’ in India in April, 2021, which 
was actually taken during a gas leak in May, 2020. Same old, same 
old. Media articles in mid-February were asking why India had been 
so untouched by ‘Covid’ and then as their vaccine rollout gathered 
pace the alleged ‘cases’ began to rapidly increase. Indian ‘Covid 
vaccine’ maker Bharat Biotech was funded into existence by the Bill 
and Melinda Gates Foundation (the pair announced their divorce in 
May, 2021, which is a pity because they so deserve each other). The 
Indian ‘Covid crisis’ was ramped up by the media to terrify the 
world and prepare people for submission to still more restrictions. 
The scam that worked the first time was being repeated only with far 
more people seeing through the deceit. Davidicke.com and 
Ickonic.com have sought to tell the true story of what is happening 
by talking to people living through the Indian nightmare which has 
nothing to do with ‘Covid’. We posted a letter from ‘Alisha’ in Pune 
who told a very different story to government and media mendacity. 
She said scenes of dying people and overwhelmed hospitals were 
designed to hide what was really happening — genocide and 
starvation. Alisha said that millions had already died of starvation 
during the ongoing lockdowns while government and media were 
lying and making it look like the ‘virus’: 


Restaurants, shops, gyms, theatres, basically everything is shut. The cities are ghost towns. 
Even so-called ‘essential’ businesses are only open till 11am in the morning. You basically 
have just an hour to buy food and then your time is up. 


Inter-state travel and even inter-district travel is banned. The cops wait at all major crossroads 
to question why you are traveling outdoors or to fine you if you are not wearing a mask. 


The medical community here is also complicit in genocide, lying about hospitals being full 
and turning away people with genuine illnesses, who need immediate care. They have even 
created a shortage of oxygen cylinders. 


This is the classic Cult modus operandi played out in every country. 
Alisha said that people who would not have a PCR test not testing 
for the ‘virus’ were being denied hospital treatment. She said the 
people hit hardest were migrant workers and those in rural areas. 
Most businesses employed migrant workers and with everything 
closed there were no jobs, no income and no food. As a result 
millions were dying of starvation or malnutrition. All this was 
happening under Prime Minister Narendra Modi, a 100-percent 
asset of the Cult, and it emphasises yet again the scale of pure anti- 
human evil we are dealing with. Australia banned its people from 
returning home from India with penalties for trying to do so of up to 
five years in jail and a fine of £37,000. The manufactured ‘Covid’ 
crisis in India was being prepared to justify further fascism in the 
West. Obvious connections could be seen between the Indian 
‘vaccine’ programme and increased ‘cases’ and this became a 
common theme. The Seychelles, the most per capita ‘Covid 
vaccinated’ population in the world, went back into lockdown after a 
‘surge of cases’. 


Long ago the truly evil Monsanto agricultural biotechnology 
corporation with its big connections to Bill Gates devastated Indian 
farming with genetically-modified crops. Human rights activist 
Gurcharan Singh highlighted the efforts by the Indian government 
to complete the job by destroying the food supply to hundreds of 
millions with ‘Covid’ lockdowns. He said that 415 million people at 
the bottom of the disgusting caste system (still going whatever they 
say) were below the poverty line and struggled to feed themselves 
every year. Now the government was imposing lockdown at just the 


time to destroy the harvest. This deliberate policy was leading to 
mass starvation. People may reel back at the suggestion that a 
government would do that, but Wetiko-controlled ‘leaders’ are 
capable of any level of evil. In fact what is described in India is in the 
process of being instigated worldwide. The food chain and food 
supply are being targeted at every level to cause world hunger and 
thus control. Bill Gates is not the biggest owner of farmland in 
America for no reason and destroying access to food aids both the 
depopulation agenda and the plan for synthetic ‘food’ already being 
funded into existence by Gates. Add to this the coming hyper- 
inflation from the suicidal creation of fake ‘money’ in response to 
‘Covid’ and the breakdown of container shipping systems and you 
have a cocktail that can only lead one way and is meant to. The Cult 
plan is to crash the entire system to ‘build back better’ with the Great 
Reset. 


‘Vaccine’ transmission 

Reports from all over the world continue to emerge of women 
suffering menstrual and fertility problems after having the fake 
‘vaccine’ and of the non-’vaccinated’ having similar problems when 
interacting with the ‘vaccinated’. There are far too many for 
‘coincidence’ to be credible. We’ve had menopausal women getting 
periods, others having periods stop or not stopping for weeks, 
passing clots, sometimes the lining of the uterus, breast 
irregularities, and miscarriages (which increased by 400 percent in 
parts of the United States). Non-‘vaccinated’ men and children have 
suffered blood clots and nose bleeding after interaction with the 
‘vaccinated’. Babies have died from the effects of breast milk from a 
‘vaccinated’ mother. Awake doctors — the small minority — 
speculated on the cause of non-’vaccinated’ suffering the same 
effects as the ‘vaccinated’. Was it nanotechnology in the synthetic 
substance transmitting frequencies or was it a straight chemical 
bioweapon that was being transmitted between people? I am not 
saying that some kind of chemical transmission is not one possible 
answer, but the foundation of all that the Cult does is frequency and 


this is fertile ground for understanding how transmission can 
happen. American doctor Carrie Madej, an internal medicine 
physician and osteopath, has been practicing for the last 20 years, 
teaching medical students, and she says attending different meetings 
where the agenda for humanity was discussed. Madej, who operates 
out of Georgia, did not dismiss other possible forms of transmission, 
but she focused on frequency in search of an explanation for 
transmission. She said the Moderna and Pfizer ‘vaccines’ contained 
nano-lipid particles as a key component. This was a brand new 
technology never before used on humanity. “They’re using a 
nanotechnology which is pretty much little tiny computer bits ... 
nanobots or hydrogel.’ Inside the ‘vaccines’ was ‘this sci-fi kind of 
substance’ which suppressed immune checkpoints to get into the 
cell. I referred to this earlier as the “Trojan horse’ technique that 
tricks the cell into opening a gateway for the self-replicating 
synthetic material and while the immune system is artificially 
suppressed the body has no defences. Madej said the substance 
served many purposes including an on-demand ability to ‘deliver 
the payload’ and using the nano ‘computer bits’ as biosensors in the 
body. ‘It actually has the ability to accumulate data from your body, 
like your breathing, your respiration, thoughts, emotions, all kinds 
of things.’ 

She said the technology obviously has the ability to operate 
through Wi-Fi and transmit and receive energy, messages, 
frequencies or impulses. ‘Just imagine you're getting this new 
substance in you and it can react to things all around you, the 5G, 
your smart device, your phones.’ We had something completely 
foreign in the human body that had never been launched large scale 
at a time when we were seeing 5G going into schools and hospitals 
(plus the Musk satellites) and she believed the ‘vaccine’ transmission 
had something to do with this: ‘... if these people have this inside of 
them ... it can act like an antenna and actually transmit it outwardly 
as well.’ The synthetic substance produced its own voltage and so it 
could have that kind of effect. This fits with my own contention that 
the nano receiver-transmitters are designed to connect people to the 


Smart Grid and break the receiver-transmitter connection to 
expanded consciousness. That would explain the French energy 
healer’s experience of the disconnection of body from ‘soul’ with 
those who have had the ‘vaccine’. The nanobots, self-replicating 
inside the body, would also transmit the synthetic frequency which 
could be picked up through close interaction by those who have not 
been ‘vaccinated’. Madej speculated that perhaps it was 5G and 
increased levels of other radiation that was causing the symptoms 
directly although interestingly she said that non-‘vaccinated’ 
patients had shown improvement when they were away from the 
‘vaccinated’ person they had interacted with. It must be remembered 
that you can control frequency and energy with your mind and you 
can consciously create energetic barriers or bubbles with the mind to 
stop damaging frequencies from penetrating your field. American 
paediatrician Dr Larry Palevsky said the ‘vaccine’ was not a ‘vaccine’ 
and was never designed to protect from a ‘viral’ infection. He called 
it ‘a massive, brilliant propaganda of genocide’ because they didn’t 
have to inject everyone to get the result they wanted. He said the 
content of the jabs was able to infuse any material into the brain, 
heart, lungs, kidneys, liver, sperm and female productive system. 
‘This is genocide; this is a weapon of mass destruction.’ At the same 
time American colleges were banning students from attending if 
they didn’t have this life-changing and potentially life-ending 
‘vaccine’. Class action lawsuits must follow when the consequences 
of this college fascism come to light. As the book was going to press 
came reports about fertility effects on sperm in ‘vaccinated’ men 
which would absolutely fit with what I have been saying and 
hospitals continued to fill with ‘vaccine’ reactions. Another question 
is what about transmission via blood transfusions? The NHS has 
extended blood donation restrictions from seven days after a ‘Covid 
vaccination’ to 28 days after even a sore arm reaction. 

I said in the spring of 2020 that the then touted ‘Covid vaccine’ 
would be ongoing each year like the flu jab. A year later Pfizer CEO, 
the appalling Albert Bourla, said people would ‘likely’ need a 
‘booster dose’ of the ‘vaccine’ within 12 months of getting ‘fully 


vaccinated’ and then a yearly shot. “Variants will play a key role’, he 
said confirming the point. Johnson & Johnson CEO Alex Gorsky also 
took time out from his ‘vaccine’ disaster to say that people may need 
to be vaccinated against ‘Covid-19% each year. UK Health Secretary, 
the psychopath Matt Hancock, said additional ‘boosters’ would be 
available in the autumn of 2021. This is the trap of the ‘vaccine 
passport’. The public will have to accept every last ‘vaccine’ they 
introduce, including for the fake ‘variants’, or it would cease to be 
valid. The only other way in some cases would be continuous testing 
with a test not testing for the ‘virus’ and what is on the swabs 
constantly pushed up your noise towards the brain every time? 


‘Vaccines’ changing behaviour 

I mentioned in the body of the book how I believed we would see 
gathering behaviour changes in the ‘vaccinated’ and I am already 
hearing such comments from the non-‘vaccinated’ describing 
behaviour changes in friends, loved ones and work colleagues. This 
will only increase as the self-replicating synthetic material and 
nanoparticles expand in body and brain. An article in the Guardian in 
2016 detailed research at the University of Virginia in Charlottesville 
which developed a new method for controlling brain circuits 
associated with complex animal behaviour. The method, dubbed 
‘magnetogenetics’, involves genetically-engineering a protein called 
ferritin, which stores and releases iron, to create a magnetised 
substance — ‘Magneto’ — that can activate specific groups of nerve 
cells from a distance. This is claimed to be an advance on other 
methods of brain activity manipulation known as optogenetics and 
chemogenetics (the Cult has been developing methods of brain 
control for a long time). The ferritin technique is said to be non- 
invasive and able to activate neurons ‘rapidly and reversibly’. In 
other words, human thought and perception. The article said that 
earlier studies revealed how nerve cell proteins ‘activated by heat 
and mechanical pressure can be genetically engineered so that they 
become sensitive to radio waves and magnetic fields, by attaching 
them to an iron-storing protein called ferritin, or to inorganic 


paramagnetic particles’. Sensitive to radio waves and magnetic 
fields? You mean like 5G, 6G and 7G? This is the human-AI Smart 
Grid hive mind we are talking about. The Guardian article said: 


... the researchers injected Magneto into the striatum of freely behaving mice, a deep brain 
structure containing dopamine-producing neurons that are involved in reward and motivation, 
and then placed the animals into an apparatus split into magnetised and non-magnetised 
sections. 


Mice expressing Magneto spent far more time in the magnetised areas than mice that did not, 
because activation of the protein caused the striatal neurons expressing it to release 
dopamine, so that the mice found being in those areas rewarding. This shows that Magneto 
can remotely control the firing of neurons deep within the brain, and also control complex 
behaviours. 


Make no mistake this basic methodology will be part of the ‘Covid 
vaccine’ cocktail and using magnetics to change brain function 
through electromagnetic field frequency activation. The Pentagon is 
developing a ‘Covid vaccine’ using ferritin. Magnetics would explain 
changes in behaviour and why videos are appearing across the 
Internet as I write showing how magnets stick to the skin at the 
point of the ‘vaccine’ shot. Once people take these ‘vaccines’ 
anything becomes possible in terms of brain function and illness 
which will be blamed on ‘Covid-19 and ‘variants’. Magnetic field 
manipulation would further explain why the non-‘vaccinated’ are 
reporting the same symptoms as the ‘vaccinated’ they interact with 
and why those symptoms are reported to decrease when not in their 
company. Interestingly ‘Magneto’, a ‘mutant’, is a character in the 
Marvel Comic X-Men stories with the ability to manipulate magnetic 
fields and he believes that mutants should fight back against their 
human oppressors by any means necessary. The character was born 
Erik Lehnsherr to a Jewish family in Germany. 


Cult-controlled courts 

The European Court of Human Rights opened the door for 
mandatory ‘Covid-19 vaccines’ across the continent when it ruled in 
a Czech Republic dispute over childhood immunisation that legally 


enforced vaccination could be ‘necessary in a democratic society’. 
The 17 judges decided that compulsory vaccinations did not breach 
human rights law. On the face of it the judgement was so inverted 
you gasp for air. If not having a vaccine infused into your body is not 
a human right then what is? Ah, but they said human rights law 
which has been specifically written to delete all human rights at the 
behest of the state (the Cult). Article 8 of the European Convention 
on Human Rights relates to the right to a private life. The crucial 
word here is ‘except’: 


There shall be no interference by a public authority with the exercise of this right EXCEPT 
such as is in accordance with the law and is necessary in a democratic society in the interests 
of national security, public safety or the economic wellbeing of the country, for the prevention 
of disorder or crime, for the protection of health or morals, or for the protection of the rights 
and freedoms of others [My emphasis]. 


No interference except in accordance with the law means there are no 
‘human rights’ except what EU governments decide you can have at 
their behest. ‘As is necessary in a democratic society’ explains that 
reference in the judgement and ‘in the interests of national security, 
public safety or the economic well-being of the country, for the 
prevention of disorder or crime, for the protection of health or 
morals, or for the protection of the rights and freedoms of others’ 
gives the EU a coach and horses to ride through ‘human rights’ and 
scatter them in all directions. The judiciary is not a check and 
balance on government extremism; it is a vehicle to enforce it. This 
judgement was almost laughably predictable when the last thing the 
Cult wanted was a decision that went against mandatory 
vaccination. Judges rule over and over again to benefit the system of 
which they are a part. Vaccination disputes that come before them 
are invariably delivered in favour of doctors and authorities 
representing the view of the state which owns the judiciary. Oh, yes, 
and we have even had calls to stop putting ‘Covid-19’ on death 
certificates within 28 days of a ‘positive test’ because it is claimed the 
practice makes the ‘vaccine’ appear not to work. They are laughing 
at you. 


The scale of madness, inhumanity and things to come was 
highlighted when those not ‘vaccinated’ for “‘Covid’ were refused 
evacuation from the Caribbean island of St Vincent during massive 
volcanic eruptions. Cruise ships taking residents to the safety of 
another island allowed only the ‘vaccinated’ to board and the rest 
were left to their fate. Even in life and death situations like this we 
see ‘Covid’ stripping people of their most basic human instincts and 
the insanity is even more extreme when you think that fake 
‘vaccine’-makers are not even claiming their body-manipulating 
concoctions stop ‘infection’ and ‘transmission’ of a ‘virus’ that 
doesn’t exist. St Vincent Prime Minister Ralph Gonsalves said: ‘The 
chief medical officer will be identifying the persons already 
vaccinated so that we can get them on the ship.’ Note again the 
power of the chief medical officer who, like Whitty in the UK, will be 
answering to the World Health Organization. This is the Cult 
network structure that has overridden politicians who ‘follow the 
science’ which means doing what WHO-controlled ‘medical officers’ 
and ‘science advisers’ tell them. Gonsalves even said that residents 
who were ‘vaccinated’ after the order so they could board the ships 
would still be refused entry due to possible side effects such as 
‘wooziness in the head’. The good news is that if they were woozy 
enough in the head they could qualify to be prime minister of St 
Vincent. 


Microchipping freedom 

The European judgement will be used at some point to justify moves 
to enforce the ‘Covid’ DNA-manipulating procedure. Sandra Ro, 
CEO of the Global Blockchain Business Council, told a World 
Economic Forum event that she hoped ‘vaccine passports’ would 
help to ‘drive forced consent and standardisation’ of global digital 
identity schemes: ‘I’m hoping with the desire and global demand for 
some sort of vaccine passport — so that people can get travelling and 
working again — [it] will drive forced consent, standardisation, and 
frankly, cooperation across the world.’ The lady is either not very 
bright, or thoroughly mendacious, to use the term ‘forced consent’. 


You do not ‘consent’ if you are forced — you submit. She was 
describing what the plan has been all along and that’s to enforce a 
digital identity on every human without which they could not 
function. ‘Vaccine passports’ are opening the door and are far from 
the end goal. A digital identity would allow you to be tracked in 
everything you do in cyberspace and this is the same technique used 
by Cult-owned China to enforce its social credit system of total 
control. The ultimate ‘passport’ is planned to be a microchip as my 
books have warned for nearly 30 years. Those nice people at the 
Pentagon working for the Cult-controlled Defense Advanced 
Research Projects Agency (DARPA) claimed in April, 2021, they 
have developed a microchip inserted under the skin to detect 
‘asymptomatic Covid-19 infection’ before it becomes an outbreak 
and a ‘revolutionary filter’ that can remove the ‘virus’ from the 
blood when attached to a dialysis machine. The only problems with 
this are that the ‘virus’ does not exist and people transmitting the 
‘virus’ with no symptoms is brain-numbing bullshit. This is, of 
course, not a ruse to get people to be microchipped for very different 
reasons. DARPA also said it was producing a one-stop ‘vaccine’ for 
the ‘virus’ and all ‘variants’. One of the most sinister organisations 
on Planet Earth is doing this? Better have it then. These people are 
insane because Wetiko that possesses them is insane. 


Researchers from the Salk Institute in California announced they 
have created an embryo that is part human and part monkey. My 
books going back to the 1990s have exposed experiments in top 
secret underground facilities in the United States where humans are 
being crossed with animal and non-human ‘extraterrestrial’ species. 
They are now easing that long-developed capability into the public 
arena and there is much more to come given we are dealing with 
psychiatric basket cases. Talking of which — Elon Musk’s scientists at 
Neuralink trained a monkey to play Pong and other puzzles on a 
computer screen using a joystick and when the monkey made the 
correct move a metal tube squirted banana smoothie into his mouth 
which is the basic technique for training humans into unquestioning 
compliance. Two Neuralink chips were in the monkey’s skull and 


more than 2,000 wires ‘fanned out’ into its brain. Eventually the 
monkey played a video game purely with its brain waves. 
Psychopathic narcissist Musk said the ‘breakthrough’ was a step 
towards putting Neuralink chips into human skulls and merging 
minds with artificial intelligence. Exactly. This man is so dark and 
Cult to his DNA. 


World Economic Fascism (WEF) 

The World Economic Forum is telling you the plan by the statements 
made at its many and various events. Cult-owned fascist YouTube 
CEO Susan Wojcicki spoke at the 2021 WEF Global Technology 
Governance Summit (see the name) in which 40 governments and 
150 companies met to ensure ‘the responsible design and 
deployment of emerging technologies’. Orwellian translation: 
‘Ensuring the design and deployment of long-planned technologies 
will advance the Cult agenda for control and censorship.’ Freedom- 
destroyer and Nuremberg-bound Wojcicki expressed support for 
tech platforms like hers to censor content that is ‘technically legal but 
could be harmful’. Who decides what is ‘harmful’? She does and 
they do. ‘Harmful’ will be whatever the Cult doesn’t want people to 
see and we have legislation proposed by the UK government that 
would censor content on the basis of ‘harm’ no matter if the 
information is fair, legal and provably true. Make that especially if it 
is fair, legal and provably true. Wojcicki called for a global coalition 
to be formed to enforce content moderation standards through 
automated censorship. This is a woman and mega-censor So self- 
deluded that she shamelessly accepted a ‘free expression’ award — 
Wojcicki — in an event sponsored by her own YouTube. They have no 
shame and no self-awareness. 


You know that ‘Covid’ is a scam and Wojcicki a Cult operative 
when YouTube is censoring medical and scientific opinion purely on 
the grounds of whether it supports or opposes the Cult ‘Covid’ 
narrative. Florida governor Ron DeSantis compiled an expert panel 
with four professors of medicine from Harvard, Oxford, and 
Stanford Universities who spoke against forcing children and 


vaccinated people to wear masks. They also said there was no proof 
that lockdowns reduced spread or death rates of ‘Covid-19’. Cult- 
gofer Wojcicki and her YouTube deleted the panel video ‘because it 
included content that contradicts the consensus of local and global 
health authorities regarding the efficacy of masks to prevent the 
spread of Covid-19’. This ‘consensus’ refers to what the Cult tells the 
World Health Organization to say and the WHO tells ‘local health 
authorities’ to do. Wojcicki knows this, of course. The panellists 
pointed out that censorship of scientific debate was responsible for 
deaths from many causes, but Wojcicki couldn't care less. She would 
not dare go against what she is told and as a disgrace to humanity 
she wouldn't want to anyway. The UK government is seeking to pass 
a fascist ‘Online Safety Bill’ to specifically target with massive fines 
and other means non-censored video and social media platforms to 
make them censor ‘lawful but harmful’ content like the Cult-owned 
Facebook, Twitter, Google and YouTube. What is ‘lawful but 
harmful’ would be decided by the fascist Blair-created Ofcom. 


Another WEF obsession is a cyber-attack on the financial system 
and this is clearly what the Cult has planned to take down the bank 
accounts of everyone — except theirs. Those that think they have 
enough money for the Cult agenda not to matter to them have got a 
big lesson coming if they continue to ignore what is staring them in 
the face. The World Economic Forum, funded by Gates and fronted 
by Klaus Schwab, announced it would be running a ‘simulation’ 
with the Russian government and global banks of just such an attack 
called Cyber Polygon 2021. What they simulate — as with the ‘Covid’ 
Event 201 — they plan to instigate. The WEF is involved in a project 
with the Cult-owned Carnegie Endowment for International Peace 
called the WEF-Carnegie Cyber Policy Initiative which seeks to 
merge Wall Street banks, ‘regulators’ (I love it) and intelligence 
agencies to ‘prevent’ (arrange and allow) a cyber-attack that would 
bring down the global financial system as long planned by those that 
control the WEF and the Carnegie operation. The Carnegie 
Endowment for International Peace sent an instruction to First World 


War US President Woodrow Wilson not to let the war end before 
society had been irreversibly transformed. 


The Wuhan lab diversion 

As I close, the Cult-controlled authorities and lapdog media are 
systematically pushing ‘the virus was released from the Wuhan lab’ 
narrative. There are two versions — it happened by accident and it 
happened on purpose. Both are nonsense. The perceived existence of 
the never-shown-to-exist ‘virus’ is vital to sell the impression that 
there is actually an infective agent to deal with and to allow the 
endless potential for terrifying the population with ‘variants’ of a 
‘virus’ that does not exist. The authorities at the time of writing are 
going with the ‘by accident’ while the alternative media is 
promoting the ‘on purpose’. Cable news host Tucker Carlson who 
has questioned aspects of lockdown and ‘vaccine’ compulsion has 
bought the Wuhan lab story. ‘Everyone now agrees’ he said. Well, I 
don’t and many others don’t and the question is why does the system 
and its media suddenly ‘agree’? When the media moves as one unit 
with a narrative it is always a lie — witness the hour by hour 
mendacity of the ‘Covid’ era. Why would this Cult-owned 
combination which has unleashed lies like machine gun fire 
suddenly ‘agree’ to tell the truth?? 

Much of the alternative media is buying the lie because it fits the 
conspiracy narrative, but it’s the wrong conspiracy. The real 
conspiracy is that there is no virus and that is what the Cult is 
desperate to hide. The idea that the ‘virus’ was released by accident 
is ludicrous when the whole ‘Covid’ hoax was clearly long-planned 
and waiting to be played out as it was so fast in accordance with the 
Rockefeller document and Event 201. So they prepared everything in 
detail over decades and then sat around strumming their fingers 
waiting for an ‘accidental’ release from a bio-lab? What?? It’s crazy. 
Then there’s the ‘on purpose’ claim. You want to circulate a ‘deadly 
virus’ and hide the fact that you’ve done so and you release it down 
the street from the highest-level bio-lab in China? I repeat — What? ? 


You would release it far from that lab to stop any association being 
made. But, no, we’ll do it in a place where the connection was certain 
to be made. Why would you need to scam ‘cases’ and ‘deaths’ and 
pay hospitals to diagnose ‘Covid-19’ if you had a real ‘virus’? What 
are sections of the alternative media doing believing this crap? 
Where were all the mass deaths in Wuhan from a ‘deadly pathogen’ 
when the recovery to normal life after the initial propaganda was 
dramatic in speed? Why isn’t the ‘deadly pathogen’ now circulating 
all over China with bodies in the street? Once again we have the 
technique of tell them what they want to hear and they will likely 
believe it. The alternative media has its ‘conspiracy’ and with 
Carlson it fits with his ‘China is the danger’ narrative over years. 
China is a danger as a global Cult operations centre, but not for this 
reason. The Wuhan lab story also has the potential to instigate 
conflict with China when at some stage the plan is to trigger a 
Problem-Reaction-Solution confrontation with the West. Question 
everything — everything — and especially when the media agrees on a 
common party line. 


Third wave ... fourth wave ... fifth wave... 

As the book went into production the world was being set up for 
more lockdowns and a ‘third wave’ supported by invented ‘variants’ 
that were increasing all the time and will continue to do so in public 
statements and computer programs, but not in reality. India became 
the new Italy in the ‘Covid’ propaganda campaign and we were told 
to be frightened of the new ‘Indian strain’. Somehow I couldn’t find 
it within myself to do so. A document produced for the UK 
government entitled ‘Summary of further modelling of easing of 
restrictions — Roadmap Step 2’ declared that a third wave was 
inevitable (of course when it’s in the script) and it would be the fault 
of children and those who refuse the health-destroying fake ‘Covid 
vaccine’. One of the computer models involved came from the Cult- 
owned Imperial College and the other from Warwick University 
which I wouldn't trust to tell me the date in a calendar factory. The 
document states that both models presumed extremely high uptake 


of the ‘Covid vaccines’ and didn’t allow for ‘variants’. The document 
states: ‘The resurgence is a result of some people (mostly children) 
being ineligible for vaccination; others choosing not to receive the 
vaccine; and others being vaccinated but not perfectly protected.’ 
The mendacity takes the breath away. Okay, blame those with a 
brain who won't take the DNA-modifying shots and put more 
pressure on children to have it as ‘trials’ were underway involving 
children as young as six months with parents who give insanity a 
bad name. Massive pressure is being put on the young to have the 
fake ‘vaccine’ and child age consent limits have been systematically 
lowered around the world to stop parents intervening. Most 
extraordinary about the document was its claim that the ‘third wave’ 
would be driven by ‘the resurgence in both hospitalisations and 
deaths ... dominated by those that have received two doses of the vaccine, 
comprising around 60-70% of the wave respectively’. The predicted 
peak of the ‘third wave’ suggested 300 deaths per day with 250 of 
them fully ‘vaccinated’ people. How many more lies do acquiescers 
need to be told before they see the obvious? Those who took the jab 
to ‘protect themselves’ are projected to be those who mostly get sick 
and die? So what's in the ‘vaccine’? The document went on: 


It is possible that a summer of low prevalence could be followed by substantial increases in 
incidence over the following autumn and winter. Low prevalence in late summer should not 
be taken as an indication that SARS-CoV-2 has retreated or that the population has high 
enough levels of immunity to prevent another wave. 


They are telling you the script and while many British people 
believed ‘Covid’ restrictions would end in the summer of 2021 the 
government was preparing for them to be ongoing. Authorities were 
awarding contracts for ‘Covid marshals’ to police the restrictions 
with contracts starting in July, 2021, and going through to January 
31st, 2022, and the government was advertising for ‘Media Buying 
Services’ to secure media propaganda slots worth a potential £320 
million for ‘Covid-19 campaigns’ with a contract not ending until 
March, 2022. The recipient — via a list of other front companies — was 
reported to be American media marketing giant Omnicom Group 


Inc. While money is no object for “‘Covid’ the UK waiting list for all 
other treatment — including life-threatening conditions — passed 4.5 
million. Meantime the Cult is seeking to control all official ‘inquiries’ 
to block revelations about what has really been happening and why. 
It must not be allowed to — we need Nuremberg jury trials in every 
country. The cover-up doesn’t get more obvious than appointing 
ultra-Zionist professor Philip Zelikow to oversee two dozen US 
virologists, public health officials, clinicians, former government 
officials and four American ‘charitable foundations’ to ‘learn the 
lessons’ of the ‘Covid’ debacle. The personnel will be those that 
created and perpetuated the ‘Covid’ lies while Zelikow is the former 
executive director of the 9/11 Commission who ensured that the 
truth about those attacks never came out and produced a report that 
must be among the most mendacious and manipulative documents 
ever written — see The Trigger for the detailed exposure of the almost 
unimaginable 9/11 story in which Sabbatians can be found at every 
level. 


Passive no more 

People are increasingly challenging the authorities with amazing 
numbers of people taking to the streets in London well beyond the 
ability of the Face-Nappies to stop them. Instead the Nappies choose 
situations away from the mass crowds to target, intimidate, and seek 
to promote the impression of ‘violent protestors’. One such incident 
happened in London’s Hyde Park. Hundreds of thousands walking 
through the streets in protest against ‘Covid’ fascism were ignored 
by the Cult-owned BBC and most of the rest of the mainstream 
media, but they delighted in reporting how police were injured in 
‘clashes with protestors’. The truth was that a group of people 
gathered in Hyde Park at the end of one march when most had gone 
home and they were peacefully having a good time with music and 
chat. Face-Nappies who couldn’t deal with the full-march crowd 
then waded in with their batons and got more than they bargained 
for. Instead of just standing for this criminal brutality the crowd 
used their numerical superiority to push the Face-Nappies out of the 


park. Eventually the Nappies turned and ran. Unfortunately two or 
three idiots in the crowd threw drink cans striking two officers 
which gave the media and the government the image they wanted to 
discredit the 99.9999 percent who were peaceful. The idiots walked 
straight into the trap and we must always be aware of potential 
agent provocateurs used by the authorities to discredit their targets. 


This response from the crowd — the can people apart — must be a 
turning point when the public no longer stand by while the innocent 
are arrested and brutally attacked by the Face-Nappies. That doesn’t 
mean to be violent, that’s the last thing we need. We'll leave the 
violence to the Face-Nappies and government. But it does mean that 
when the Face-Nappies use violence against peaceful people the 
numerical superiority is employed to stop them and make citizen’s 
arrests or Common Law arrests for a breach of the peace. The time 
for being passive in the face of fascism is over. 


We are the many, they are the few, and we need to make that count 
before there is no freedom left and our children and grandchildren 
face an ongoing fascist nightmare. 


COME ON PEOPLE - IT’S TIME. 


One final thought ... 


The power of love 
A force from above 
Cleaning my soul 
Flame on burn desire 
Love with tongues of fire 
Purge the soul 
Make love your goal 


I’ll protect you from the hooded claw 
Keep the vampires from your door 
When the chips are down I'll be around 
With my undying, death-defying 
Love for you 


Envy will hurt itself 
Let yourself be beautiful 
Sparkling love, flowers 
And pearls and pretty girls 
Love is like an energy 
Rushin’ rushin’ inside of me 


This time we go sublime 
Lovers entwine, divine, divine, 
Love is danger, love is pleasure 
Love is pure — the only treasure 


I’m so in love with you 
Purge the soul 
Make love your goal 


The power of love 
A force from above 
Cleaning my soul 
The power of love 
A force from above 
A sky-scraping dove 


Flame on burn desire 
Love with tongues of fire 
Purge the soul 
Make love your goal 


Frankie Goes To Hollywood 


APPENDIX 


Isolation: The action of isolating; the fact or condition of being 
isolated or standing alone; separation from other things or persons; 
solitariness 
Oxford English Dictionary 


he controversy over whether the SARS-CoV-2 virus has ever 

been isolated or purified continues. However, using the above 
definition, common sense, the laws of logic and the dictates of 
science, any unbiased person must come to the conclusion that the 
SARS-CoV-2 virus has never been isolated or purified. As a result, no 
confirmation of the virus’ existence can be found. The logical, 
common sense, and scientific consequences of this fact are: 


e the structure and composition of something not shown to exist 
can’t be known, including the presence, structure, and function of 
any hypothetical spike or other proteins; 

e the genetic sequence of something that has never been found can’t 
be known; 


e “variants” of something that hasn’t been shown to exist can’t be 
known; 


e it’s impossible to demonstrate that SARS-CoV-2 causes a disease 
called Covid-19. 


In as concise terms as possible, here’s the proper way to isolate, 
characterize and demonstrate a new virus. First, one takes samples 
(blood, sputum, secretions) from many people (e.g. 500) with 
symptoms which are unique and specific enough to characterize an 
illness. Without mixing these samples with ANY tissue or products 
that also contain genetic material, the virologist macerates, filters 
and ultracentrifuges i.e. purifies the specimen. This common virology 
technique, done for decades to isolate bacteriophages! and so-called 
giant viruses in every virology lab, then allows the virologist to 
demonstrate with electron microscopy thousands of identically sized 
and shaped particles. These particles are the isolated and purified 
virus. 


These identical particles are then checked for uniformity by 
physical and/or microscopic techniques. Once the purity is 
determined, the particles may be further characterized. This would 
include examining the structure, morphology, and chemical 
composition of the particles. Next, their genetic makeup is 
characterized by extracting the genetic material directly from the 
purified particles and using genetic-sequencing techniques, such as 
Sanger sequencing, that have also been around for decades. Then 
one does an analysis to confirm that these uniform particles are 
exogenous (outside) in origin as a virus is conceptualized to be, and 
not the normal breakdown products of dead and dying tissues.” (As 
of May 2020, we know that virologists have no way to determine 
whether the particles they’re seeing are viruses or just normal break- 


down products of dead and dying tissues.)° 


1 Isolation, characterization and analysis of bacteriophages from the haloalkaline lake Elmenteita, 
KenyaJuliah Khayeli AKhwale et al, PLOS One, Published: April 25, 2019. 
https://journals.plos.org/plosone/article?id=10.1371/journal.pone.d215734 — accessed 2/15/21 


2 "Extracellular Vesicles Derived From Apoptotic Cells: An Essential Link Between Death and 
Regeneration,” Maojiao Lil et al, Frontiers in Cell and Developmental Biology, 2020 October 2. 
https://wwwfrontiersin.org/articles/10.3389/fcell.2020.573511/full — accessed 2/15/21 


3 "The Role of Extraellular Vesicles as Allies of HIV, HCV and SARS Viruses,” Flavia Giannessi, et al, 
Viruses, 2020 May 


If we have come this far then we have fully isolated, characterized, 
and genetically sequenced an exogenous virus particle. However, we 
still have to show it is causally related to a disease. This is carried 
out by exposing a group of healthy subjects (animals are usually 
used) to this isolated, purified virus in the manner in which the 
disease is thought to be transmitted. If the animals get sick with the 
same disease, as confirmed by clinical and autopsy findings, one has 
now shown that the virus actually causes a disease. This 
demonstrates infectivity and transmission of an infectious agent. 


None of these steps has even been attempted with the SARS-CoV-2 
virus, nor have all these steps been successfully performed for any 
so-called pathogenic virus. Our research indicates that a single study 
showing these steps does not exist in the medical literature. 


Instead, since 1954, virologists have taken unpurified samples 
from a relatively few people, often less than ten, with a similar 
disease. They then minimally process this sample and inoculate this 
unpurified sample onto tissue culture containing usually four to six 
other types of material — all of which contain identical genetic 
material as to what is called a “virus.” The tissue culture is starved 
and poisoned and naturally disintegrates into many types of 
particles, some of which contain genetic material. Against all 
common sense, logic, use of the English language and scientific 
integrity, this process is called “virus isolation.” This brew 
containing fragments of genetic material from many sources is then 
subjected to genetic analysis, which then creates in a computer- 
simulation process the alleged sequence of the alleged virus, a so 
called in silico genome. At no time is an actual virus confirmed by 
electron microscopy. At no time is a genome extracted and 
sequenced from an actual virus. This is scientific fraud. 


The observation that the unpurified specimen — inoculated onto 
tissue culture along with toxic antibiotics, bovine fetal tissue, 
amniotic fluid and other tissues — destroys the kidney tissue onto 
which it is inoculated is given as evidence of the virus’ existence and 
pathogenicity. This is scientific fraud. 


From now on, when anyone gives you a paper that suggests the 
SARS-CoV-2 virus has been isolated, please check the methods 
sections. If the researchers used Vero cells or any other culture 
method, you know that their process was not isolation. You will hear 
the following excuses for why actual isolation isn’t done: 


1. There were not enough virus particles found in samples from patients to analyze. 


2. Viruses are intracellular parasites; they can’t be found outside the cell in this manner. 


If No. 1 is correct, and we can’t find the virus in the sputum of sick 
people, then on what evidence do we think the virus is dangerous or 
even lethal? If No. 2 is correct, then how is the virus spread from 
person to person? We are told it emerges from the cell to infect 
others. Then why isn’t it possible to find it? 


Finally, questioning these virology techniques and conclusions is 
not some distraction or divisive issue. Shining the light on this truth 
is essential to stop this terrible fraud that humanity is confronting. 
For, as we now know, if the virus has never been isolated, sequenced 
or shown to cause illness, if the virus is imaginary, then why are we 
wearing masks, social distancing and putting the whole world into 
prison? 


Finally, if pathogenic viruses don’t exist, then what is going into 
those injectable devices erroneously called “vaccines,” and what is 
their purpose? This scientific question is the most urgent and 
relevant one of our time. 


We are correct. The SARS-CoV? virus does not exist. 


Sally Fallon Morell, MA 
Dr. Thomas Cowan, MD 
Dr. Andrew Kaufman, MD 
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decoding ref1, ref2 
enslavement ref1 
externally-delivered perceptions ref1 
five senses ref1 
human labels ref1 
media refl, ref2 
political parties ref1, ref2 
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sale of perception refl 
self-identity ref1, ref2 
Wokeness ref1 
Phantom Self ref1, ref2, ref3 
pharmaceutical industry see Big Pharma 
phthalates ref1 
Plato’s Allegory of the Cave ref1, ref2 
pneuma ref1 
police 
Black Lives Matter (BLM) ref1 
brutality refl1 
citizen’s arrests ref1, ref2 
common law arrests ref1, ref2 


Common Purpose ref1 

defunding ref1 
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masks ref1, ref2, ref3, ref4 

police-military state ref1, ref2, ref3 

psychopathic personality ref1, ref2, ref3, ref4 

reframing ref1 

United States ref1, ref2, ref3, ref4 
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Postage Stamp Consensus ref1, ref2 
pre-emptive programming ref] 
Problem-Reaction-Solution ref1, ref2, ref3, ref4, ref5, ref6, ref7, ref8 
Project for the New American Century ref1, ref2, ref3, ref4 
psychopathic personality ref1 

Archons ref1 

heart energy ref1 

lockdowns ref1, ref2, ref3 

police ref1, ref2, ref3, ref4 

recruitment ref1, ref2 

vaccines ref1l 

wealth refl 

Wetiko ref1, ref2 
Psyop (psychological operation), Covid as a ref1, ref2, ref3, ref4, 

ref5 

Pushbackers ref1, ref2, ref3, ref4 
pyramid structure ref1, ref2, ref3, ref4 
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class ref1 
critical race theory ref1 
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five senses ref1 
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Wetiko refl 

Wokeness ref1 
repetition and mind control ref1, ref2, ref3 
reporting/snitching, encouragement of ref1, ref2 
Reptilians/Grey entities ref1 
rewiring the mind ref1 
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collusion inquiry in US ref1 
Russian Revolution ref1, ref2 
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United States ref1, ref2, ref3 
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ref4 
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SARs-CoV-2 ref1, ref2, ref3, ref4, ref5, ref6, ref7, ref8 
Satan/Satanism ref1, ref2, ref3, ref4, ref5, ref6, ref7 
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Schwab, Klaus ref1, ref2, ref3, ref4, ref5, ref6, ref7, ref8, ref9, ref10, 
ref11, ref12 
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self-identity ref1, ref2, ref3, ref4 
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ref3, ref4 
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Silicon Valley/tech giants ref1, ref2, ref3, ref4, ref5, ref6 see also 
Facebook 


Israel refl 
Sabbatians ref1 
technocracy ref1 
Wetiko factor ref1 
Wokeness ref1 
simulation hypothesis ref1, ref2, ref3, ref4, ref5 
Smart Grid ref1, ref2, ref3 
artificial intelligence (AI) ref1 
China ref1, ref2 
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Great Reset ref1 
Human 2.0 ref1, ref2 
Israel ref1, ref2 
vaccines ref1l 
Wetiko factor ref1 
social disapproval ref1 
social distancing and isolation ref1, ref2, ref3 
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hugs ref1 
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masks ref1 
media refl 
older people ref1, ref2 
one-metre (three feet) rule ref1 
rewiring the mind ref1 
simulation, universe as a ref1 
SPI-B ref1 
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suicide and self-harm ref1, ref2, ref3, ref4, ref5 
technology ref1 
torture, as ref1, ref2 
two-metre (six feet) rule ref1 
women ref1 
social justice ref1, ref2, ref3, ref4 
social media see also Facebook bans on alternative views ref1l 
censorship ref1, ref2, ref3, ref4, ref5, ref6 
children ref1 
emotion ref1l 
perception ref1 
private messages ref1 
Twitter ref1, ref2, ref3, ref4, ref5, ref6, ref7 
Wetiko factor refl 
YouTube ref1, ref2, ref3, ref4, ref5 
Soros, George ref1, ref2, ref3, ref4, ref5, ref6 
Spain ref1 
SPI-B (Scientific Pandemic Insights Group on Behaviours) ref1, 
ref2, ref3, ref4 


spider and the web ref1, ref2, ref3, ref4 
Starmer, Keir ref1 

Statute Law ref1 

Steiner, Rudolf ref1, ref2, ref3 
Stockholm syndrome ref] 
streptomycin ref1 

suicide and self-harm ref1, ref2, ref3, ref4, ref5 
Sumer ref1, ref2 

Sunstein, Cass refl, ref2, ref3 

swine flu (H1N1) ref1, ref2, ref3 
synchronicity refl 

synthetic biology ref1, ref2, ref3, ref4 
synthetic meat ref1, ref2 
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technology see also artificial intelligence (AJ); Internet; 
social media addiction ref1, ref2, ref3, ref4 
Archons ref1, ref2 
the cloud ref1, ref2, ref3, ref4, ref5, ref6, ref7 
cyber-operations ref1 
cyberwarfare ref1 
radiation refl, ref2 
social distancing and isolation ref1 
technocracy ref1 
Tedros Adhanom Ghebreyesus ref1, ref2, ref3, ref4, ref5, ref6, ref7, 
ref8, ref9, ref10, ref11, ref12, ref13 
telepathy refl 
Tenpenny, Sherri ref1 
Tesla, Nikola ref1 
testosterone levels, decrease in ref1 
testing for Covid-19 ref1, ref2 
anal swab tests ref1 
cancer refl 
China ref1, ref2, ref3 
Corman-Drosten test ref1, ref2, ref3, ref4 
death certificates ref1, ref2 
fraudulent testing ref1 
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Lateral Flow Device (LFD) ref1 
PCR tests ref1, ref2, ref3, ref4, ref5, ref6, ref7, ref8 
vaccines refl, ref2, ref3 
Thunberg, Greta ref1, ref2, ref3 
Totalitarian Tiptoe ref1, ref2, ref3, ref4 
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activism refl 
artificial wombs ref1 
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child abuse ref1, ref2 
Human 2.0 ref1, ref2, ref3 
Wokeness ref1, ref2, ref3, ref4, ref5 
women, deletion of rights and status of refl1, ref2 
young persons ref1 
travel restrictions ref] 
Trudeau, Justin ref1, ref2, ref3 
Trump, Donald ref1, ref2, ref3, ref4, ref5, ref6, ref7, ref8, ref9, ref10, 
ref11 
Twitter ref1, ref2, ref3, ref4, ref5, ref6, ref7 
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UKColumn ref1, ref2 
United Nations (UN) ref1, ref2, ref3, ref4, ref5 see also Agenda 
21/Agenda 2030 (UN) 
United States ref1, ref2 
American Revolution refl 
borders ref1, ref2 
Capitol Hill riot ref1, ref2 
children ref1 
China ref1, ref2 
CIA ref1, ref2 
Daily Pass tracking system ref1 
demographics by immigration, changes in ref1 
Democrats ref1, ref2, ref3, ref4, ref5, ref6, ref7 
election fraud refl 
far-right domestic terrorists, pushbackers as ref1 
Federal Reserve ref1 
flu/respiratory diseases statistics ref1 
Global Cult ref1, ref2 
hand sanitisers, FDA warnings on ref 


immigration, effects of illegal ref1 
impeachment ref1 
Israel refl1, ref2 
Judaism ref1, ref2, ref3 
lockdown ref1 
masks ref1 
mass media ref1, ref2 
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Pentagon ref1, ref2, ref3, ref4 
police ref1, ref2, ref3, ref4 
pushbackers ref1 
Republicans ref1, ref2 
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September 11, 2001, terrorist attacks ref1, ref2, ref3, ref4 
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vaccines refl 
white supremacy ref1, ref2, ref3, ref4 
Woke Democrats ref1, ref2 
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vaccines ref1, ref2, ref3 
adverse reactions ref1, ref2, ref3, ref4, ref5 
Africa ref1 
anaphylactic shock ref1, ref2, ref3, ref4 
animals ref1, ref2 
anti-vax movement ref1, ref2, ref3, ref4, ref5 
AstraZeneca/Oxford ref1, ref2, ref3, ref4 
autoimmune diseases, rise in refl, ref2 
Big Pharma ref1, ref2, ref3, ref4, ref5, ref6, ref7, ref8 


bioweapon, as real ref1, ref2 

black and ethnic minority communities ref1 

blood clots refl1, ref2 

Brain Computer Interface (BCI) ref1 

care homes, deaths in ref1 

censorship ref1, ref2, ref3 

chief medical officers and scientific advisers, financial interests of 
ref1, ref2 

children ref1, ref2, ref3, ref4, ref5, ref6, ref7, ref8, ref9, ref10 

China ref1, ref2 

clinical trials refl1, ref2, ref3, ref4, ref5, ref6 

compensation ref1 

compulsory vaccinations ref1, ref2, ref3 

computer programs ref1 

consciousness ref1 

cover-ups ref 

creation before Covid ref1 

cytokine storm ref] 

deaths and illnesses caused by vaccines ref1, ref2, ref3, ref4, ref 

definition refl 

developing countries ref1 

digital tattoos ref1 

DNA-manipulation ref1, ref2, ref3, ref4, ref5, ref6, ref7, ref8, ref9, 
ref10 

emergency approval ref1, ref2, ref3, ref4, ref5 

female infertility ref1 

funding ref1 

genetic suicide ref1 

Global Cult ref1 

heart chakras ref1 

hesitancy ref 

Human 2.0 ref1, ref2, ref3, ref4 

immunity from prosecution ref1, ref2, ref3 


implantable technology ref1l 
Israel refl 
Johnson & Johnson ref1, ref2, ref3, ref4 
lockdowns ref1 
long-term effects ref1 
mainstream media ref1, ref2, ref3, ref4, ref5 
masks ref1, ref2, ref3, ref4, ref5 
Medicines and Healthcare products Regulatory Agency (MHRA) 
refl1, ref2 
messaging ref1 
Moderna ref1, ref2, ref3, ref4, ref5, ref6 
mRNA vaccines ref1, ref2, ref3, ref4, ref5, ref6, ref7, ref8, ref9 
nanotechnology ref1, ref2 
NHS ref1, ref2, ref3, ref4, ref5 
older people ref1, ref2 
operating system ref 
passports ref1, ref2, ref3, ref4 
Pfizer/BioNTech ref1, ref2, ref3, ref4, ref5, ref6, ref7 
polyethylene glycol ref1 
pregnant women ref1 
psychopathic personality ref1 
races, targeting different ref1 
reverse transcription ref] 
Smart Grid ref1 
social distancing ref1 
social media refl 
sterility ref1 
synthetic material, introduction of ref1 
tests ref1, ref2, ref3 
travel restrictions ref1 
variants ref1, ref2 
viruses, existence of ref1 
whistle-blowing ref1 


WHO ref1, ref2, ref3, ref4 
Wokeness ref1 
working, vaccine as ref] 
young people ref1 
Vallance, Patrick ref1, ref2, ref3, ref4, ref5, ref6, ref7, ref8, ref9 
variants ref1, ref2, ref3 
vegans ref 
ventilators ref1, ref2 
virology ref1, ref2 
virtual reality ref1, ref2, ref3 
viruses, existence of refl 
visual reality ref1, ref2 
vitamin D ref1, ref2 
von Braun, Wernher ref1, ref2 


W 
war-zone hospital myths ref1 
waveforms ref1, ref2 
wealth ref1, ref2, ref3, ref4, ref5, ref6, ref7, ref8, ref9 ref10, ref11 
wet market conspiracy ref1 
Wetiko factor ref1l 
alcoholism and drug addiction ref1 
anti-human, why Global Cult is ref1 
Archons ref1, ref2, ref3, ref4 
artificial intelligence (AI) ref1 
Big Pharma ref1, ref2 
children ref1 
China ref1 
consciousness ref1, ref2 
education refl 
Facebook ref1 


fear refl, ref2 

frequency ref1, ref2 

Gates ref1, ref2 

Global Cult ref1, ref2 

heart ref1, ref2 

lockdowns ref1 

masks ref1 

Native American concept ref1 

psychopathic personality ref1, ref2 

reframing/retraining programmes refl 

religion ref1 

Silicon Valley ref1 

Smart Grid ref1 

smartphone addiction ref1, ref2 
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Wokeness ref1, ref2, ref3 
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white privilege refl1, ref2 
white supremacy ref1, ref2, ref3, ref4, ref5 
Whitty, Christopher ref1, ref2, ref3, ref4, ref5, ref6, ref7, ref8, ref9, 
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Wikipedia ref1, ref2 
Wojcicki, Susan ref1, ref2, ref3, ref4, ref5, ref6, ref7 
Wokeness 

Antifa ref1, ref2, ref3, ref4 

anti-Semitism ref1 

billionaire social justice warriors ref1, ref2, ref3 
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Christianity refl1 
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emotion refl 
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group-think ref1 
immigration refl 
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Marxism ref1, ref2, ref3 
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perceptual programming ref1 
Phantom Self ref1 
police ref1 
defunding the ref1 
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Big Pharma ref1, ref2, ref3 
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creation ref1, ref2 
fatality rate ref1 
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Gates refl 
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Wetiko factor refl 
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THE ALTERNATIVE 


Ickonic is something that has been a dream of mine for the last 5 years, 
growing up around alternative information | have always had a natural interest 
in what is going on in the World and what could | do to make it better. 

Across the range of subjects and positions of influence occupied mainly by 
people who don’t strive to make things better it's the Media that | have always 
found the most frustrating and fascinating. Mainly because if the Media did their 
Jobs properly then so much of the negative things happening in the World 
simply would not be able to happen. because they would be exposed within a 
heartbeat. 

Free Press and the Opportunities that the internet could have given would mean 
that the Media are able to expose things like never before and hold people to 
account for their actions. As we all know there are ‘Untouchables’ that walk 
among us, people the Media simply won't touch, expose or investigate and that 
leads to the dark underworlds that infest the establishment the World over. 
Well | say enough, it’s time for something different, a different kind of Media, 
where no one is off limits from exposing and investigating. All we're interested 
in at Ickonic is the truth of what is really going on in the World on whichever 
subject we're covering. 

We hope you enjoy what we have created and take something away from the 
platform, we aim to deliver information that's informative and most importantly 
self-empowering. you're not a little person. you're part of something much 
bigger than that and its time we as a collective race began to understand that 
and look to the future as ours to take. 


It's time... 


Jaymie Icke - Founder Ickonic Alternative Media. 


SIGN UP NOW AT ICKONIC.COM 


DAVID ICKE 


THE ANSWER 


THE ANSWER 


DAVIDICKE 


We live in extraordinary times with billions bewildered and seeking answers for what 
is happening. David Icke, the man who has been proved right again and again, has 
spent 30 years uncovering the truth behind world affairs and in a stream of previous 
books he predicted current events. 


The Answer will change your every perception of life and the world and set you free of 


the illusions that control human society. There is nothing more vital for our collective 
freedom than humanity becoming aware of what is in this book 


Available now at davidicke.com. 
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DAVIDICKE.COM 


DAVID ICKE STORE 
LATEST NEWS ARTICLES 
DAVID ICKE VIDEOS 
WEEKLY DOT-CONNECTOR PODCASTS 
LIVE EVENTS 
WWW.DAVIDICKE.COM 


THE LIFE STORY OF DAVID ICKE 


RENEGADE 


/‘rent gerd/ THE FEATURE LENGTH FILM 


noun 
A person who behaves in a rebelliously unconventional manner. 


AVAILABLE NOW AT DAVIDICKE.COM 


2 NEW BOOKS 
BY NEIL HAGUE 


_ CUTTING EDGE VISIONARY ART 
774 UNIQUE ILLUSTRATED BOOKS 


FOR 


BOOKS, PRINTS & T-SHIRTS 


NEILHAGUEBOO 


OR NEILHAGUE.COM 


Before you go... 


For more detail, background and evidence about the subjects in 
Perceptions of a Renegade Mind — and so much more — see my 
others books including And The Truth Shall Set You Free; The 
Biggest Secret; Children of the Matrix; The David Icke Guide to the 
Global Conspiracy; Tales from the Time Loop; The Perception 
Deception; Remember Who You Are; Human Race Get Off Your 
Knees; Phantom Self; Everything You Need To Know But Have Never 
Been Told, The Trigger and The Answer. 


You can subscribe to the fantastic new Ickonic media platform 
where there are many hundreds of hours of cutting-edge 
information in videos, documentaries and series across a whole 
range of subjects which are added to every week. This includes 
my 90 minute breakdown of the week’s news every Friday to 
explain why events are happening and to what end. 


